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Abstract: Polyglutamine (polyQ) ataxias are a heterogenous group of neurological disorders all
caused by an expanded CAG trinucleotide repeat located in the coding region of each unique
causative gene. To date, polyQ ataxias encompass six disorders: spinocerebellar ataxia types 1, 2, 3,
6, 7, and 17 and account for a larger group of disorders simply known as polyglutamine disorders,
which also includes Huntington’s disease. These diseases are typically characterised by progressive
ataxia, speech and swallowing difficulties, lack of coordination and gait, and are unfortunately fatal
in nature, with the exception of SCA6. All the polyQ spinocerebellar ataxias have a hallmark feature
of neuronal aggregations and share many common pathogenic mechanisms, such as mitochondrial
dysfunction, impaired proteasomal function, and autophagy impairment. Currently, therapeutic
options are limited, with no available treatments that slow or halt disease progression. Here, we
discuss the common molecular and clinical presentations of polyQ spinocerebellar ataxias. We will
also discuss the promising antisense oligonucleotide therapeutics being developed as treatments
for these devastating diseases. With recent advancements and therapeutic approvals of various
antisense therapies, it is envisioned that some of the studies reviewed may progress into clinical trials
and beyond.
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1. Introduction
The polyglutamine (polyQ) spinocerebellar ataxias (SCAs) are a heterogenous group
of neurodegenerative diseases, all arising from a CAG (glutamine) expansion in their
respective genes [1–6]. There are currently six described polyQ SCAs, SCA1, SCA2, SCA3,
SCA6, SCA7, and SCA17, with the number denoting the timeline in which the diseases were
first discovered (Table 1)—SCA1 was the first described SCA disease, SCA2 the second, etc.
The polyQ SCAs are all caused by a variable CAG expansion located within the coding
region of their respective genes; this expansion directly causes the inclusion of an extended
polyQ tract in the encoded proteins, leading to conformational changes giving the proteins
a toxic gain of function [7]. Although the presence of unexpanded polyQ tracts does not
directly lead to phenotypic modification, there appears to be a variable threshold in each
gene, where if reached causes disease. Due to the nature of this type of mutation, there
appears to be a common theme—the larger the expansion is, the earlier is the age of onset,
and the more severe is the disease phenotype [8]. Additionally, these diseases typically
follow what is known as ‘genetic anticipation’, whereby the expansion can increase in size
with each successive generation [8,9]. Although caused by the same expansion mutation,
the diseases present as clinically heterogenous, with some common features such as ataxia,
speech and swallowing difficulties, as well as impaired hand, gait, and motor functions [10].
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Spinocerebellar ataxia type 3 is the most common of the SCAs, with SCA17 being one of
the rarest. It should be noted that the frequency distribution of the SCAs can vary quite
widely between various ethnic populations. A prime example of this is the relatively high
frequency of SCA6 observed in Taiwanese and Japanese populations when compared with
their Caucasian counterparts [11].
Table 1. Genetics of the polyglutamine ataxias.

Disease

Causative
Gene

Normal Gene Function *

PolyQ
Location

Healthy
Repeat
Range

Pre-Mutation
Repeat
Range

Pathogenetic
Repeat
Range

SCA1
MIM #164400

ATXN1
MIM #601556

RNA metabolism and
transcriptional repression

Exon 7

6–35

36–40

41–89

SCA2
MIM #183090

ATXN2
MIM #601517

Transcriptional repression
and RNA metabolism

Exon 1

17–29

30–36

37–100+

SCA3
MIM #109150

ATXN3
MIM #607047

Deubiquitination and
proteasomal protein
degradation

Exon 10

7–44

45–54

55–89

SCA6
MIM #183086

CACNA1A
MIM #601011

Gives rise to P/Q calcium
channels and
neurotransmitter release
from presynaptic terminals

Exon 47

4–18

19–20

21–30

SCA7
MIM #164500

ATXN7
MIM #607640

Mediates the interaction
between the CRX and
STAGA complex

Exon 3

7–19

20–35

36–400+

TBP
MIM #600075

General transcription
factor and mediates the
initiation of transcription
through TFIID binding to
the TAT box

Exon 3

25–42

43–46

47–66

SCA17
MIM #607136

SCA = spinocerebellar ataxia type; * = our current understanding of gene/protein function; # = OMIM number.

The six polyQ SCAs form a larger group of diseases known as the polyQ diseases,
which include Huntington’s disease (HD), spinal and bulbar muscular atrophy (SBMA),
and dentatorubral–pallidoluysian atrophy (DRPLA) [7,12]. Currently, there are little to no
effective treatment strategies for any of the polyQ SCAs or other polyQ diseases. With
that said, there has been significant advancement of pre-clinical and clinical studies in
recent years that is delivering some hope for the patients suffering from these progressive
diseases [13]. This review will focus on our genetic understanding of the polyQ SCAs
(termed SCAs from here on) and the prospect of new and novel therapies for a class of
progressive neurodegenerative diseases.
2. The CAG Expansion
Expansion disorders caused by unstable, expanded microsatellites currently account
for over 40 genetically distinct diseases, the majority of which present as neurological
pathologies [14–18]. Of these, tri-nucleotide expansion diseases are the most common, and
more specifically, CAG expansions located in coding regions are the most prevalent of
all [19] (Figure 1).
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Figure 1. Relative pre-mRNA locations of tri-nucleotide expansions causing human disease. Type of expanded trinucleotides found in respective locations are shown above the transcript: SCA12 = spinocerebellar ataxia type 12;
BPES = blepharophimosis, ptosis and epicanthus inversus; CCD = cleidocranial dysplasia; CCHS = congenital central
hypoventilation; HFG = hand–foot–genital syndrome; HPE5 = holoprosencephaly 5; ISSX = X-linked infantile syndrome;
MRGH = mental retardation with isolated growth hormone deficiency; OPMD = oculopharyngeal muscular dystrophy;
SPD = synpolydactyly. Intron: GAA repeat: FRDA = Friedreich’s ataxia; SCA1, 2, 3, 6, 7, 17 = spinocerebellar ataxia type
1, 2, 3, 6, 7, 17; HD = Huntington’s disease; DRPLA = dentatorubral–pallidoluysian atrophy; SMBA = spinal and bulbar
muscular atrophy;DM1 = myotonic dystrophy type 1; HDL2 = Huntington’s-disease-like 2; SCA8 = spinocerebellar ataxia
type 8. Polyglutamine ataxias are in red.

