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Abstract: Central nervous system (CNS) neurodegenerative diseases are characterized by faulty
intracellular transport, cognition, and aggregate regulation. Traditionally, neuroprotection exerted by
histone deacetylase (HDAC) inhibitors (HDACi) has been attributed to the ability of this drug class
to promote histone acetylation. However, HDAC6 in the healthy CNS functions via distinct mecha-
nisms, due largely to its cytoplasmic localization. Indeed, in healthy neurons, cytoplasmic HDAC6
regulates the acetylation of a variety of non-histone proteins that are linked to separate functions,
i.e., intracellular transport, neurotransmitter release, and aggregate formation. These three HDAC6
activities could work independently or in synergy. Of particular interest, HDACS targets the synaptic
protein Bruchpilot and neurotransmitter release. In pathological conditions, HDAC6 becomes abun-
dant in the nucleus, with deleterious consequences for transcription regulation and synapses. Thus,
HDACS plays a leading role in neuronal health or dysfunction. Here, we review recent findings and
novel conclusions on the role of HDACS6 in neurodegeneration. Selective studies with pan-HDACi
are also included. We propose that an early alteration of HDAC6 undermines synaptic transmission,
while altering transport and aggregation, eventually leading to neurodegeneration.

Keywords: neurodegeneration; progressive multiple sclerosis; synapses; intracellular transport;
aggregates; cognition

1. Introduction
heck f
updates Histone deacetylases (HDACs) play a central role in the epigenetic regulation of CNS

function, with emphasis on development, neurodegenerative diseases, and various mental
disorders [1-3]. Chromatin function is regulated by both HDACs and histone acetyltrans-
ferases (HATs). HDACs shape synaptic function and memory [4]. HDACs consist of
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affiliations. isoform with two tandem catalytic domains [8,9]. In addition, HDACS6 has a hydrolase-

like zinc finger domain, that binds and transports polyubiquitinated protein aggregates,
and a domain that regulates through protein—protein interactions the cytoskeleton protein

tau, IIp45 (invasion inhibitory protein 45), and EGFR (epidermal growth factor receptor).
Targets of its deacetylase activity include tubulin, cortactin, HSP (heat shock protein)
83/90, and Bruchpilot proteins (Figure 1). In various models of neurodegenerative diseases,
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Figure 1. Domains and functions of HDAC6. HDACS is the largest protein of the HDAC family, with 1215 amino acid
residues. ZnF-UB (zinc-finger ubiquitin binding) is a high-affinity ubiquitin-binding motif, and DAC (deacetylase) (1 and 2)
is the domain with deacetylase activity. Targets for DAC1 and DAC2 are based on work largely done in Drosophila [13].
Additional targets include survivin, 3-catenin, peroxiredoxin, and Mirol. NES = nuclear export sequences, DMB = dynein
motor binding, SE14 = Ser-Glu tetradecapeptide repeating domain [9]. NES1 (Aa: 67-76), DAC1 (Aa: 87-447), DAC2 (Aa:
482-800), SE14 (Aa: 884-1022), NES2 (Aa: 1049-1058), ZnF-UB (Aa: 1131-1192) [9].
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Figure 2. Cellular sites of HDACS6 inhibitors in neurodegenerative diseases. HDACS6 inhibitors (HDAC6i) regulate a variety
of events including growth cone function, synaptic plasticity, transport, and autophagosomal degradation. The intracellular

sites of regulation are indicated at the level of growth cone, processes, and soma.
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Tubacin is the original inhibitor of HDAC6, but additional inhibitors of this class
are now available, including ACY-738 [7]. The zinc-binding residues in the catalytic
domains of HDAC6 have been a target for the discovery of HDAC6i. HDACG6i have
been developed via standard steps, which include pharmacophore generation, molecular
docking, and molecular dynamics simulation. Pharmacophore models for new inhibitors
of HDACS6 focus on a zinc-binding group (ZBG), a linker, and a cap. The molecular docking
is aimed to show hydrogen bond interactions of the cap (in the HDAC6i) with the catalytic
residues of HDACS6 [14]. Arylhydroxamate- based HDACS6i contain both a ZBG and a
linker. However, the drugs in this group have shown toxicity and poor stability, which has
significantly undermined their clinical use. In contrast, oxadiazole-based HDAC6i have
led the way for additional HDAC6i with improved ADMET (absorption, distribution,
metabolism, excretion, and toxicity) profiles. The list of compounds developed for these
two classes of drugs is included in a previous review [8].

In the healthy brain, HDAC6 positively impacts synaptic function by its cytoplas-
mic localization [5], whereas in pathological conditions, HDAC6 undermines synaptic
functions in part due to its abundance in the nucleus, with consequent transcription regula-
tion and decreased expression of brain-derived neurotrophic factor (BDNF). For example,
ApoE (Apolipoprotein E) and AP oligomers cause HDACS6 to largely translocate into
the nucleus, where HDAC6 depresses BDNF transcription. The decrease in BDNF levels
impairs memory [15]. Lee et al. [16] also describe the effects of HDACS6 in the prefrontal
cortex (PFC) during acute stress regulation, highlighting the importance of HDAC6 for
healthy higher brain functions. The PFC, a CNS region responsible for high-order cognitive
functions, is highly influenced by stress. Acute stress affects PFC functions by potentiating
glutamatergic transmission. HDACS6 inhibition or knockdown protects from the enhance-
ment of glutamatergic transmission and glutamate receptor trafficking and from the effects
of acute stress on synaptic functions [16].

2. Cognition Regulation and Neurodegeneration

Cognition and higher brain functions rely on precise protein—protein regulation at
the synapses, which allows information among neurons to travel along functionally dis-
tinct regions of the CNS. In the synapses, selective proteins impact neurotransmission and
memory regulation [13,17-26]. HDAC6 deacetylates Bruchpilot (flies), which enhances neu-
rotransmitter release [27]. Although the specific mammalian protein regulated by HDAC6
is unknown, important candidates include CAST (cytomatrix at the active zone-associated
structural protein)/ELK proteins, which are the equivalent to Bruchpilot. CAST/ELK
proteins interact with a set of proteins to regulate synaptic transmission. These proteins in-
clude RIM (Rab-interacting molecule), Munc13-1, Bassoon (Bsn), and Piccolo. CAST/ELKS
in the hippocampus binds Bsn to regulate short-term plasticity [13,17-27]. Alterations of
acetylation levels of selected proteins at the synapses would change both cognition and
protein precipitation.

Of particular interest, Bsn aggregates have been found in experimental autoimmune
encephalomyelitis (EAE) mice and in multiple sclerosis (MS) patients [28]. Bsn is a scaffold-
ing protein, and CAST is known to bind the Bsn protein. Thus, future studies are needed
to define how early alterations in HDAC6 impact the development of Bsn precipitates
and whether the inhibition of HDAC6 would prevent the formation of Bsn precipitates.
Determining which mammalian protein at the synapse is targeted by HDAC6 would be
an area of intense research in order to understand memory and aggregate regulation and
neurodegeneration.

HDACS is highly conserved from flies to mammals. Although mammals do not have
a direct homolog of Bruchpilot, it is conceivable that HDACS6 targets selective (mammalian)
proteins at the synapses [13,17-27]. Because the human version of Bruchpilot targeted
by HDACS6 has to be identified, it is essential to identify the protein(s) responsible for
synaptic plasticity, memory, and neurodegeneration in mammals. Most likely, HDAC6
modulates the acetylation of the short cytoplasmic tail of CAST and/or proteins that bind
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CAST. Proper acetylation is the result of acetylation and deacetylation. Acetylation is
mediated by elongator protein 3 (ELP3), whereas deacetylation is mediated by HDACS6.
The work by Miskiewicz et al. [27] has elucidated memory regulation by acetylation.
Acetylation of lysine in the cytoplasmic domain of Bruchpilot (flies) is critical for synaptic
plasticity. In Drosophila, acetylation levels in the long C-terminal tail of Bruchpilot calibrate
the number of vesicles to be released and synaptic transmission [13,17-27,29]. In contrast,
hypoacetylation would cause the release of excess vesicles with aberrant neurotransmission
and excitotoxity [29]. Deleterious effects would also occur with too much acetylation and
insufficient numbers of vesicles. Thus, Bruchpilot acetylation calibrates the release of
the correct number of neurotransmitters. It is imperative to identify the one or more
mammalian proteins serving a similar function. These selective proteins would be key for
understanding both memory and neurodegeneration.

Hypoacetylation is present during neurodegeneration [2]. An altered excitatory (E)-
inhibitory (I) balance of synaptic transmission occurs early during neurodegenerative
diseases. Such alterations prime cognition deficits. Indeed, in ALS (amyotrophic lateral
sclerosis), the E-I balance is altered earlier during the disease [30], whereas ALS-specific
cognitive and behavior changes have been associated with advanced stages of ALS [31].
TDP-43 (TAR DNA binding protein 43) normally resides in the nucleus and binds DNA
and RNA to regulate RNA splicing and influence transcript stability, transport, and trans-
lation [32,33].The functional relationship between TDP-43 and HDACS6 is important in
the context of ALS. TDP-43 upregulates HDAC6 expression. In summary, deregulation of
HDACS6 causes alterations in deacetylation, E/I balance, memory, and protein processing.
Of interest, Rossaert et al. [34], by using HDACS6i, showed restoration of histone acetyla-
tion and improvement in disease course and metabolic abnormalities in a FUS (fused in
sarcoma) mouse model of ALS.