With dozens of diseases arising from trinucleotide expansions at various locations
within the genome, these repetitive sequences are highly predisposed to expansion due to
the unusual secondary structure they appear to generate [20]. These secondary structures
appear to hinder normal cellular replication, recombination, and repair of DNA, leading to
the insertion of a variable number of trinucleotide repeat sequences. Of these secondary
structures, slip-strand mispairing appears to be the most common mechanism in polyQ
expansion diseases [20–22].
3. Common Pathological Features
Although clinically heterogenous, there are several common pathological features
shared by the six SCAs. The most notable being neuronal nuclear/cytoplasmic aggregation
of polyQ proteins and various vital sequestered proteins (Figure 2). Apart from neuronal
aggregation, other common pathological features include mitochondrial dysfunction and
oxidative stress, autophagy impairment, proteasomal impairment, neuroinflammation, and
potential toxic RNA (Figure 2). We will briefly describe the overall pathogenic mechanisms;
however, disease-specific details will be discussed in later sections.
3.1. Protein Aggregation
The misfolding and aggregation of mutant proteins in various neuronal cells is a
hallmark feature of SCA diseases, although the exact role protein aggregation plays in
pathogenesis remains unclear, in relation to the idea of cause versus effect. However, there
is a consensus among scientists that protein aggregates play a toxic role, as they have been
reported to sequester non-expanded proteins and contribute to the proteostatic collapse
seen in SCAs [23–26]. Conversely, protein aggregation has been intensively studied in
a host of neurodegenerative diseases, not limited to SCAs, and there is still no concrete
evidence that answers the question ‘Are protein aggregates the cause of neurodegeneration,
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a consequence/effect of the given neurodegenerative disease, or an epiphenomenon of
neurodegenerative diseases [23,27–31]?’ Although this is a complex question, the generation of transgenic models expressing polyQ expansions with phenotypic symptoms
that reflect the human condition, suggests protein aggregation could not simply be an
epiphenomenon event [32–36]. What is more plausible is a combination of causation and
consequence [37,38], in that aggregation could be a consequence of the conformational
changes observed in expansion, and the subsequent sequestration of other non-expanded
proteins may contribute to disease pathogenesis.

Figure 2. Schematic representation of some of the common cellular pathologies associated with polyglutamine spinocerebellar ataxias (SCAs). Polyglutamine (polyQ) expanded mRNA has the ability to form toxic RNA compounds prior to being
translated to a polyQ expanded protein. Following translation, polyQ expanded proteins form neuronal cytoplasmic and
nuclear inclusions. The expanded polyQ protein causes both proteasomal and autophagy impairment. The polyQ expanded
proteins also have the ability to cause mitochondrial dysfunction. PolyQ amino acids are presented as red circles, while
CAG nucleotides on the polyQ mRNA as red ‘fingers’ on the mRNA transcript.

Despite having similar clinical pathology, the causative proteins themselves share
no homology in amino acid sequence, secondary or tertiary structures, and no common
biological function. Therefore, an expanded polyQ stretch is the only characteristic shared
among these proteins, suggesting the integral role of the polyQ tract in disease. Although
the polyQ tract itself appears to be sufficient for disease, the conformational changes
and misfolding of the associated disease proteins are significant factors in aggregation
and can promote the formation of β-sheets. Aggregates exist as a heterogenous group of
proteins, where misfolded, unfolded, and intermediately folded proteins combine. In cells
where no expansions exist, misfolded proteins are either refolded correctly or degraded;
however, when an expansion occurs in a given gene, it is thought that molecular chaperones
and proteasomes are simply overwhelmed with patron proteins, ultimately leading to
insoluble aggregation.
3.2. Mitochondrial Dysfunction and Oxidative Stress
In the last 20 years, it has become increasingly clear that mitochondrial dysfunction
may impact neuronal function in many of the SCAs. Neuronal tissue, similar to many
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other tissues, requires functional mitochondria for most cellular processes, including cell
proliferation, differentiation, and apoptotic cell death [39]. There is a range of evidence
supporting the imbalance of the oxidative–antioxidant system, leading to oxidative stress
and aberrant mitochondrial morphology in patients and various models of SCA1, 2, 3, and
7 [40–46]. One compound of interest is coenzyme Q10 (CoQ10), a vitamin-like molecule,
that plays a particularly important role in protecting mitochondria from free-radical oxidative damage [47]. Therefore, supplementation with CoQ10 could be a highly attractive
therapy for SCAs where oxidative stress plays a significant role, e.g., SCA2. In fact, several
studies have reported some symptomatic relief in patients who were supplemented with
CoQ10, at a range of 300–3000 mg/day, without any significant adverse effects [48,49].
The role of oxidative stress in SCA disease progression was highlighted for the first
time by a 2018 study that demonstrated elevated levels of circulating markers of oxidative stress in patients diagnosed with SCA7, which appeared to correlate with disease
progression and severity [50]. The study sought to determine peripheral levels of various
oxidative stress markers, such as lipid and protein damage markers, as well as antioxidant
defence markers in 29 SCA7 patients, compared with 28 healthy individuals. Results
showed symptomatic SCA7 patients exhibit damage to various lipids and proteins and
enhanced activity of some antioxidant enzymes [50]. The group concluded that biomarkers
of oxidative stress could be a useful tool in studying the molecular disease progression of
SCA7. Additionally, SCA3 patients have also been shown to have decreased peripheral
antioxidant capacity and increased reactive oxygen species, with GSH-Px being identified
as the most promising biomarker of disease severity [51]. Interestingly, significant oxidative
stress was only present in SCA3 patients following disease onset, an observation also seen
in SCA7 patients [50,51]. This may be in part due to exhaustion in antioxidant defence
mechanisms which could play a role in the progression of the SCA3 phenotype.
3.3. Proteasomal and Autophagy Impairment
Macro-autophagy (autophagy) and the ubiquitin–proteasome system (UPS) are two
similar intracellular protein degradation systems. In non-neuronal cells, autophagy is
typically dedicated to recovery from nutrient stress, while in neurons, the focus has been
adapted to clearing dysfunctional cellular components and degrading misfolded proteins [52]. Therefore, it stands to reason that these two major neuronal systems devoted to
clearing aberrant proteins may be highly dysregulated in SCA diseases.
Autophagy impairment is best characterised in SCA3, where the brains of SCA3
patients show an alteration in autophagy machinery, increased accumulation of autophagosomes, and decreased levels of beclin-1 [53,54], with beclin-1 being a critical protein involved in autophagy by inhibiting apoptosis and promoting cell survival during stress [55].
Moreover, the presence of an expanded polyQ tract in ATXN3 competes and impairs
the initiation of autophagy [56,57]. Interestingly, unlike other SCAs (SCA1 and SCA7),
SCA3 disease pathogenesis was initially thought not to affect the proteasome. However,
overexpression of polyQ expanded ATXN3 appeared to perturb the function of the UPS
and subsequently led to an abnormal increase in proteasome substrates. It is thought
that the polyQ tract may affect the key chaperones by sequestering them into aggregates,
indirectly causing a nuclear UPS malfunction [58]. Intriguingly, a 2019 study assessed the
potential of a traditional Chinese herbal medicine NH037 (from Pueraria lobata) and its
constituent, daidzein, as UPS enhancing therapeutics on neurons derived from a SCA3
patient iPSC line [59]. Following proteasome inhibitor (MG132) treatment, NH037 and
daidzein treatments appeared to rescue some of the proteasome activity, as well as reducing
oxidative stress and caspase 3 activity [59]. Although promising, this treatment would
have to be validated in in vivo models for its effect in a heterogenous cellular population.
The same group has also shown in vitro benefits of other traditional herbal medicines for
various SCAs, including SCA17 [60].
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3.4. RNA Toxicity
The RNA toxicity due to CAG repeat expansion could be through several mechanisms
such as aberrant alternative splicing [61], RAN-initiated translation [62], bidirectional
transcription [63], potential involvement in RNAi pathways [64]. Additionally, a growing
body of evidence shows a role for the secondary structure of the CAG repeat causing
toxicity. Similar to the CUG repeat, CAG repeats tend to fold into stable hairpin structures
when the repeat length is long enough, and these structures can be predisposed to form
RNA foci [64]. The repeat length appears to be crucial for the stability of the hairpin,
as shorter repeats tend to form semi-stable structures, while large expanded CAG/CUG
repeats are more stable [65].
Of the SCA diseases, the role of RNA toxicity in pathogenesis has best been described
in SCA3. Interestingly, the CAG codon itself appears to play a major role in RNA toxicity,
as Drosophila expressing a pure CAG repeat displayed progressive neuronal dysfunction [66].
Conversely, Drosophila expressing an interrupted CAA/CAG repeat dramatically mitigated
the toxicity of the RNA, indicating the importance of CAG containing repeats in toxicity [66].
However, RNA toxicity may not play a role in SCA17; a 2020 study found that CAG-expanded
repeat RNA alone is not sufficient enough to account for neuronal apoptosis in vitro [67].
Rather, the polyQ-containing protein is responsible for the neuroinflammation observed [67].
3.5. Neuroinflammation
Neuroinflammation is a common feature in many neurodegenerative diseases, such
as motor neuron disease, HD, and SCA3 [68]. Neuroinflammation often occurs as a
byproduct of oxidative stress, with the inflammation itself also reducing cellular antioxidant
capacity, creating a vicious pathogenic cycle [69]. This is supported by the fact that various
inflammatory genes have been shown to be upregulated in ATXN3 expanded cells and the
brains of SCA3 patients [70]. The upregulation of MMP-2 and amyloid β-protein was most
apparent in the pontine neurons that contained nuclear inclusions [70]. Recently, Chen et al.
demonstrated significant anti-inflammatory effects of various small molecule compounds,
demonstrating their effect on reducing inflammatory markers such as NO, IL-1β, TNF-α,
and IL-6, in IFN-γ-induced ATXN3/Q75-GFP SH-SY5Y and human HMC3 microglia [68].
Although highly preliminary, the study demonstrates a potential therapeutic avenue for
neuroinflammation-associated diseases.
4. Spinocerebellar Ataxia Type 1 (SCA1)
Spinocerebellar ataxia type 1 was the first of the SCAs to be described in 1993, hence
the designation of type 1. The causative gene for SCA1 is ATXN1, with the major transcript (ENST00000436367.6) containing 8 exons, although only the last 2 exons encode the
815 amino acid (aa), 87 KDa protein, ataxin-1 (ATXN1) (Figure 3). The polyQ tract is located
within exon 7, the first coding exon. Healthy individuals have a repeat range of 6–35,
and incomplete penetrance is associated with 36–40 repeats, while the pathogenic range
is 41–89 (Table 1). The ATXN1 protein has several roles within transcriptional regulation
and RNA metabolism. In fact, ATXN1 is able to act as a transcriptional repressor [71,72];
that is, ATXN1 and the related ATXNL1 (ATXN1-like) protein have both been shown to
compromise the Notch signalling pathway [71]. Interestingly, ATXNL1, a highly conserved
paralog of ATXN1, has been implicated as a targeted therapeutic approach for SCA1. With
initial work in Drosophila melanogaster showing that overexpression of ATXN1L suppressed
ATXN1 associated neurotoxicity [73], Zoghbi et al. used a SCA1 knock-in mouse model
to generate a targeted Atxn1l duplication [74]. The group found that mice with elevated
Atxn1l levels had reduced neuropathology. It is believed that overexpression of Atxn1l
displaces Atxn1 from its native complex with Capicua. A subsequent study appears to
confirm this potential therapeutic avenue of ATXN1L, whereby overexpression of Atxn1l
via gene therapy viral vectors resulted in SCA1 transgenic mice displaying improved
histological phenotype and behaviour [75].
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Figure 3. Schematic representation of the polyglutamine spinocerebellar ataxia causative gene