Cognitive deficits cover quite a wide range of CNS diseases, ranging from neuropsy-
chiatric disorders in children and adults to neurodegenerative diseases [2,35]. Studies have
shown that behavior alterations are present quite early during MS. At the very early stage
of the disease, a silent, i.e., subclinical, decline in neuronal function takes place [36]. Such a
decline would precede neurodegeneration. Recent studies in both MS and EAE have
shown that subclinical, early events at disease onset might shape neurodegeneration and
progressive MS [36]. A key goal is to determine the molecular and cellular basis of such
early alterations at the synapses in order to prevent the progressive neurodegeneration
evident in the secondary progressive form and in the primary form of the disease [36,37].

We have shown that when given acutely, ACY-738, the selective HDAC6 inhibitor,
has an effect on memory in a fashion that is sensitive to disease severity [37]. In particular,
when various concentrations of EAE-inducing reagents are used, EAE C57BL/6 mice
immunized with higher amounts do not display increased short-term memory following
ACY-738 treatment. This lack of response (to the drug) at 10 days post-immunization (dpi)
(before any mobility impairment is apparent) most likely reveals an early defect at the
level of the synapses that would lead to neurodegeneration. Presumably, the alterations of
memory regulation result from an inflammatory environment having an effect on selective
cytoskeleton proteins and receptors that are involved in memory regulation [37].

HDACS6 is a multidomain protein, with domains that are linked to transport regula-
tion, aggregate formation and cognition (Figures 1 and 2). HDAC6 deacetylates tubulin
and Bruchpilot for transport and synaptic regulation, respectively, while at the same time,
HDACS6 binds ubiquitinated proteins for protein aggregation regulation [5,11,13,27]. De-
myelinating diseases often feature alterations in transport regulation and in aggregate
formation, together with cognitive decline [36—41]. Future studies would need to determine
whether the complex sets of pathologies present during MS derive from a primary defect
occurring at the level of HDACS6, occurring quite early during the disease.

Compelling evidence indicates that neurocognition is affected before disease onset
in EAE mice. Furthermore, cognitive deficit manifests following a pattern of subclinical
cognitive decline, which has been found in both MS patients and in EAE mice [36].
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The study by Liu et al. [42] investigated the effects of HDAC6 on functional and patho-
logical changes in amyloid beta (A)-induced cognitive dysfunction in rats. This study
found that HDAC6 may not only lead to the deterioration of learning and memory abilities
but may also elevate levels of AB and Tau phosphorylation, both having deleterious effects
on the disease

Vascular dementia (VD) is a common dementia disease, second in the world only to
Alzheimer’s disease (AD) [43]. Donepezil, used to treat mild to moderate AD, has been
shown to treat cognitive impairment and memory deficits caused by VD. Jian et al. [43]
showed that donepezil treatment significantly improved cognitive performance. Fur-
thermore, donepezil treatment significantly attenuated neurodegeneration and restored
synapse dendritic spine density in the cortex and hippocampus. Donepezil attenuates neu-
rodegeneration by correcting mis-localization of HDAC6 and increasing BDNF expression.

In the brains of patients with AD, highly phosphorylated pathological Tau accumulates
and causes neuronal loss, synaptic dysfunction, and cognitive decline. Choi et al. [44]
found that HDAC6 CDK-504 inhibitor degrades pathological Tau because acetylated Tau
recruits chaperone proteins, leading to the degradation of pathological Tau through the
proteasomal pathway. Overall, the study shows that CDK-504 ameliorates synaptic and
cognitive anomalies, most likely by activating the chaperone machinery and degrading
pathological Tau. Similar beneficial effects in mouse models of AD have been obtained
with a variety of HDAC6i [8,45-52].

An important area for intervention is in chemotherapy-related cognitive impairment
occurring as a long-term side effect during cancer treatment. Wang et al. [53] examined
the effect of the HDACS6 inhibitor, ACY-1215 (Ricolinostat), on cisplatin-induced brain
damage and cognitive deficits in mice. The study showed that ACY-1215 ameliorated
behavioral deficits and dendritic spine loss and increased synaptic density in cisplatin-
treated mice. ACY-1215 enhanced «-tubulin acetylation in the hippocampus of cisplatin-
treated mice with diminished impairment of mitochondrial transport and mitochondrial
dysfunction. Thus, HDACS6 inhibition improves cisplatin-induced cognitive deficits by
reversing mitochondrial and synaptic functional impairments.

An area of great interest is the treatment of human immunodeficiency virus (HIV)-
associated neurocognitive disorders. The neurological damage observed in HIV-positive
subjects can be experimentally reproduced by the HIV envelope glycoprotein (gp)120.
gp120 binds to neuronal microtubules and decreases the level of tubulin acetylation,
with resulting impairment of axonal transport [54,55]. Wenzel et al. [54] showed that
the selective HDACS6i tubacin and ACY-1215 prevented gp120-mediated deacetylation of
tubulin and inhibited the ability of gp120 to decrease axonal transport. Indeed, the study
showed that gp120 decreases the velocity of BDNF transport, which is restored to baseline
levels when neurons are exposed to HDAC6i [55].

Animal studies demonstrated that multiple exposures to sevoflurane (used as an
inhalational anesthetic) during the postnatal period impaired synaptogenesis, resulting in
cognitive deficits [56]. Multiple sevoflurane exposures enhanced HDAC6 expression and
activity in the hippocampi of the developing brain. Tubastatin A ameliorated sevoflurane-
induced decreases in synaptophysin and PSD95 (postsynaptic density protein 95) expres-
sion, improving synaptic ultrastructural damage and cognitive deficits. In conclusion,
HDACS6 is involved in the developmental neurotoxicity caused by multiple sevoflurane
exposures and HDAC6 inhibition prevents neuronal damage [56].

While work in EAE mice showed behavioral alterations as early as the first week
postimmunization, precipitates of the synaptic protein Bsn were detected at 16 dpi [28].
Understanding the functional relationship between cognition and aggregate regulation
could provide new insights into mechanisms of neurodegeneration. We propose that
an alteration of HDACS6 early during the disease causes both memory dysfunction and
precipitates, since HDAC6 has functional domains for both processes.

Epigenetics and histone modifications are crucial events in diseases of cognition,
neurodegeneration, and development. These modifications have been also extensively
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studied in MS and play an important role in both the initiation and development of
MS [57-59].

Although genetic susceptibility to MS is not completely understood, HLA-DR (hu-
man leukocyte antigen—DR isotype)-specific expression has an impact on the disease.
Of interest, HLA-DR is regulated by HDACI. Since, in pathological conditions, HDAC6
translocates to the nucleus, the functional relationship with nuclear HDAC must be consid-
ered in the context of epigenetic regulation during the inflammation and neurodegeneration
that occur in MS. Of great interest, HDAC gene variants predict brain volume changes in
multiple sclerosis [60]. In this context, future studies are needed to evaluate in detail the
role of HDACS6.

Therapeutic approaches that promote neuroprotection counter CNS neurodegener-
ative diseases. Neurodegeneration in MS defines poor clinical outcome and quality of
life. In MS, neuroprotection requires the regulation of both autoimmune demyelination
and inflammation [61-63]. Autoimmune demyelination starts as antigen-presenting cells
(APCs) mature and migrate into the lymph nodes, where they present the antigen to T cells.
During activation, T cells differentiate into mature effector CD4* T cell subsets (Th1, Th2,
Th17, Treg). T helper 1, 2, and 17, and Treg cells then translocate into the CNS, where they
are reactivated by resident APCs like microglia [63]. Additional inflammatory cells are
then recruited to the CNS, which further enhances inflammation and tissue damage.

Several studies have investigated the functional consequences of HDAC]i on various
cell types having a role during MS disease [64]. Treg cells are known to be protective,
whereas Th1/Th17 cells are deleterious for the disease. HDACi facilitate Treg cells. In con-
trast, HDACi inhibit Th1/Th17 cells. In addition, cytokines released by T cells modulate
synaptic functions. HDACi inhibit CD4" cell proliferation and Interferon gamma pro-
duction. Such inhibitors also suppress proinflammatory Interleukin-2 cytokine released
from Th1 cells, while HDACi such as Trichostatin A and suberoylanilide hydroxamic acid
(SAHA) have a positive effect on Treg cells [64]. In summary, HDACi modulate MS disease,
through combined actions on distinct cells, with the resulting effect of improving protection
while diminishing cell damage.

Of particular importance, the effects of HDAC]i on oligodendrocytes (OLGs) must
be viewed with caution, considering possible differences in the effects of HDACi in early
vs. late phases of the disease. High levels of histone acetylation exist in undifferenti-
ated oligodendrocyte precursor cells (OPCs). Histone3 acetylation in OLG inhibits OLG
differentiation. In contrast, histone deacetylation favors OLG differentiation and myeli-
nation [65-67]. HDACS also regulates acetylated Tau in OLGs. Tau participates in many
aspects of OLG biology, including myelin formation, myelin integrity, and myelin re-
pair [68-70]. The relationship between HDACi and inflammation is a complex one. HDACi
can affect astrocytes and microglia [71]. HDAC inhibition prevents white matter injury by
modulating microglia/macrophages [71]. Work by Faraco et al. [72,73] showed that HDACi
such as SAHA and Givinostat induce a dramatic increase in histone acetylation without
causing cytotoxicity of cultured mouse glial cells. In addition, these two compounds inhibit
the expression of proinflammatory mediators produced by lipopolysaccharide-challenged
glial cultures, while potentiating in vitro immunosuppression triggered by dexametha-
sone. It seems that mouse glial cells have ongoing HDAC activity, and HDAC] inhibit
the neuroinflammatory response, secondary to direct impairment of the transcriptional
machinery [72,73]. Additional work is required to understand the specific role of HDAC6
in MS pathogenesis and OLG biology.

Work by Sun et al. [74] showed that the loss of HDAC11 ameliorates clinical symptoms
in a multiple sclerosis mouse model. In particular, the study showed that loss of HDAC11
significantly reduces disease severity and spinal cord demyelination during the post-acute
phase of EAE. The absence of HDAC11 reduced immune cell infiltration into the CNS,
with decreased monocytes and myeloid dendritic cells during the chronic progressive
phase of the disease. Thus, the authors suggest the use of HDAC11-specific inhibitors to
treat chronic progressive MS [74]. Since our work showed that a selective HDACS6 inhibitor
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delays disease onset and decreases disease severity [37], HDAC11 appears to act at a later
time. Thus, future studies using a combination of pharmacological and genetic approaches
are needed to determine the role of each specific HDAC isoform at various times during
MS, and how the disease may benefit from approaches that include inhibitors for both
HDAC11 and HDACS6 isoforms.

HDAC: are also emerging as neuroprotective agents during various diseases, including
diseases that follow an ischemic insult. Faraco et al. [75] investigated the effect of the HDAC
inhibitor SAHA on histone acetylation in control and ischemic mouse brains. Ischemic
insult was obtained following middle cerebral artery occlusion lasting 6 h. Brain histone H3
acetylation was constitutively present at specific lysine residues in neurons and astrocytes,
whereas in ischemic brain tissue, histone H3 acetylation levels were drastically decreased.
Treatment with SAHA increased histone H3 acetylation, preventing histone deacetylation
in the ischemic brain. As a result of this drug treatment, expression of the neuroprotective
proteins Hsp70 and Bcl-2 (B-cell lymphoma 2) increased. This work demonstrates that
pharmacological inhibition of HDACs promotes the expression of neuroprotective proteins,
suggesting that HDACi may be beneficial for stroke therapy [76]. Further, Wang et al. [77]
showed that the HDAC6 inhibitor Tubastatin A alleviates stroke-induced brain infarction
and functional deficits.

Acetylation homeostasis is believed to be a key regulator of both immune cell activa-
tion and neuronal survival. Of note, HDACi with both anti-inflammatory and neuroprotec-
tive properties have been identified [72]. Efficacy of HDACi in experimental models of MS
has been reported consistently [37,72]. In other neurodegenerative diseases such as ALS,
AD, SMA (Spinal muscular atrophy), HD (Huntington’s disease), and PD (Parkinson’s
disease), histone acetylation homeostasis is greatly impaired, shifting toward a state of
hypoacetylation [2]. Indeed, histone hyperacetylation produced by direct inhibition of
HDAC s leads to neuroprotection [78,79].

3. Intracellular Transport and Neurodegeneration

HDACS6 binds and deacetylates tubulin and thereby regulates intracellular transport.
Neuronal transport defects in ALS are restored with HDACS6 inhibitors [34]. Transport
defects are also detected in EAE as early as two days following onset of mobility impair-
ment [38].

Guo et al. [80] showed that mitochondrial Rho GTPase 1 (Mirol) is required for
axonal transport of mitochondria into Drosophila synapses. Mirol facilitates mitochondrial
transport by attaching the mitochondria to the motor/adaptor complex [10,80,81].

With regard to a role of HDACS in transport regulation, Kalinski et al. [10], interest-
ingly, showed that HDAC6 deacetylates Mirol, with resulting inhibition of mitochondria
transport and axon growth. In contrast, HDACSi increase transport and axon growth
via increased levels of acetylated Mirol. Axon growth is inhibited by myelin largely via
the Rho/Rock (Rho-associated protein kinase) pathway. Kalinski et al. [10] showed that
increased levels of acetylated Miro with HDAC6i compensate for myelin/MAG (Myelin-
associated glycoprotein) induced inhibition of axon growth.

HDACS6i are also beneficial in Charcot-Marie-Tooth type 2D (CMT2D), a disease
with motor and sensory axonal peripheral neuropathy [82-88]. Mutations in the glycyl-
tRNA synthetase gene cause CMT2D. Interaction of HDAC6 with mutated glycyl-t RNA
synthetase is deleterious for intracellular transport regulation. In contrast, such inter-
action is blocked by the HDACS6 inhibitor Tubastatin A, with positive effects on axonal
transport [82-88].

Rett syndrome (RTT) is a developmental disorder with an alteration in the trans-
port of BDNE. RTT is a rare genetic neurological and developmental disorder caused by
loss-of-function mutations in the transcriptional modulator methyl-CpG-binding protein
2 (MECP2) [89]. One of the most prominent gene targets of MECP2 is BDNF, a potent
modulator of activity-dependent synaptic development, function, and plasticity. In RTT,
BDNF signaling has been shown to be impaired. The selective HDAC6 inhibitor Tubas-
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tatin A increases a—tubulin acetylation, leading to increased anterograde and retrograde
transport of BDNF in Mecp2 knockout neurons [89]. Tubastatin A also restores activity-
dependent BDNF release from MECP2 knockout neurons to levels comparable to those of
wild-type neurons. These findings demonstrate that HDAC6i can be used as a potential
pharmacological strategy to reverse cellular and synaptic impairments in RTT resulting
from impaired BDNF signaling [8,89].

How intracellular signaling affects HDACS6 is of paramount importance in order
to implement effective approaches that modulate HDAC6 and intracellular transport.
Cao et al. [90] showed that MAPK (mitogen-activated protein kinase) regulates HDAC6
localization and phosphorylation, in addition to having positive effects on tyrosinated
tubulin and microtubule (MT) stability.

4. Aggregates and Neurodegeneration

The ability of HDAC6 to bind and regulate ubiquitinated proteins and the proteasome
machinery sets HDACS6 in the context of important events of protein homeostasis [9].
In neurodegenerative ALS disease, stress granules become associated with HDACS6 instead
of with TDP-43 (TAR DNA binding protein 43-kDa), resulting in decreased clearance of this
toxic nucleic acid-binding protein and deleterious consequences [91,92]. Mutated TDP-43
(a DNA/RNA binding protein) increases HDAC6 expression and decreases Bruchpilot
acetylation. Bruchpilot, a target of HDACS6, regulates neurotransmission in Drosophila.
Defects present with mutated TDP-43 are similar to those seen upon increased HDAC6
expression and contrast those present in HDAC6 null mutants. These defects include,
among others, changes in neurotransmission [91].

The study of Kawaguchi et al. [92] shows that HDAC6 is a component of the aggresome
and that HDACS6 can bind both polyubiquitinated misfolded proteins and dynein motors.

In demyelinating inflammatory diseases such as EAE and MS, the synaptic protein
Bsn accumulates in the neuronal soma [28]. Bsn precipitates are deleterious for neuronal
survival, and clearance of this protein with pharmacological proteasome activation de-
creases Bsn load while increasing neuronal survival. It would be worth testing, in future
studies, whether HDACS6 inhibitors are able to prevent Bsn precipitates.

Functional connections have also been found between HDACS activity and stress gran-
ule dynamics. HDAC6 binds Ras GTPase-activating protein-binding protein 1 (G3BP-1),
a stress granule nucleator. The catalytically inactive MAP kinase phosphatase (MK-STYX)
interacts with the stress granule nucleator G3BP-1 to decrease stress granule formation.
Since MK-STYX is a signaling molecule along HDAC6 activity, future studies should
explore in more detail the relationship between HDAC6i and stress granule regulation [90].

Protein aggregates are a common feature of CNS neurodegenerative disease. Bsn ag-
gregates have been found in MS patients and in the animal model of MS [28], whereas
TDP-43 harboring mutations that cause ALS are believed to be responsible for TDP-43
aggregates and decreased Bruchpilot acetylation [91,92]. Yan et al. [93] show that pharma-
cological inhibition of HDAC6 with Tubastatin A attenuates inflammatory response and
protects dopaminergic neurons in experimental models of PD [93-96].

5. Overview

Deregulation of selected HDAC isoforms has been connected to various CNS diseases,
including degenerative, developmental, and psychiatry disorders [1,2]. These diseases
include ALS, AD, PD, CMT2D, RTT, Fragile X Syndrome (FXS), Rubinstein—-Taybi, depres-
sion, and schizophrenia. In addition, deregulation of HDAC activity has been found in
stroke and traumatic brain injury [75,97]. All these diseases have disturbance of cognition,
mood, and experience-dependent plasticity. During these diseases, the epigenetic basis of
the modifications includes decreased histone acetylation and increased DNA and H3K4
methylation.

HDACS targets alpha tubulin and beta catenin [5]. Beta catenin has the interesting fea-
ture of binding to PDZ (postsynaptic density 95, PSD-85; Discs large, Dlg; Zonula occludens-
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1, ZO-1)-containing proteins, known largely for their scaffolding functions. HDACé6i in-
crease neuronal survival and protect from axonal degeneration, while decreasing disease
progression and improving memory. HDAC6i improve also axonal transport, a-tubulin
acetylation, MT defects, and protein aggregates [78,79].

In the context of cognitive defects, FXS has various developmental anomalies includ-
ing learning disability, cognitive impairment, and behavioral pathologies. FXS is caused
by transcriptional silencing of the fragile X mental retardation (FMR) gene with the cor-
responding protein (FMRP) having a role in mRNA trafficking and dendritic translation
of proteins involved in learning and memory. Of interest, the HDAC6 inhibitor SW-100
improves the phenotype in animal models of FXS [98].

HDACS6 inhibition also induces mitochondrial fusion and autophagic flux and reduces
diffuse mutant huntingtin in striatal neurons [99]

ALS is a neurodegenerative disease of motor neurons with dominant mutations in
two related RNA-binding proteins, TDP-43 and FUS/TLS (fused in sarcoma/translocated
in liposarcoma) that cause a subset of ALS. FUS/TLS is a multifunctional DNA-/RNA-
binding protein and TDP-43 interacts with FUS/TLS to form a complex in mammalian cells.
RNAI silencing of either TDP-43 or FUS/TLS reduces HDAC6 mRNA expression [91].