Figure 3. Schematic representation of the polyglutamine spinocerebellar ataxia causative gene reading
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Spinocerebellar ataxia type 1 presents phenotypically as typical, progressive cerebellar
ataxia with problems in gait and balance, with associated disturbances in oculomotor movements. Additionally, patients may often present with bulbar and pyramidal symptoms,
and as the disease progresses, the cognitive decline becomes increasingly evident with
impaired mood and judgment being most commonly reported.
The symptoms of SCA1 typically present in the 3rd to 4th decade, with an age of
onset ranging from juvenile to over 60 years of age. As previously stated, the earlier
the age of onset is, the more severe is the decline, which is inversely proportional to
the polyQ length (true for all SCAs). Notably, SCA1 has been described as one of the
fastest progressing SCAs. This may be due to the functional role of ATXN1 being severely
compromised by an expanded polyQ repeat, but further evidence is required to make a
definitive statement. Pathologically, SCA1-affected individuals present with brain stem
and cerebellar degeneration, with profound loss of Purkinje cells in the cerebellum [76,77].
Additionally, SCA1 patients have also been found to have atrophy of the middle cerebellar
peduncles and ventral pons [77].
5. Spinocerebellar Ataxia Type 2 (SCA2)
Spinocerebellar ataxia type 2 is thought to be the second most prevalent SCA after
SCA3, with estimates that SCA2 accounts for 13% of all autosomal dominant cerebellar
ataxia cases [78]. A founder effect has been reported in Holguin, Cuba [79,80], where
the prevalence in this north-eastern region is almost sevenfold higher than the national
average [79,80]. Countries in the Americas are known to have large founder effects of
numerous SCAs–SCA2 (north-eastern Cuba); SCA3 (southern Brazil) and SCA7 (southeastern regions of Mexico) [81].
The causative gene for SCA2 is ATXN2, which spans approximately 130 kb of genomic
DNA and consists of 25 exons (ENST00000550104.5) (Figure 3), with the pathogenic CAG
repeat located in the first exon. Healthy individuals have a repeat range of 17–29, and
incomplete penetrance is observed with 30–36 repeats, while SCA2 disease onset occurs
at a range of 37–100 or more repeats (Table 1). The ATXN2 gene encodes a 1313 aa,
124 kDa protein, ataxin-2 (ATXN2) (Figure 3). The normal function of ATXN2 has not
been fully described, although it is believed to be involved in various RNA-processing
and metabolism pathways. More recently, studies have shown that ATXN2 may play
roles in cellular metabolism, stress responses, circadian rhythms as well as mediating
cytoplasmic polyadenylation [82–86]. Interestingly, the intermediate, non-penetrative
expansion size in ATXN2 has been associated with other diseases, specifically amyotrophic
lateral sclerosis (ALS) and frontotemporal dementia (FTD) [87]. Extensive studies have
shown that ATXN2 is a strong modifier of TAR DNA-binding protein 43 (TDP-43) toxicity—
a defining protein implicated in ALS. In both Drosophila and murine models, overexpression
of ataxin-2 enhances TDP-43 toxicity, while conversely, reduces Atxn2-attenuated TDP-43
toxicity [88,89]. In fact, a 2017 study by Becker et al. showed that therapeutic reduction
in Atxn2 reduced mortality and pathology in a TDP-43 mouse model (discussed in more
detail in later sections) [89].
Spinocerebellar ataxia type 2 is distinct from other SCAs by virtue of an exceedingly
slow saccade phenotype. While other common symptoms include ataxic movements
and myoclonus, they can sometimes present with typical Parkinson-like, ALS, or FTD
phenotypes [90–92]. In regard to neurodegeneration, the areas typically affected include
the cerebellum and brainstem, with severe degeneration of cerebellar Purkinje cells and
granule cells combined with neuron loss and gliosis of the pons [93,94].
6. Spinocerebellar Ataxia Type 3 (SCA3)
Spinocerebellar ataxia type 3 is the most common subtype of autosomal dominant
ataxia worldwide, with large founder regions across the globe, including Brazil, Portugal,
and Japan [95]. The highest frequency of SCA3 is observed in the islands of Azores (West
of Lisbon), where the incidence of SCA3 is its highest on the island of Flores (1:140) [96].
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SCA3 is also known as Machado–Joseph disease as it was first described in 1972 in a
group of Portuguese immigrants known to be decedents of William Machado, living in
Massachusetts [97].
The causative gene for SCA3 is ATXN3, with the CAG repeat located in the penultimate
exon (exon 10) of the major transcript (ENST00000644486.2). Healthy individuals have a
repeat range of 7–44 CAG repeats, while non-penetrative individuals possess 45–54 repeats,
and diseased individuals harbour 55–89 repeats (Table 1) [98]. The ATXN3 gene spans
a genomic region of 48 kb and consists of 11 exons—encoding a major 361 aa ATXN3
protein isoform (Figure 3) [98]. Ataxin-3 is a ubiquitously expressed protein involved in
numerous cellular pathways, acting as an isopeptidase, and involved in deubiquitination,
proteasomal protein degradation, and regulation of misfolded proteins [75]. Located at the
N-terminal of ATXN3 is the main functional domain of the protein—the Josephin domain—
containing the amino acids (cysteine 14, histidine 119, and asparagine 134), crucial for its
isopeptidase activity. Additionally, there are two nuclear export signals (NES), and the Cterminal contains three ubiquitin-interacting motifs (UIMs), the polyQ tract, and a nuclear
localisation signal [99]. It should be noted, however, that up to 20 potential protein isoforms
have been reported, and 56 splice variants isolated in blood [100,101]. A study by Harris
et al. in 2010 demonstrated that there are two main splice isoforms (one containing 3UIMs
and the other containing 2UIMs) through alternative splicing of the last exon [99]. The
isoform described above, with 3 UIMs, is the predominant isoform in the brain, and while
the two isoforms display similar deubiquitinating actives, they have different aggregation
propensities. This group demonstrated that the 2UIM protein isoform is more prone to
aggregation while being degraded more rapidly by the proteasome, highlighting that
specific isoforms could contribute to selective neurotoxicity [99,102].
The typical age of onset for SCA3 is in the fourth decade, with an average life span of
10 years following diagnosis. Aside from the common features mentioned above, SCA3 can
be distinguished from other SCAs by the presence of pyramidal and extrapyramidal motor
dysfunctions. Degeneration in SCA3 patient brains is often seen in the dentate neurons of
the cerebellum, pontine nuclei, brainstem, and basal ganglia [103–105]. As with most SCA
diseases, SCA3 also includes a number of non-motor symptoms—including sleep and mood
disorders, depression, as well as cognitive and other psychiatric disturbances [106,107].
7. Spinocerebellar Ataxia Type 6 (SCA6)
Spinocerebellar ataxia type 6 was first described in 1997 when researchers from the
USA discovered that three different protein isoforms of the human α1A voltage-dependent