Table 1 shows the half maximal inhibitory concentration (IC50) and the selectivity
over HDAC 1, 2, and 3 for each HDACG6 inhibitor. The HDAC6i Tubastatin A, SW-100,
and MPTOG211 are 1,000-fold more selective over HDAC 1, 2, and 3.

Table 1. HDACS inhibitors and selectivity over HDAC 1, 2, and 3. The half maximal inhibitory
concentration (IC50) is indicated for each HDACS6 inhibitor. The selectivity over HDAC 1, 2, and 3 is
indicated for each drug. The selectivity index is the ratio of each HDAC IC50 vs. HDAC6 IC50.

. I1C50
HDAC6i HDAC6 HDAC1/6 HDAC2/6 HDAC3/6
ACY-738 1.7 nM 55-fold 75-fold 128-fold
ACY-1215 4.7 nM 12-fold 10-fold 11-fold
Tubacin 4.0nM 350-fold >1000-fold 318-fold
Tubastatin A 4.4nM >1000-fold >1000-fold >1000-fold
SW-100 2.3nM >1000-fold >1000-fold >1000-fold
ACY-775 7.5 nM 283-fold 347-fold >1000-fold
ACY-1083 3.0nM >260-fold >260-fold >260-fold
MPTOG211 0.29 nM >1000-fold >1000-fold >1000-fold
W-2 21 nM 153-fold 60-fold 63-fold
5-Aroylindole 6 3.92nM 559-fold 145-fold >1000-fold

Figure 3 shows the results obtained with specific HDAC6i used in in vivo models of
the specific disease, as indicated. Selective studies were in cell culture models for ALS,
RTT, AD, and HD diseases and in induced pluripotent stem cells (iPSCs) derived from
patients with RTT [100]. Additional information for each HDAC6 inhibitor can be found in
the Supplementary Materials.
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Figure 3. HDACS6 inhibitors in neurodegenerative diseases. HDACS6 inhibitors (HDACS6i) have been studied in several
diseases (e.g., degenerative, developmental, and following toxins/infection) and have been shown to improve a combination

of pathologies including inflammation, cell damage, transport regulation, aggregation, cognition, and disease course.
The results shown in this figure reflect studies done with the drugs as indicated. As additional HDAC6i are developed
and more studies are performed, additional results could add insight into the overall benefits of this class of drugs. All the

drugs indicated are HDAC6i with the exception of Trichostatin A, an inhibitor for class I and I HDAC isoforms.

6. Concluding Remarks and Future Perspectives

Understanding CNS degeneration remains central for effective therapeutic options.
Alterations of synaptic functions have been found in MS and its animal model, EAE,
using electrophysiological and behavioral approaches. More recently, a functional defect
at the synapses has been shown in EAE mice at 10 dpi before any motor defects are
detected [37]. EAE mice immunized with a high dose of EAE-inducing reagents and
with a chronic disease course do not have an increased short-term memory in response
to the HDACS®6 inhibitor ACY-738. In contrast, EAE mice immunized with lower doses
and having a milder disease course retain the ability to respond to the drug with an
increase in short-term memory [37]. These data, to our knowledge, were the first to directly
indicate that disease activity calibrates synaptic function. Thus, an inability of HDAC6
inhibitor to work at the very beginning of disease might indicate synaptic alterations,
which could prime neurodegeneration [36,37]. How changes in HDAC6 account for altered
behaviors and electrophysiological properties previously described in EAE mice will
require additional studies.

The challenge will be to determine in MS the molecular events linking HDAC6 to
alterations in short-term memory, Bsn precipitates, and transport regulation. A previous
study showed that HDACT1 localization changes as it translocates from the nucleus to the
cytoplasm under demyelinating-like conditions [101]. Whether the alterations of HDAC1
and HDAC6 compound into neurodegeneration or are independent alterations with sep-
arate timing of occurrence will have to be addressed in future studies. In conclusion,
understanding how disease activity alters functional synaptic circuits will provide a new
understanding of neurodegeneration in MS.
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7. Highlights

Neurodegeneration during MS is devastating. Understanding the cause of neurode-
generation is imperative for potential treatments able to modify the neurodegeneration
and the course of the disease.

Histone deacetylase inhibitors are important for the treatment of CNS degenerative
diseases [78,79]. Most HDAC isoforms localize to the nucleus and regulate transcription.
However, HDACS6 localizes in the cytoplasm and largely regulates synaptic function.
Analysis of HDAC6 molecules has revealed multifunctional domains that affect multiple
events known to be altered during neurodegenerative disease. HDAC6 domains regulate
intracellular transport, synaptic function, and protein processing.

8. Outstanding Questions

What are the respective contributions of distinct HDAC6 domains for neurodegenera-
tion? Can these distinct functional entities be clearly identified or do contributions of the
different domains rely on their dynamic interplay?

Which are the underlying mechanisms and signaling pathways for each domain?

Are possible alterations independent from each other? Which alteration emerges
first to prime neurodegeneration? Can tracing and interfering with the earliest alterations
protect from neurodegenerative events?

Is cognition alteration a quite early event, followed by the secondary alterations
responsible for neurodegeneration?

Supplementary Materials: The following are available online at https:/ /www.mdpi.com/2073-440
9/10/1/12/s1.

Author Contributions: The author confirms that the author is the sole contributor to this work and
has approved it for publication.

Funding: The author thanks Celgene Corporation/Acetylon Pharmaceuticals.
Acknowledgments: The author thanks Vieri Failli for assistance in preparing the Figures.

Conflicts of Interest: The author declares no conflict of interest.

References

1. Cho, Y.; Cavalli, V. HDAC signaling in neuronal development and axon regeneration. Curr. Opin. Neurobiol. 2014, 27, 118—
126. [CrossRef]

2. Sharma, S.; Sarathlal, K.C.; Taliyan, R. Epigenetics in Neurodegenerative Diseases: The Role of Histone Deacetylases. CNS Neurol.
Disord. Drug Targets 2019, 18, 11-18. [CrossRef]

3.  De Simone, A.; Milelli, A. Histone Deacetylase Inhibitors as Multitarget Ligands: New Players in Alzheimer’s Disease Drug
Discovery? ChemMedChem 2019, 14, 1067-1073. [CrossRef]

4. Latcheva, N.K.; Viveiros, J.; Waddell, E.A.; Nguyen, PT.; Liebl, FL.; Marenda, D.R. Epigenetic crosstalk: Pharmacological
inhibition of HDACs can rescue defective synaptic morphology and neurotransmission phenotypes associated with loss of the
chromatin reader Kismet. Mol. Cell. Neurosci. 2018, 87, 77-85. [CrossRef]

5. Taconelli, J.; Xuan, L.; Karmacharya, R. HDAC6 Modulates Signaling Pathways Relevant to Synaptic Biology and Neuronal
Differentiation in Human Stem-Cell-Derived Neurons. Int. J. Mol. Sci. 2019, 20, 1605. [CrossRef]

6. Seidel, C.; Schnekenburger, M.; Dicato, M.; Diederich, M. Histone deacetylase 6 in health and disease. Epigenomics 2015, 7,
103-118. [CrossRef]

7. Jochems, ].; Boulden, J.; Lee, B.G.; Blendy, ].A.; Jarpe, M.; Mazitschek, R.; Van Duzer, ].H.; Jones, S.; Berton, O. Antidepressant-
Like Properties of Novel HDAC6-Selective Inhibitors with Improved Brain Bioavailability. Neuropsychopharmacology 2014, 39,
389-400. [CrossRef]

8.  Shen, S.; Kozikowski, A.P. A patent review of histone deacetylase 6 inhibitors in neurodegenerative diseases (2014-2019). Expert
Opin. Ther. Patents 2020, 30, 121-136. [CrossRef] [PubMed]

9.  Pulya, S.; Amin, S.A.; Adhikari, N.; Biswas, S.; Jha, T.; Ghosh, B. HDAC®6 as privileged target in drug discovery: A perspective.
Pharmacol. Res. 2020, 105274. [CrossRef]

10. Kalinski, A.L.; Kar, A.N.; Craver, ].; Tosolini, A.P; Sleigh, ].N.; Lee, S.J.; Hawthorne, A.; Brito-Vargas, P.; Miller-Randolph, S.;

Passino, R.; et al. Deacetylation of Mirol by HDACS6 blocks mitochondrial transport and mediates axon growth inhibition. . Cell
Biol. 2019, 218, 1871-1890. [CrossRef]


https://www.mdpi.com/2073-4409/10/1/12/s1
https://www.mdpi.com/2073-4409/10/1/12/s1
http://dx.doi.org/10.1016/j.conb.2014.03.008
http://dx.doi.org/10.2174/1871527317666181004155136
http://dx.doi.org/10.1002/cmdc.201900174
http://dx.doi.org/10.1016/j.mcn.2017.11.007
http://dx.doi.org/10.3390/ijms20071605
http://dx.doi.org/10.2217/epi.14.69
http://dx.doi.org/10.1038/npp.2013.207
http://dx.doi.org/10.1080/13543776.2019.1708901
http://www.ncbi.nlm.nih.gov/pubmed/31865813
http://dx.doi.org/10.1016/j.phrs.2020.105274
http://dx.doi.org/10.1083/jcb.201702187

Cells 2021, 10, 12 12 of 15

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

Chen, S.; Owens, G.C.; Makarenkova, H.; Edelman, D.B. HDAC6 Regulates Mitochondrial Transport in Hippocampal Neurons.
PLoS ONE 2010, 5, €10848. [CrossRef]

Morelli, G.; Even, A.; Gladwyn-Ng, I.; Le Bail, R.; Shilian, M.; Godin, ].D.; Peyre, E.; Hassan, B.A.; Besson, A.; Rigo, ].-M.; et al.
p27Kipl Modulates Axonal Transport by Regulating «-Tubulin Acetyltransferase 1 Stability. Cell Rep. 2018, 23, 2429-2442.
[CrossRef] [PubMed]

Perry, S.; Kiragasi, B.; Dickman, D.; Ray, A. The Role of Histone Deacetylase 6 in Synaptic Plasticity and Memory. Cell Rep. 2017,
18, 1337-1345. [CrossRef] [PubMed]

Zeb, A.; Park, C.; Rampogu, S.; Son, M.; Lee, G.; Lee, K.W. Structure-Based Drug Designing Recommends HDACS6 Inhibitors To
Attenuate Microtubule-Associated Tau-Pathogenesis. ACS Chem. Neurosci. 2019, 10, 1326-1335. [CrossRef] [PubMed]

Sen, A.; Nelson, T.].; Alkon, D.L. ApoE4 and A Oligomers Reduce BDNF Expression via HDAC Nuclear Translocation. |. Neurosci.
2015, 35, 7538-7551. [CrossRef]

Lee, ].B.; Wei, J.; Liu, W.; Cheng, ].; Feng, J.; Yan, Z. Histone deacetylase 6 gates the synaptic action of acute stress in prefrontal
cortex. J. Physiol. 2012, 590, 1535-1546. [CrossRef]

Miskiewicz, K.; Jose, L.E.; Bento-Abreu, A.; Fislage, M.; Taes, 1.; Kasprowicz, J.; Swerts, ]J.; Sigrist, S.; Versées, W.;
Robberecht, W.; et al. ELP3 Controls Active Zone Morphology by Acetylating the ELKS Family Member Bruchpilot. Neuron 2011,
72,776-788. [CrossRef]

Wagh, D.A,; Rasse, T.M.; Asan, E.; Hofbauer, A.; Schwenkert, I.; Diirrbeck, H.; Buchner, S.; Dabauvalle, M.-C.; Schmidt, M.;
Qin, G.; et al. Bruchpilot, a Protein with Homology to ELKS/CAST, Is Required for Structural Integrity and Function of Synaptic
Active Zones in Drosophila. Neuron 2006, 49, 833-844. [CrossRef]

Fouquet, W.; Owald, D.; Wichmann, C.; Mertel, S.; Depner, H.; Dyba, M.; Hallermann, S.; Kittel, R.J.; Eimer, S.; Sigrist, S.J.
Maturation of active zone assembly by Drosophila Bruchpilot. J. Cell Biol. 2009, 186, 129-145. [CrossRef]

Hida, Y.; Ohtsuka, T. CAST and ELKS proteins: Structural and functional determinants of the presynaptic active zone. J. Biochem.
2010, 148, 131-137. [CrossRef]

Kittel, R.J.; Heckmann, M. Synaptic Vesicle Proteins and Active Zone Plasticity. Front. Synaptic Neurosci. 2016, 8, 8. [Cross-
Ref] [PubMed]

Torres, V.I; Vallejo, D.; Inestrosa, N.C. Emerging Synaptic Molecules as Candidates in the Etiology of Neurological Disorders.
Neural Plast. 2017, 2017, 1-25. [CrossRef] [PubMed]

Hamada, S.; Ohtsuka, T. CAST: Its molecular structure and phosphorylation-dependent regulation of presynaptic plasticity.
Neurosci. Res. 2018, 127, 25-32. [CrossRef]

Ohtsuka, T.; Takao-Rikitsu, E.; Inoue, E.; Inoue, M.; Takeuchi, M.; Matsubara, K.; Deguchi-Tawarada, M.; Satoh, K.; Morimoto, K;
Nakanishi, H.; et al. Cast. J. Cell Biol. 2002, 158, 577-590. [CrossRef]

Takao-Rikitsu, E.; Mochida, S.; Inoue, E.; Deguchi-Tawarada, M.; Inoue, M.; Ohtsuka, T.; Takai, Y. Physical and functional
interaction of the active zone proteins, CAST, RIM1, and Bassoon, in neurotransmitter release. J. Cell Biol. 2004, 164, 301—
311. [CrossRef]

Mukherjee, K.; Yang, X.; Gerber, S.H.; Kwon, H.-B.; Ho, A.; Castillo, PE.; Liu, X.; Stidhof, T.C. Piccolo and bassoon maintain
synaptic vesicle clustering without directly participating in vesicle exocytosis. Proc. Natl. Acad. Sci. USA 2010, 107, 6504—
6509. [CrossRef]

Miskiewicz, K.; Jose, L.E.; Yeshaw, W.M.; Valadas, ].S.; Swerts, J.; Munck, S.; Feiguin, F; Dermaut, B.; Verstreken, P. HDAC6 Is a
Bruchpilot Deacetylase that Facilitates Neurotransmitter Release. Cell Rep. 2014, 8, 94-102. [CrossRef]

Schattling, B.; Engler, ].B.; Volkmann, C.; Rothammer, N.; Woo, M.S.; Petersen, M.; Winkler, I.; Kaufmann, M.; Rosenkranz,
M.S.C.; Fejtova, A.; et al. Bassoon proteinopathy drives neurodegeneration in multiple sclerosis. Nat. Neurosci. 2019, 22,
887-896. [CrossRef]

Scholz, N.; Ehmann, N.; Sachidanandan, D.; Imig, C.; Cooper, B.H.; Jahn, O.; Reim, K,; Brose, N.; Meyer, J.; Lamberty, M.; et al.
Complexin cooperates with Bruchpilot to tether synaptic vesicles to the active zone cytomatrix. J. Cell Biol. 2019, 218, 1011-
1026. [CrossRef]

Kiernan, M.C.; Ziemann, U.; Eisen, A. Amyotrophic lateral sclerosis: Origins traced to impaired balance between neural excitation
and inhibition in the neonatal period. Muscle Nerve 2019, 60, 232-235. [CrossRef]

Crockford, C.; Newton, J.; Lonergan, K.; Chiwera, T.; Booth, T.; Chandran, S.; Colville, S.; Heverin, M.; Mays, L; Pal, S.; et al.
ALS-specific cognitive and behavior changes associated with advancing disease stage in ALS. Neurology 2018, 91, e1370-e1380.
[CrossRef] [PubMed]

Ayala, YM.; Zago, P.; D’Ambrogio, A.; Xu, Y.-F,; Petrucelli, L.; Buratti, E.; Baralle, FE. Structural determinants of the cellular
localization and shuttling of TDP-43. J. Cell Sci. 2008, 121 Pt 22, 3778-3785. [CrossRef]

Ou, S.H.; Wu, E; Harrich, D.; Garcia-Martinez, L.E,; Gaynor, R.B. Cloning and characterization of a novel cellular protein, TDP-43,
that binds to human immunodeficiency virus type 1 TAR DNA sequence motifs. . Virol. 1995, 69, 3584-3596. [CrossRef] [PubMed]
Rossaert, E.; Pollari, E.; Jaspers, T.; Van Helleputte, L.; Jarpe, M.; Van Damme, P.; De Bock, K.; Moisse, M.; Bosch, L.V.D. Restoration
of histone acetylation ameliorates disease and metabolic abnormalities in a FUS mouse model. Acta Neuropathol. Commun. 2019, 7,
1-19. [CrossRef] [PubMed]

Mandolesi, G.; Grasselli, G.; Musumeci, G.; Centonze, D. Cognitive deficits in experimental autoimmune encephalomyelitis:
Neuroinflammation and synaptic degeneration. Neurol. Sci. 2010, 31 (Suppl. 2), 255-259. [CrossRef] [PubMed]


http://dx.doi.org/10.1371/journal.pone.0010848
http://dx.doi.org/10.1016/j.celrep.2018.04.083
http://www.ncbi.nlm.nih.gov/pubmed/29791853
http://dx.doi.org/10.1016/j.celrep.2017.01.028
http://www.ncbi.nlm.nih.gov/pubmed/28178513
http://dx.doi.org/10.1021/acschemneuro.8b00405
http://www.ncbi.nlm.nih.gov/pubmed/30407786
http://dx.doi.org/10.1523/JNEUROSCI.0260-15.2015
http://dx.doi.org/10.1113/jphysiol.2011.224907
http://dx.doi.org/10.1016/j.neuron.2011.10.010
http://dx.doi.org/10.1016/j.neuron.2006.02.008
http://dx.doi.org/10.1083/jcb.200812150
http://dx.doi.org/10.1093/jb/mvq065
http://dx.doi.org/10.3389/fnsyn.2016.00008
http://dx.doi.org/10.3389/fnsyn.2016.00008
http://www.ncbi.nlm.nih.gov/pubmed/27148040
http://dx.doi.org/10.1155/2017/8081758
http://www.ncbi.nlm.nih.gov/pubmed/28331639
http://dx.doi.org/10.1016/j.neures.2017.12.005
http://dx.doi.org/10.1083/jcb.200202083
http://dx.doi.org/10.1083/jcb.200307101
http://dx.doi.org/10.1073/pnas.1002307107
http://dx.doi.org/10.1016/j.celrep.2014.05.051
http://dx.doi.org/10.1038/s41593-019-0385-4
http://dx.doi.org/10.1083/jcb.201806155
http://dx.doi.org/10.1002/mus.26617
http://dx.doi.org/10.1212/WNL.0000000000006317
http://www.ncbi.nlm.nih.gov/pubmed/30209236
http://dx.doi.org/10.1242/jcs.038950
http://dx.doi.org/10.1128/JVI.69.6.3584-3596.1995
http://www.ncbi.nlm.nih.gov/pubmed/7745706
http://dx.doi.org/10.1186/s40478-019-0750-2
http://www.ncbi.nlm.nih.gov/pubmed/31277703
http://dx.doi.org/10.1007/s10072-010-0369-3
http://www.ncbi.nlm.nih.gov/pubmed/20635112