calcium channel subunit (CACNA1A) contained a polymorphic CAG repeat expansion
towards the C-terminal of the protein (Figure 3) [6,108,109]. SCA6 is one of only two
polyglutamine SCAs (the other being SCA17) where the causative gene for the disease
is not an ‘ATXN’ gene. It is also the only SCA which is not fatal, most likely due to the
relatively small CAG expansion observed (Table 1) [110]. Non-CAG missense mutations
found in the CACNA1A gene give rise to two other distinct diseases—episodic ataxia type
2 and familial hemiplegic migraine-1 [111–113]. Interestingly, although these autosomal
dominant mutations occur in a single gene (CACNA1A), the three different diseases present
with highly variable phenotypes. Mutations that cause SCA6 are typically CAG expansions,
while episodic ataxia type 2 is associated with a loss-of-function missense mutation and
familial hemiplegic migraine-1 is a gain-of-function missense mutation. A recent in-depth
review of various non-CAG CACNA1A mutations and their associated diseases has been
published by Indelicato and Boesch (2021) [114].
In regard to SCA6, the CAG expansion is located in the terminal exon (exon 47) of
the CACNA1A gene (ENST00000360228.11) localised to 19p13. SCA6 is characterised by a
relatively small expansion with a CAG-repeat range of 4–18 and a disease range of only
21–30 repeats (Figure 3) [115]. Presumably due to the limited number of repeats, the
polymorphic CAGs in CACNA1A appear to be more stable than other CAG expansion
genes [116]. Unlike most SCAs, it has been suggested that SCA6 disease severity is
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age dependent rather than expansion size dependent. This is not surprising since the
vast majority of SCA6 patients have a pathogenic repeat of 22–24 repeats (Table 1) [115].
CACNA1A mediates the entry of calcium ions into excitable cells, with the alpha-1A
isoforms giving rise to the P and Q-type calcium channels that are known as the ‘highvoltage active’ channels and thus are typically expressed in neuronal tissue [117–120].
The relatively small expansion size in SCA6 patients results in the age of onset in
the sixth decade and SCA6 is typically the slowest progressing of all the SCAs [1]. This
milder subtype of SCA presents with pure cerebellar ataxia and is sometimes associated
with various ocular disturbances, the most common being nystagmus (repetitive, uncontrolled eye movement). The milder phenotype of SCA6 could potentially be attributed
to reports that polyQ does not alter the function of CACNA1A, as mice with varying
CAG lengths displayed similar fluctuations in current density [35]. However, this area is a
point of contention, as historical studies suggest that CAG length directly alters the P/Q
channel [121–123].
8. Spinocerebellar Ataxia Type 7 (SCA7)
Spinocerebellar ataxia type 7 was first described in 1997 and due to the severe retina
phenotype, SCA7 was classified as a separate entity to the autosomal dominantly inherited
ataxias [124]. Some 60 years after being first described as an ocular condition, SCA7
was finally mapped to the ATXN7, localised at 3p21 by three independent groups in
1995/1996 [125–127]. This gene was subsequently cloned and characterised, and the CAG
expansion was confirmed in 1997 [128]. SCA7 is considered one of the rarest SCAs, with
an estimated incidence of 1–2 per 500,000 individuals. With that being said, some large
founder populations are observed in Scandinavia, Mexico, Zambia, and South Africa—in
South Africa, it is the second most common form of the SCAs after SCA1 and is almost
exclusively found in the native African population [129,130].
The ATXN7 gene contains 13 exons, with the polyQ expansion residing in exon 3 of the
major transcript (ENST00000295900.10), which happens to be the first protein-coding exon
of the gene. The ATXN7 gene encodes for an 892 aa, 98 kDa protein, ataxin-7 (Figure 3).
Healthy individuals harbour 7–19 repeats, with incomplete penetrance seen in the range
of 20–35 repeats, while a wide disease range of 36 to >400+ repeats has been reported
(Table 1). It should be noted that the expansion size in ATXN7 is the largest and most
unstable of the polyQ causative genes [2]. The genetic anticipation of SCA7 is also one of
the most aggressive seen in all SCAs. The ataxin-7 protein is a member of the transcriptional
coactivator STAGA complex, a required coactivator for transcription of a subset of RNA
polymerase II-dependent transcribed genes [131]. Ataxin-7 is predominantly localised to
the nucleus in the brain and retina, and it is this nuclear localisation that is necessary to its
function. It is not surprising then that the retinal phenotype observed in SCA7 is due to
the conformational changes and gain-of-function of expanded ataxin-7 in photoreceptor
cell nuclei of the retina [132–134]. Spinocerebellar ataxia type 7 is somewhat unique
among SCAs by virtue of the severe retinal degeneration, known as rod-cone dystrophy,
that ultimately leads to blindness [125,133]. Several in vivo studies have shown that a
polyQ expansion or loss of expression of ataxin-7 causes severe dysfunction in the retina,
suggesting ataxin-7 plays an essential role in retina homeostasis [133,134]. More specifically,
ataxin-7 is thought to play an integral part in the interaction between the STAGA complex
and rod-cone homeobox (CRX) [133,135].
As previously stated, SCA7 is caused by a highly unstable polymorphic CAG repeat
in ATXN7, and the huge variation in CAG repeat length means that the age of onset
of the disease is highly variable, occurring from infancy up to 60 years of age where
infants have widespread pathogenesis that extends past typical CNS pathology. The
main distinction between SCA7 and the other SCAs is the presence of the described
retinal pathology, including other common characteristics such as ataxia and behavioural
impairment. Recently, a newly generated SCA7 knock-in mouse model—SCA7140Q/5Q —
represents the first knock-in ATXN7 model that recapitulates the SCA7 phenotype, a
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function previous models failed to achieve [136]. Additionally, SCA7140Q/5Q mice exhibited
a shared disease signature to that of SCA1 and SCA2 [136], with severe clinical phenotypes
observed in the cerebellum, including cerebral atrophy, peripheral nerve pathology, and
photoreceptor dystrophy. This advancement provides hope that better models may lead to
the discovery of a viable treatment for SCA7.
9. Spinocerebellar Ataxia Type 17 (SCA17)
Spinocerebellar ataxia type 17 is the most recently described polyQ SCA—Koide et al.
(1999) [137] first described the disease in a 14-year-old Japanese patient who presented
with unique neurological symptoms and a de novo CAG/CAA expansion mutation in
TBP (TATA-box-binding protein). The SCA17 mutation differs from other pure CAG
expansions, as it is interrupted by CAA repeats which appear to stabilise repeats so that
genetic anticipation for SCA17 is far less pronounced than other SCAs [138]. Much similar
to SCA6, the pathogenic repeat range for the TBP is relatively narrow (for most cases), and
perhaps this could be attributed to the fact that SCA6 and 17 are the only two SCAs in
which the gene is not an ATXN gene.