Cells 2021, 10, 12 13 of 15

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

LoPresti, P. Silent Free Fall at Disease Onset: A Perspective on Therapeutics for Progressive Multiple Sclerosis. Front. Neurol.
2018, 9, 973. [CrossRef]

LoPresti, P. The Selective HDACS6 Inhibitor ACY-738 Impacts Memory and Disease Regulation in an Animal Model of Multiple
Sclerosis. Front. Neurol. 2019, 10, 519. [CrossRef]

Sorbara, C.D.; Wagner, N.E.; Ladwig, A.; Niki¢, I.; Merkler, D.; Kleele, T.; Marinkovi¢, P.; Naumann, R.; Godinho, L.;
Bareyre, EM.; et al. Pervasive Axonal Transport Deficits in Multiple Sclerosis Models. Neuron 2014, 84, 1183-1190.[CrossRef]
O’Ziehn, M.; Avedisian, A.A.; Tiwari-Woodruff, S.; Voskuhl, R.R. Hippocampal CA1 atrophy and synaptic loss during experimen-
tal autoimmune encephalomyelitis, EAE. Lab. Investig. 2010, 90, 774-786. [CrossRef]

Acharjee, S.; Nayani, N.; Tsutsui, M.; Hill, M.N.; Ousman, S.S.; Pittman, Q.J. Altered cognitive-emotional behavior in early
experimental autoimmune encephalitis—Cytokine and hormonal correlates. Brain Behav. Immun. 2013, 33, 164-172. [CrossRef]
LoPresti, P. Glatiramer Acetate Guards Against Rapid Memory Decline During Relapsing-Remitting Experimental Autoimmune
Encephalomyelitis. Neurochem. Res. 2015, 40, 473-479. [CrossRef] [PubMed]

Liu, Z.; Hao, K.-M.; Wang, H.-Y.; Qi, W.-X. Histone deacetylase-6 modulates amyloid beta-induced cognitive dysfunction rats by
regulating PTK2B. NeuroReport 2020, 31, 754-761. [CrossRef] [PubMed]

Jian, W.-X.; Zhang, Z.; Zhan, ] .-H.; Chu, S.-F; Peng, Y.; Zhao, M.; Wang, Q.; Chen, N.-H. Donepezil attenuates vascular dementia
in rats through increasing BDNF induced by reducing HDAC6 nuclear translocation. Acta Pharmacol. Sin. 2020, 41, 588-598.
[CrossRef] [PubMed]

Choi, H.; Kim, H.J.; Yang, ].; Chae, S.; Lee, W.; Chung, S.; Kim, J.; Choi, H.; Song, H.; Lee, C.K,; et al. Acetylation changes tau
interactome to degrade tau in Alzheimer’s disease animal and organoid models. Aging Cell 2020, 19, e13081. [CrossRef]

Sung, YM.; Lee, T.; Yoon, H.; Dibattista, A.M.; Song, ].M.; Sohn, Y.; Moffat, E.I; Turner, R.S.; Jung, M.; Kim, J.; et al.
Mercaptoacetamide-based class I HDAC inhibitor lowers A levels and improves learning and memory in a mouse model of
Alzheimer’s disease. Exp. Neurol. 2013, 239, 192-201. [CrossRef]

Lee, H.-Y,; Fan, S.-J.; Huang, E-I.; Chao, H.-Y,; Hsu, K.-C; Lin, T.E.; Yeh, T.-K,; Lai, M.-].; Li, Y.-H.; Huang, H.-L.; et al. 5-
Aroylindoles Act as Selective Histone Deacetylase 6 Inhibitors Ameliorating Alzheimer’s Disease Phenotypes. |. Med. Chem. 2018,
61,7087-7102. [CrossRef]

Fan, S.-].; Huang, E-IL; Liou, ].-P; Yang, C.-R. The novel histone de acetylase 6 inhibitor, MPT0G211, ameliorates tau phosphoryla-
tion and cognitive deficits in an Alzheimer’s disease model. Cell Death Dis. 2018, 9, 1-14. [CrossRef]

Kim, C.; Choi, H.; Jung, E.S.; Lee, W.; Oh, S.; Jeon, N.L.; Mook-Jung, I. HDAC6 Inhibitor Blocks Amyloid Beta-Induced Impairment
of Mitochondrial Transport in Hippocampal Neurons. PLoS ONE 2012, 7, e42983. [CrossRef]

Selenica, M.-L.B.; Benner, L.; Housley, S.B.; Manchec, B.; Lee, D.C.; Nash, K.R.; Kalin, ].H.; Bergman, J.A.; Kozikowski, A.P.;
Gordon, M.N,; et al. Histone deacetylase 6 inhibition improves memory and reduces total tau levels in a mouse model of tau
deposition. Alzheimer’s Res. Ther. 2014, 6, 12. [CrossRef]

Cook, C.; Carlomagno, Y.; Gendron, T.F; Dunmore, ].; Scheffel, K,; Stetler, C.; Davis, M.; Dickson, D.; Jarpe, M.; DeTure, M.; et al.
Acetylation of the KXGS motifs in tau is a critical determinant in modulation of tau aggregation and clearance. Hum. Mol. Genet.
2014, 23, 104-116. [CrossRef]

Zhang, L.; Liu, C.; Wu, J.; Tao, J.-J.; Sui, X.-L.; Yao, Z.-G.; Xu, Y.; Huang, L.; Zhu, H.; Sheng, S.-L.; et al. Tubastatin A/ACY-1215
Improves Cognition in Alzheimer’s Disease Transgenic Mice. J. Alzheimer’s Dis. 2014, 41, 1193-1205. [CrossRef] [PubMed]
Majid, T.; Griffin, D.; Criss, Z.; Jarpe, M.; Pautler, R.G. Pharmocologic treatment with histone deacetylase 6 inhibitor (ACY-738)
recovers Alzheimer’s disease phenotype in amyloid precursor protein/presenilin 1 (APP/PS1) mice. Alzheimer’s Dementia: Transl.
Res. Clin. Interv. 2015, 1, 170-181. [CrossRef] [PubMed]

Wang, D.; Wang, B.; Liu, Y.; Dong, X.; Su, Y.; Li, S. Protective Effects of ACY-1215 Against Chemotherapy-Related Cognitive
Impairment and Brain Damage in Mice. Neurochem. Res. 2019, 44, 2460-2469. [CrossRef] [PubMed]

Wenzel, E.D.; Speidell, A.; Flowers, S.A.; Wu, C.; Avdoshina, V.; Mocchetti, I. Histone deacetylase 6 inhibition rescues ax-
onal transport impairments and prevents the neurotoxicity of HIV-1 envelope protein gp120. Cell Death Dis. 2019, 10, 1-15.
[CrossRef] [PubMed]

Avdoshina, V.; Caragher, S.; Wenzel, E.D.; Taraballi, F.; Mocchetti, I.; Harry, G.J. The viral protein gp120 decreases the acetylation
of neuronal tubulin: Potential mechanism of neurotoxicity. J. Neurochem. 2017, 141, 606—613. [CrossRef] [PubMed]

Li, G,; Du, J.; Wang, L.; Shi, X. Developmental neurotoxicity in the context of multiple sevoflurane exposures: Potential role of
histone deacetylase 6. Neurotoxicol. Teratol. 2019, 74, 106813. [CrossRef]

Castro, K.; Casaccia, P. Epigenetic modifications in brain and immune cells of multiple sclerosis patients. Mult. Scler. ]. 2018, 24,
69-74. [CrossRef]

Gregath, A; Lu, Q.R,; Lu, R.Q. Epigenetic modifications—insight into oligodendrocyte lineage progression, regeneration, and
disease. FEBS Lett. 2018, 592, 1063-1078. [CrossRef]

Jamebozorgi, K.; Rostami, D.; Pormasoumi, H.; Taghizadeh, E.; Barreto, G.E.; Sahebkar, A. Epigenetic aspects of multiple sclerosis
and future therapeutic options. Int. J. Neurosci. 2020, 1-9. [CrossRef]

Inkster, B.; Strijbis, E.M.; Vounou, M.; Kappos, L.; Radue, E.-W.; Matthews, PM.; Uitdehaag, B.M.].; Barkhof, F.; Polman, C.H.;
Montana, G.; et al. Histone deacetylase gene variants predict brain volume changes in multiple sclerosis. Neurobiol. Aging 2013,
34,238-247. [CrossRef]


http://dx.doi.org/10.3389/fneur.2018.00973
http://dx.doi.org/10.3389/fneur.2019.00519
http://dx.doi.org/10.1016/j.neuron.2014.11.006
http://dx.doi.org/10.1038/labinvest.2010.6
http://dx.doi.org/10.1016/j.bbi.2013.07.003
http://dx.doi.org/10.1007/s11064-014-1491-z
http://www.ncbi.nlm.nih.gov/pubmed/25481047
http://dx.doi.org/10.1097/WNR.0000000000001481
http://www.ncbi.nlm.nih.gov/pubmed/32453021
http://dx.doi.org/10.1038/s41401-019-0334-5
http://www.ncbi.nlm.nih.gov/pubmed/31913348
http://dx.doi.org/10.1111/acel.13081
http://dx.doi.org/10.1016/j.expneurol.2012.10.005
http://dx.doi.org/10.1021/acs.jmedchem.8b00151
http://dx.doi.org/10.1038/s41419-018-0688-5
http://dx.doi.org/10.1371/journal.pone.0042983
http://dx.doi.org/10.1186/alzrt241
http://dx.doi.org/10.1093/hmg/ddt402
http://dx.doi.org/10.3233/JAD-140066
http://www.ncbi.nlm.nih.gov/pubmed/24844691
http://dx.doi.org/10.1016/j.trci.2015.08.001
http://www.ncbi.nlm.nih.gov/pubmed/29854936
http://dx.doi.org/10.1007/s11064-019-02882-6
http://www.ncbi.nlm.nih.gov/pubmed/31571096
http://dx.doi.org/10.1038/s41419-019-1920-7
http://www.ncbi.nlm.nih.gov/pubmed/31515470
http://dx.doi.org/10.1111/jnc.14015
http://www.ncbi.nlm.nih.gov/pubmed/28295345
http://dx.doi.org/10.1016/j.ntt.2019.106813
http://dx.doi.org/10.1177/1352458517737389
http://dx.doi.org/10.1002/1873-3468.12999
http://dx.doi.org/10.1080/00207454.2020.1732974
http://dx.doi.org/10.1016/j.neurobiolaging.2012.07.007