The TBP gene is the most well characterised of all SCA genes. The TBP gene is found
at 6q27 and encodes a vital transcription initiation factor, a key component of the TFIIID
complex [139–141]. The polymorphic CAA/CAG tract is located in exon 3 of the main TBP
transcript, which consists of a total of 8 exons (Figure 3) [142,143]. The 37kDa TATA-Boxbinding protein consists of 339 aa and is the smallest of the SCA disease-causing proteins
(ENST00000230354.10). Healthy individuals have a repeat range of 25–42, incomplete
penetrance is observed in individuals with 43–46 repeats, and patients suffering from
SCA17 carry repeats range of 47–66 (Table 1) [128,144], although there are a few reported
cases in which the repeat length was larger than 66. These lengths will typically result in a
juvenile-onset form and present with a more severe phenotype and different symptoms,
such as intellectual disability, muscle weakness, growth delay, and early death. However,
the age of onset is in the fourth decade for the majority of cases and has a typical life span
of 10–15 years following diagnosis [145].
SCA17 presents clinically with typical ataxia symptoms; however, it can be distinguished by the occurrence of frequent seizures and a high prevalence of psychiatric anomalies [144]. The predominant pathology observed in SCA17 patients, post-mortem, is significant cerebellar atrophy, which is attributed to the severe loss of Purkinje cells [144,146]. A
2020 study generated a SCA17 transgenic mouse model harbouring 109 CAG repeats in
the human TBP transcript under the Purkinje cell-specific L7/pcp2 promoter [147]. The
group aimed to investigate the neuroimaging spectrum at various symptomatic stages
(pre-, early, and late stages) using magnetic resonance imaging. Although the mice displayed a normal appearance at birth, there was rapid degeneration and damage at the
pre-symptomatic stage. Atrophy of the cerebellum, enlargement of the fourth ventricle,
and reduced cerebellar N-acetylaspartate levels were observed at the pre-symptomatic
stage. Degeneration continued as the mice progressed to the late stage, during which
widespread atrophy occurred in body weight, cerebral size, and striatal size. The authors
believe this particular disease model recapitulates the imaging phenotype observed in
humans, providing further evidence that significant brain phenotypes occur prior to any
symptomatic signs in most neurodegenerative diseases [148–150]. This highlights the need
for a somewhat prophylactic approach to therapeutics targeting SCA diseases. Moreover,
in the cases where family history is available, perhaps therapeutics may need to start years
or decades prior to any physical manifestations of the disease.
10. Brief Background into Antisense Therapeutics
Antisense oligonucleotides (AOs) are short (typically 18–30 bases in length) synthetic
nucleic acid analogues that are designed to be complementary to their target sequence.
The first report of AO-mediated gene suppression was in 1978, when Stephenson and
Zamecnik showed in vitro inhibition of viral replication through what they believed to be
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translational arrest [151,152]. However, it was later determined that the viral repression
was due to the AO-mediated cleavage and degradation of the mRNA through RNaseH
induction. Although promising, AO technology was in its infancy, and this means that
early unmodified or minimally modified antisense compounds were not viable therapeutic
options [153,154]. Significant advances in oligonucleotide chemistries, modifications, and
technologies have drastically shifted this train of thought [155–158]. Since then, great
advances have been made in AO chemistries, design, and synthesis, giving rise to new
mechanistic actions of these compounds. Antisense oligonucleotides now have the ability
to sterically block transcription factors, suppress translation of an mRNA via redirection of
the ribosome (translational blockade), alter pre-mRNA splicing, redirect polyadenylation,
and even increase protein translation [159–161].
The activity of an AO is largely determined by the specific target site and the respective
chemistry or modification of the AO. Many of these modifications were originally designed
to improve the efficiency and consistency of oligonucleotide synthesis, increase resistance
to nuclease degradation, and increase binding affinity or reduce toxicity [156,162,163]. Over
time, and through continuous experimentation and refinement, AOs have moved beyond
a simple laboratory tool and progressed into the clinic as therapeutics for serious diseases
that were previously considered untreatable [164]. This advancement and procession
are highlighted by the ever-growing list of approved AOs by the US Food and Drug
Administration (FDA) (Figure 4). We will briefly touch on two common AO mechanisms:
splice-switching through steric blocking and RNaseH-mediated degradation of a targeted
mRNA (Figure 4); nevertheless, recent comprehensive reviews of chemistries, mechanistic
actions, pharmacokinetics, and delivery can be found [159,165].
10.1. RNaseH Degradation of a Targeted RNA Transcript
RNaseH-mediated degradation of mRNA is possibly the most widely exploited of the
AO-mediated mechanisms to alter gene expression. The RNaseH enzymes cleave phosphodiester bonds of RNA in a double-stranded RNA–DNA hybrid, subsequently leaving a 50
phosphate and 30 hydroxyl group on either end of the cleavage site [101]. There are two
distinct types of RNaseH: RNaseH1 and RNaseH2 that typically have different substrate
preferences. RNaseH1 is known to specifically degrade the RNA of RNA–DNA hybrid
and actively engages in RNA Pol II transcription termination by degrading the R-loop
RNA–DNA hybrid formation [101]. While on the other hand, RNaseH2 endonucleolytically
cleaves ribonucleotides and is known to be the major source of ribonuclease H activity
in mammalian cells. The RNaseH2 is also predicted to remove Okazaki fragment RNA
primers during lagging strand DNA synthesis, as well as excising single ribonucleotides
from DNA–DNA duplexes.
Additionally, RNaseH was the first known mechanistic action of AOs and is typically
used to degrade and downregulate the target transcript. These chemistry modifications
include a 20 -O-Methyl (20 -Me) and 20 -O-methoxyethyl (20 -MOE) on phosphorothioate (PS)
backbones or locked nucleic acids (LNAs) ‘gapmers’—a hybrid chemistry AO that consists
of wings of modified bases, typically with either 20 -Me or 20 -MOE nucleotides, flanking a
DNA core—all recently thoroughly reviewed in [165,166].
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Figure 4. Two common antisense oligonucleotide (AO) mechanisms and the timeline of US Food and Drug Administration
approvals for various AOs: (A) schematic of the RNaseH and splice-switching AO mechanisms. RNaseH-inducing AO
results in mRNA cleavage and downregulation. Splice-switching AO induces exon skipping and/or downregulation of
the target through non-sense-mediated decay. AO is depicted in red; (B) approved splice-switching AOs are in red, and
RNaseH inducing AO are in black. # = currently withdrawn approval. Kynamro has a boxed warning ‘black box warning’.
® = registered trademark.

10.2. Splice Switching
As the name suggests, splice-switching AOs can modulate the splicing of their premRNA targets, achieved through the selective targeting of various motifs involved in
pre-mRNA splicing. Targeting exon splicing enhancer domains inhibits targeted exon
selection/recognition and leads to exon skipping [106], while AOs targeting silencer motifs
that otherwise typically mediate sequence exclusion from the mature mRNA can enhance
and promote the retention of selected sequences [107].
Some of the common splice-switching AOs used to date include peptide nucleic acids
(PNA), 20 -Me-PS AOs, 20 -MOE-PS AOs, and phosphorodiamidate morpholino oligomers
(PMOs), among others (tcDNAs and stereopure compounds)—all recently thoroughly
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reviewed in [165,166]. The PMOs have an excellent safety profile to date and have not
shown the off-target/non-antisense effects associated with PS AOs, supporting the clinical
application of PMOs, including long-term treatment [108–110]. Interestingly, PMOs were
initially designed for translational blockade of viral replication due to their particularly
high binding affinity, although no PMO-based anti-viral has yet been approved. However,
our laboratory first recognised the applicability of these oligomers to splice switching in the
mid-2000s [167–169], and subsequently, a collaboration was established to explore PMOs as
agents to treat Duchenne muscular dystrophy (DMD) in association with AVI Pty Ltd, now
known as Sarepta Therapeutics, Cambridge, MA. Our laboratory has since evaluated PMOs
for translation blockade, exon skipping and exon inclusion, and selection of transcription
start sites [170–173]. The first of our splice-switching applications to gain clinical approval
is the PMO Exondys 51, targeting exon 51 of the DMD transcript. To date, only five
commercial splice-switching AOs have been approved for therapeutic use—Spinraza (a
20 -MOE), Exondys 51, Vyondys 53, Amondys 45, and Viltepso (all PMOs) (Figure 4) [174].
11. Antisense Therapeutics for SCAs
Over the past two decades, there have been numerous AO-based approaches to
address the expanded repeats causing the various SCAs. Here, we will focus on the most
recent findings regarding potential AO therapeutics. Although siRNA- and RNAi-based
therapeutics can be classified as antisense technologies, this review will only focus on splice
switching and RNaseH mechanisms in relation to the causative genes of SCAs. Various
RNA-silencing and gene-therapy approaches have been recently reviewed [175].
11.1. SCA1
As discussed in previous sections, the toxic gain-of-function of mutant ATXN1 contributes to the SCA1 pathophysiology, thus downregulating the ATXN1 transcript is believed to be a potential therapeutic strategy, as will be for all SCAs. Intracerebroventricular
(ICV) injection of a non-allele specific gapmer resulted in a robust decrease of Atxn1 mRNA
and ATXN1 protein expression in cerebellum, cortex, pons, and medulla in a SCA1 mouse
model—Atxn1154Q/2Q knock-in mouse model [176]. Moreover, significant improvement of
motor performance on the balance beam and accelerating rotarod, as well as prolonged
survival was observed 5 weeks after ICV gapmer injection in that mouse model. In addition, dysregulated transcriptional profile and abnormal neurochemicals were rescued
by the ICV gapmer administration [176]. Similar to other non-allele-specific approaches,
there are concerns over the safety of the implementation of SCA1 non-allele-specific treatment since Atxn1−/− mice display behavioural abnormalities [177]. One study showed
that this non-allele-specific AO treatment did not lead to unwanted effects regarding the
functions of ATXN1-interacting proteins and the number of neuronal progenitor cells in
the hippocampus of a transgenic mouse model [176]. This may be due to the fact that
although suppression of Atxn1 in these mice was significant, compared with controls, it
was not absolute. Therefore, it may not be necessary or even desirable to completely knock
out the SCA-related genes/proteins, as some gene products may be required for normal
cellular and tissue homeostasis [2]. These findings provide support for the reduction of
ATXN1 as a potential therapeutic strategy for SCA1. Furthermore, an allele-specific or
CAG-specific approach was investigated using a 20 -Me-PS AO. The approach significantly
reduced ATXN1 protein levels in the Atxn1154Q/2Q knock-in mouse model; however, only
limited effects were observed in SCA1-patient-derived fibroblasts [178].
11.2. SCA2
Two complementary studies by Pulst et al. assessed the viability of an Atxn2 knockout mouse model and reported a mild phenotype with no gross abnormalities in the
CNS [179,180]. The phenotype observed was somewhat interesting, as the first study only
described a marked increase in obesity and reduced fertility, while the subsequent study
delved more deeply into behavioural analysis and discovered an impairment in amygdala
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plasticity, which, in turn, caused a reduction in fear and spatial learning. These data suggest
that an AO-mediated ATXN2 knockdown approach may be well tolerated in SCA2 patients.
A 2017 study assessed the efficacy of 20 -MOE gapmers on ATXN2, via ICV injection
into two humanised transgenic mouse models—the first model harboured an ATXN2
gene with an expanded allele of 127 polyQ repeats, while the second model was a BAC
transgenic mouse model expressing a full-length human ATXN2-containing 72 CAG repeats [181]. The gapmers were able to significantly reduce ATXN2 mRNA (>75%) and
protein expression for nearly 2.5 months. Phenotypically, the AO-mediated knockdown
resulted in improved motor functioning, restored Purkinje cell function, and even normalised several dysregulated cerebellar proteins, including Rgs8, Pcp2, Pcp4, Homer3,
Cep76, and Fam107b. From their findings, both mouse models responded positively to AO
treatment, with similar phenotypic benefits being observed and significant downregulation
of ATXN2.
11.3. SCA3
With SCA3 being the most prevalent SCA, it stands to reason that it is also the most
well studied and investigated in terms of antisense therapeutics. The causative polyQ
repeat of SCA3 is mapped to the penultimate exon of the ATXN3 gene; therefore, both
splice-switching and transcript-degradation approaches have been well tested in various
in vitro and in vivo models [107,171,182–184]. From a splice-switching approach, we and
others have shown that removal of exon 10 alone, as well as simultaneous exon 9 and
10 skipping, allows for the creation of an internally truncated, yet functional ATXN3
protein missing the toxic polyQ repeat [171,182,183]. Toonen et al. demonstrated that
multiple ICV administrations of fully modified 20 -MOE AOs led to the production of an
internally truncated ATXN3 protein in a humanised mouse model of SCA3. The group
reported that exon-skipping efficiencies remained high for over 2.5 months following ICV