Cells 2021, 10, 12 14 of 15

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

Steinman, L. A molecular trio in relapse and remission in multiple sclerosis. Nat. Rev. Immunol. 2009, 9, 440-447. [Cross-
Ref] [PubMed]

Balasa, R.; Barcutean, L.; Balasa, A.; Motataianu, A.; Roman-Filip, C.; Manu, D. The action of TH17 cells on blood brain barrier in
multiple sclerosis and experimental autoimmune encephalomyelitis. Hum. Immunol. 2020, 81, 237-243. [CrossRef] [PubMed]
Chastain, EM.L.; Duncan, D.S.; Rodgers, ].M.; Miller, S.D. The role of antigen presenting cells in multiple sclerosis. Biochim.
Biophys. Acta 2011, 1812, 265-274. [CrossRef] [PubMed]

Wang, L.; De Zoeten, E.F.; Greene, M.I.; Hancock, W.W. Immunomodulatory effects of deacetylase inhibitors: Therapeutic
targeting of FOXP3+ regulatory T cells. Nat. Rev. Drug Discov. 2009, 8, 969-981. [CrossRef] [PubMed]

Wu, M.; Hernandez, M.; Shen, S.; Sabo, ] K.; Kelkar, D.; Wang, J.; O’Leary, R.; Phillips, G.R.; Cate, H.S.; Casaccia, P. Differential
Modulation of the Oligodendrocyte Transcriptome by Sonic Hedgehog and Bone Morphogenetic Protein 4 via Opposing Effects
on Histone Acetylation. J. Neurosci. 2012, 32, 6651-6664. [CrossRef]

Ntranos, A.; Casaccia, P. Bromodomains: Translating the words of lysine acetylation into myelin injury and repair. Neurosci. Lett.
2016, 625, 4-10. [CrossRef]

Scaglione, A.; Patzig, ].; Liang, J.; Frawley, R.; Bok, J.; Mela, A.; Yattah, C.; Zhang, J.; Teo, S.X.; Zhou, T.; et al. PRMT5-mediated
regulation of developmental myelination. Nat. Commun. 2018, 9, 1-14. [CrossRef]

Leyk, J.; Goldbaum, O.; Noack, M.; Richter-Landsberg, C. Inhibition of HDAC6 Modifies Tau Inclusion Body Formation and
Impairs Autophagic Clearance. ]. Mol. Neurosci. 2015, 55, 1031-1046. [CrossRef]

LoPresti, P. Inducible Expression of a Truncated Form of Tau in Oligodendrocytes Elicits Gait Abnormalities and a Decrease in
Myelin: Implications for Selective CNS Degenerative Diseases. Neurochem. Res. 2015, 40, 2188-2199. [CrossRef]

LoPresti, P. Tau in Oligodendrocytes Takes Neurons in Sickness and in Health. Int. . Mol. Sci. 2018, 19, 2408. [CrossRef]

Wang, G.; Shi, Y;; Jiang, X.; Leak, R K.; Hu, X.; Wu, Y,; Pu, H.; Li, W.-W,; Tang, B.; Wang, Y.; et al. HDAC inhibition prevents white
matter injury by modulating microglia/macrophage polarization through the GSK3p /PTEN/Akt axis. Proc. Natl. Acad. Sci. USA
2015, 112, 2853-2858. [CrossRef] [PubMed]

Faraco, G.; Cavone, L.; Chiarugi, A. The Therapeutic Potential of HDAC Inhibitors in the Treatment of Multiple Sclerosis. Mol.
Med. 2011, 17, 442-447. [CrossRef] [PubMed]

Faraco, G,; Pittelli, M.; Cavone, L.; Fossati, S.; Porcu, M.; Mascagni, P.; Fossati, G.; Moroni, F.; Chiarugi, A. Histone deacetylase
(HDAC) inhibitors reduce the glial inflammatory response in vitro and in vivo. Neurobiol. Dis. 2009, 36, 269-279. [Cross-
Ref] [PubMed]

Sun, L.; Telles, E.; Karl, M.; Cheng, E; Luetteke, N.; Sotomayor, E.M.; Miller, R.H.; Seto, E. Loss of HDAC11 ameliorates clinical
symptoms in a multiple sclerosis mouse model. Life Sci. Alliance 2018, 1, e201800039. [CrossRef]

Faraco, G.; Pancani, T.; Formentini, L.; Mascagni, P; Fossati, G.; Leoni, F.; Moroni, E; Chiarugi, A. Pharmacological Inhibition of
Histone Deacetylases by Suberoylanilide Hydroxamic Acid Specifically Alters Gene Expression and Reduces Ischemic Injury in
the Mouse Brain. Mol. Pharmacol. 2006, 70, 1876-1884. [CrossRef]

Li,J; Yan, D.; Ma, N.; Chen, J.; Zhao, X.; Zhang, Y.; Zhang, C. Transient Forebrain Ischemia Induces Differential Bdnf Transcript
Expression and Histone Acetylation Patterns in the Rat Hippocampus. . Mol. Neurosci. 2020, 70, 568-575. [CrossRef]

Wang, Z.; Leng, Y.; Wang, J.; Liao, H.-M.; Bergman, J.; Leeds, P.; Kozikowski, A.; Chuang, D.-M. Tubastatin A, an HDAC6
inhibitor, alleviates stroke-induced brain infarction and functional deficits: Potential roles of x-tubulin acetylation and FGF-21
up-regulation. Sci. Rep. 2016, 6, 19626. [CrossRef]

Shukla, S.; Tekwani, B.L. Histone Deacetylases Inhibitors in Neurodegenerative Diseases, Neuroprotection and Neuronal
Differentiation. Front. Pharmacol. 2020, 11, 537. [CrossRef]

Gupta, R.; Ambasta, R.K.; Kumar, P. Pharmacological intervention of histone deacetylase enzymes in the neurodegenerative
disorders. Life Sci. 2020, 243, 117278. [CrossRef]

Guo, X.; MacLeod, G.T.; Wellington, A.; Hu, F.; Panchumarthi, S.; Schoenfield, M.; Marin, L.; Charlton, M.P.; Atwood, H.L.;
Zinsmaier, K.E. The GTPase dMiro Is Required for Axonal Transport of Mitochondria to Drosophila Synapses. Neuron 2005, 47,
379-393. [CrossRef]

Guo, W.; Naujock, M.; Fumagalli, L.; Vandoorne, T.; Baatsen, P.; Boon, R.; Ordovas, L.; Patel, A.; Welters, M.; Vanwelden, T; et al.
HDACS6 inhibition reverses axonal transport defects in motor neurons derived from FUS-ALS patients. Nat. Commun. 2017, 8,
1-15. [CrossRef]

Picci, C.; Wong, V.S.; Costa, C.J.; McKinnon, M.C.; Goldberg, D.C.; Swift, M.; Alam, N.M.; Prusky, G.T.; Shen, S.; Kozikowski, A.P;
et al. HDACS6 inhibition promotes «-tubulin acetylation and ameliorates CMT2A peripheral neuropathy in mice. Exp. Neurol.
2020, 328, 113281. [CrossRef] [PubMed]

Rossaert, E.; Bosch, L.V.D. HDAC6 inhibitors: Translating genetic and molecular insights into a therapy for axonal CMT. Brain
Res. 2020, 1733, 146692. [CrossRef] [PubMed]

Benoy, V.; Berghe, P.V.; Jarpe, M.; Van Damme, P.; Robberecht, W.; Bosch, L.V.D. Development of Improved HDAC6 Inhibitors as
Pharmacological Therapy for Axonal Charcot-Marie-Tooth Disease. Neurotherapeutics 2017, 14, 417-428. [CrossRef] [PubMed]
Shen, S.; Benoy, V.; Bergman, J.A.; Kalin, J.H.; Frojuello, M.; Vistoli, G.; Haeck, W.; Bosch, L.V.D.; Kozikowski, A.P. Bicyclic-Capped
Histone Deacetylase 6 Inhibitors with Improved Activity in a Model of Axonal Charcot-Marie-Tooth Disease. ACS Chem. Neurosci.
2016, 7, 240-258. [CrossRef]