injections, while simultaneously reducing insoluble ATXN3 protein levels and nuclear
accumulation [182]. In 2019, we showed PMOs could offer a combination of benefits, as
our compounds were able to significantly knockdown mutated and non-expanded ATXN3
protein levels while also inducing an internally truncated protein (missing exon 10), which
represented the predominant isoform of ATXN3 following in vitro transfection of SCA3
fibroblasts [171]. With good evidence that exon skipping is a viable treatment option, we
envision further development of this by Toonen et al. and their links to industry partner
IONIS Pharmaceuticals.
Regarding ATXN3 downregulation strategies, studies by Paulson et al. have investigated various AO chemistries and other knockdown strategies (siRNA/RNAi) to
downregulate gene and protein expression with promising success [184,185]. It was shown
that a RNaseH-inducing gapmer AO induced sustained ATXN3 downregulation in a
humanised SCA3 mouse model [184]. The downregulation led to 14-week prevention
of oligomeric and nuclear accumulation of ATXN3 and rescued the motor impairment
attributed to defects in Purkinje neuron firing frequency. Several other studies using siRNA
and RNAi have also shown a successful and sustained reduction in ATXN3, with a recent
review of them and other gene therapy approaches found in [175].
11.4. SCA7
Due to the relative rareness of SCA6, SCA7, and SCA17 patients, comprehensive AO
strategies for these diseases are limited. However, there has been some progress in the past
5 years regarding AO-mediated SCA7 therapeutics.
With this in mind, La Spada et al. synthesised ~150 AO sequences composed of
constrained ethyl nucleoside analogues targeting murine Atxn7, identifying a single AO
with high potency and low toxicity for use in an aggressive early onset mouse model
of SCA7 (SCA7 266Q knock-in model) [186]. The mouse model harbours a 266Q repeat
on a small human ATXN7 DNA fragment inserted into the endogenous mouse Atxn7
locus [187]. Mice were subjected to a 50 µg dose of the AO directly into the vitreous
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humour of the eye. The ATXN7-targeting AO was able to induce dramatic reduction
(>60%) in ATXN7 expression and associated protein aggregation within the eyes of treated
mice. The reduction of RNA and protein aggregation resulted in amelioration of vision
loss, partial rescue of retinal histopathology, and photoreceptor gene expression defects in
treated mice, suggesting the therapeutic potential of the ATXN7 AO [186].
12. A History and Outcome of Recent Huntington’s Disease Clinical Trial
Although HD is not an SCA disease, it is caused by the same pathogenic mechanism
of an expanded CAG repeat. Therefore, we considered it pertinent to briefly discuss the
outcomes of a recent clinical trial using an RNaseH AO as a potential therapeutic for HD.
The initial development of Tominersen (previously known as IONIS-HTTRX or RG6042)
was conducted by IONIS Pharmaceuticals and began in 2005 with a proof of concept
that AOs could reduce HTT transcript levels [188]. Further research and development
led to the design and pre-clinical validation of RNaseH AO, Tominersen. This 20-mer
20 -MOE gapmer AO was designed to target and induce RNaseH1 degradation of the
human HTT transcript, thereby lowering both wild-type and mutant (aggregation-prone)
HTT protein [189]. In 2017, IONIS, in collaboration with Roche, completed a Phase I/IIa
clinical trial of Tominersen (NCT02519036), where the randomised trial indicated treatment
with the AO-decreased levels of mutant HTT transcript and protein, with a subsequent
extension of the trial that was completed examining safety and tolerability (NCT03342053)
of various doses. Following this trial, the GENERATION HD1 trial (the largest clinical trial
into HD to date with 899 participants) commenced in an open-label Phase III clinical trial
(NCT03761849) that tested two different dosing regimens: 120 mg intrathecal injection given
either every 16 or 8 weeks [190]. Unfortunately, following a pre-planned review, the trial
was halted in March 2021 on the basis of the committee issuing a ‘no go’ recommendation.
At completion, participants had been dosed for a total of 69 weeks, with the patients
receiving infusions every 8 weeks experiencing a greater decline in areas such as motor
and cognitive decline than those receiving the placebo [190]. Additionally, although the
participants on the 16-week regimen had slightly better outcomes than the 8-week regimen,
they still observed no clinical benefit when compared with the placebo group [190].
Although this outcome is highly disappointing, the trial highlights the potential for
further refinement of AO-mediated clinical trials into neurodegenerative diseases. Aspects such as allele-specific silencing may have greater benefits, as it is unknown whether
downregulation of both HTT alleles may have contributed to poor outcomes. Moreover, a
prophylactic approach may be needed for neurological therapies, as often symptomatic individuals have significant and irreversible neurodegeneration prior to the commencement
of any treatments.
13. Conclusions and Future Potential
The polyQ SCAs represent six autosomal dominant diseases, all caused by a CAG repeat expansion in the coding region of their respective genes. Although caused by a similar
genetic phenomenon, the clinical heterogeneity of the diseases means there is still much
to be determined regarding genotype–phenotype correlations. Nevertheless, all SCAs
present with neuronal inclusions, and thus, a common mechanistic action with respect to
aggregation and protein dysfunction is apparent. Other common pathogenic mechanisms
such as mitochondrial dysfunction, toxic RNA, and proteasomal and autophagy impairment exist between SCAs and, although not reviewed here, are the subject of therapeutic
targeting. The therapeutic targeting of common pathogenic mechanisms means that a
single therapeutic approach could have traversal implications for SCA diseases but also for
other neurodegenerative diseases harbouring a similar mechanism.
Although there are currently no AO-mediated clinical trials for any of the discussed
SCAs, and a promising HD trial has been halted, there is room for better clinical trial
design and implementation to follow. Therefore, it is highly plausible that the late-stage
pre-clinical studies discussed could be in a clinical trial in the coming years that use the
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lessons learned from previous polyQ trials. The landscape of AO technology is expanding
at a rapid pace, with an ever-growing list of new chemistries with higher specificity and
lower toxicity. Moreover, AO therapeutics are gaining therapeutic approval at the fastest
rate observed to date and taken together, provide great hope and potential that viable
treatment options may be available to this devastating class of neurodegenerative diseases.
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