http://dx.doi.org/10.1038/nri2548
http://dx.doi.org/10.1038/nri2548
http://www.ncbi.nlm.nih.gov/pubmed/19444308
http://dx.doi.org/10.1016/j.humimm.2020.02.009
http://www.ncbi.nlm.nih.gov/pubmed/32122685
http://dx.doi.org/10.1016/j.bbadis.2010.07.008
http://www.ncbi.nlm.nih.gov/pubmed/20637861
http://dx.doi.org/10.1038/nrd3031
http://www.ncbi.nlm.nih.gov/pubmed/19855427
http://dx.doi.org/10.1523/JNEUROSCI.4876-11.2012
http://dx.doi.org/10.1016/j.neulet.2015.10.015
http://dx.doi.org/10.1038/s41467-018-04863-9
http://dx.doi.org/10.1007/s12031-014-0460-y
http://dx.doi.org/10.1007/s11064-015-1707-x
http://dx.doi.org/10.3390/ijms19082408
http://dx.doi.org/10.1073/pnas.1501441112
http://www.ncbi.nlm.nih.gov/pubmed/25691750
http://dx.doi.org/10.2119/molmed.2011.00077
http://www.ncbi.nlm.nih.gov/pubmed/21373721
http://dx.doi.org/10.1016/j.nbd.2009.07.019
http://dx.doi.org/10.1016/j.nbd.2009.07.019
http://www.ncbi.nlm.nih.gov/pubmed/19635561
http://dx.doi.org/10.26508/lsa.201800039
http://dx.doi.org/10.1124/mol.106.027912
http://dx.doi.org/10.1007/s12031-019-01458-x
http://dx.doi.org/10.1038/srep19626
http://dx.doi.org/10.3389/fphar.2020.00537
http://dx.doi.org/10.1016/j.lfs.2020.117278
http://dx.doi.org/10.1016/j.neuron.2005.06.027
http://dx.doi.org/10.1038/s41467-017-00911-y
http://dx.doi.org/10.1016/j.expneurol.2020.113281
http://www.ncbi.nlm.nih.gov/pubmed/32147437
http://dx.doi.org/10.1016/j.brainres.2020.146692
http://www.ncbi.nlm.nih.gov/pubmed/32006555
http://dx.doi.org/10.1007/s13311-016-0501-z
http://www.ncbi.nlm.nih.gov/pubmed/27957719
http://dx.doi.org/10.1021/acschemneuro.5b00286

Cells 2021, 10, 12 15 of 15

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

D’Ydewalle, C.; Krishnan, J.; Chiheb, D.M.; Van Damme, P; Irobi, ].; Kozikowski, A.P,; Berghe, P.V.; Timmerman, V.; Robberecht,
W.; Bosch, L.V.D. HDACS6 inhibitors reverse axonal loss in a mouse model of mutant HSPB1-induced Charcot-Marie-Tooth
disease. Nat. Med. 2011, 17, 968-974. [CrossRef]

Benoy, V.; Van Helleputte, L.; Prior, R.; D’Ydewalle, C.; Haeck, W.; Geens, N.; Scheveneels, W.; Schevenels, B.; Cader, M.Z.;
Talbot, K.; et al. HDACS is a therapeutic target in mutant GARS-induced Charcot-Marie-Tooth disease. Brain 2018, 141,
673-687. [CrossRef]

Mo, Z.; Zhao, X.; Liu, H.; Hu, Q.; Chen, X.-Q.; Pham, J.; Wei, N.; Liu, Z.; Zhou, ].; Burgess, RW.; et al. Aberrant GlyRS-HDAC6
interaction linked to axonal transport deficits in Charcot-Marie-Tooth neuropathy. Nat. Commun. 2018, 9, 1-11. [CrossRef]

Xu, X.; Kozikowski, A.P,; Pozzo-Miller, L. A selective histone deacetylase-6 inhibitor improves BDNF trafficking in hippocampal
neurons from Mecp2 knockout mice: Implications for Rett syndrome. Front. Cell. Neurosci. 2014, 8, 68. [CrossRef]

Cao, Y,; Banks, D.A.; Mattei, A.M.; Riddick, A.T.; Reed, K.M.; Zhang, A.M.; Pickering, E.S.; Hinton, S.D. Pseudophosphatase
MK-STYX Alters Histone Deacetylase 6 Cytoplasmic Localization, Decreases Its Phosphorylation, and Increases Detyrosination
of Tubulin. Int. J. Mol. Sci. 2019, 20, 1455. [CrossRef]

Lee, S.; Kwon, Y.; Kim, S.; Jo, M.; Jeon, Y.-M.; Cheon, M.; Lee, S.; Kim, S.R.; Kim, K.; Kim, H.-]. The Role of HDAC6 in
TDP-43-Induced Neurotoxicity and UPS Impairment. Front. Cell Dev. Biol. 2020, 8. [CrossRef] [PubMed]

Kawaguchi, Y.; Kovacs, ].J.; McLaurin, A.; Vance, ].M.; Ito, A.; Yao, T.-P. The Deacetylase HDAC6 Regulates Aggresome Formation
and Cell Viability in Response to Misfolded Protein Stress. Cell 2003, 115, 727-738. [CrossRef]

Yan, S.; Wei, X; Jian, W,; Qin, Y.; Liu, J.; Zhu, S.; Jiang, E; Lou, H.; Zhang, B. Pharmacological Inhibition of HDAC6 Attenuates
NLRP3 Inflammatory Response and Protects Dopaminergic Neurons in Experimental Models of Parkinson’s Disease. Front.
Aging Neurosci. 2020, 12, 78. [CrossRef]

Jian, W.; Wei, X.; Chen, L.; Wang, Z.; Sun, Y.; Zhu, S.; Lou, H; Yan, S.; Li, X.; Zhou, ]J.; et al. Inhibition of HDACS6 increases
acetylation of peroxiredoxinl/2 and ameliorates 6-OHDA induced dopaminergic injury. Neurosci. Lett. 2017, 658, 114-120.
[CrossRef] [PubMed]

Godena, V.K.; Brookes-Hocking, N.; Moller, A.; Shaw, G.; Oswald, M.; Sancho, R.M.; Miller, C.C.J.; Whitworth, A.]J.; De Vos,
K/J. Increasing microtubule acetylation rescues axonal transport and locomotor deficits caused by LRRK2 Roc-COR domain
mutations. Nat. Commun. 2014, 5, 5245. [CrossRef] [PubMed]

Pinho, B.R.; Reis, S.; Guedes-Dias, P,; Leitao-Rocha, A.; Quintas, C.; Valentao, P.; Andrade, P.B.; Santos, M.M.; Oliveira, ].M.
Pharmacological modulation of HDAC1 and HDACS6 in vivo in a zebrafish model: Therapeutic implications for Parkinson’s
disease. Pharmacol. Res. 2016, 103, 328-339. [CrossRef]

Nikolian, V.C.; Dennahy, I.S.; Weykamp, M.; Williams, A.M.; Bhatti, U.F,; Eidy, H.; Ghandour, M.H.; Chtraklin, K; Li, Y.; Alam,
H.B. Isoform 6-selective histone deacetylase inhibition reduces lesion size and brain swelling following traumatic brain injury
and hemorrhagic shock. J. Trauma Acute Care Surg. 2019, 86, 232-239. [CrossRef]

Kozikowski, A.P.; Shen, S.; Pardo, M.; Tavares, M.T.; Szarics, D.; Benoy, V.; Zimprich, C.A.; Kutil, Z.; Zhang, G.; Barinka, C.; et al.
Brain Penetrable Histone Deacetylase 6 Inhibitor SW-100 Ameliorates Memory and Learning Impairments in a Mouse Model of
Fragile X Syndrome. ACS Chem. Neurosci. 2019, 10, 1679-1695. [CrossRef]

Guedes-Dias, P.; De Proenca, J.; Soares, T.R.; Leitao-Rocha, A.; Pinho, B.R.; Duchen, M.R.; Oliveira, ].M. HDAC6 inhibition
induces mitochondrial fusion, autophagic flux and reduces diffuse mutant huntingtin in striatal neurons. Biochim. Biophys. Acta
2015, 1852, 2484-2493. [CrossRef]

Landucci, E.; Brindisi, M.; Bianciardi, L.; Catania, L.M.; Daga, S.; Croci, S.; Frullanti, E.; Fallerini, C.; Butini, S.; Brogi, S.; et al.
iPSC-derived neurons profiling reveals GABAergic circuit disruption and acetylated a-tubulin defect which improves after
iHDACS6 treatment in Rett syndrome. Exp. Cell Res. 2018, 368, 225-235. [CrossRef]

Kim, J.Y; Shen, S.; Dietz, K.; He, Y.; Howell, O.; Reynolds, R.; Casaccia, P. HDAC1 nuclear export induced by pathological
conditions is essential for the onset of axonal damage. Nat. Neurosci. 2009, 13, 180-189. [CrossRef] [PubMed]


http://dx.doi.org/10.1038/nm.2396
http://dx.doi.org/10.1093/brain/awx375
http://dx.doi.org/10.1038/s41467-018-03461-z
http://dx.doi.org/10.3389/fncel.2014.00068
http://dx.doi.org/10.3390/ijms20061455
http://dx.doi.org/10.3389/fcell.2020.581942
http://www.ncbi.nlm.nih.gov/pubmed/33282865
http://dx.doi.org/10.1016/S0092-8674(03)00939-5
http://dx.doi.org/10.3389/fnagi.2020.00078
http://dx.doi.org/10.1016/j.neulet.2017.08.029
http://www.ncbi.nlm.nih.gov/pubmed/28823893
http://dx.doi.org/10.1038/ncomms6245
http://www.ncbi.nlm.nih.gov/pubmed/25316291
http://dx.doi.org/10.1016/j.phrs.2015.11.024
http://dx.doi.org/10.1097/TA.0000000000002119
http://dx.doi.org/10.1021/acschemneuro.8b00600
http://dx.doi.org/10.1016/j.bbadis.2015.08.012
http://dx.doi.org/10.1016/j.yexcr.2018.05.001
http://dx.doi.org/10.1038/nn.2471
http://www.ncbi.nlm.nih.gov/pubmed/20037577

	Introduction 
	Cognition Regulation and Neurodegeneration 
	Intracellular Transport and Neurodegeneration 
	Aggregates and Neurodegeneration 
	Overview 
	Concluding Remarks and Future Perspectives 
	Highlights 
	Outstanding Questions 
	References

