N\ . eprints@whiterose.ac.uk
= Whlte Rose https://eprints.whiterose.ac.uk

Qo o
w) ReseCerh On"ne Universities of Leeds, Sheffield and York

Deposited via The University of Sheffield.

White Rose Research Online URL for this paper:
https://eprints.whiterose.ac.uk/id/eprint/169617/

Version: Published Version

Article:

Ghahremani Nezhad, H., Franklin, J.P., Alix, J.J.P. et al. (2020) Simultaneous ALS and
SCAZ2 associated with an intermediate-length ATXN2 CAG-repeat expansion. Amyotrophic
Lateral Sclerosis and Frontotemporal Degeneration, 22 (7-8). pp. 579-582. ISSN: 2167-
8421

https://doi.org/10.1080/21678421.2020.1853172

Reuse

This article is distributed under the terms of the Creative Commons Attribution (CC BY) licence. This licence
allows you to distribute, remix, tweak, and build upon the work, even commercially, as long as you credit the
authors for the original work. More information and the full terms of the licence here:
https://creativecommons.org/licenses/

Takedown
If you consider content in White Rose Research Online to be in breach of UK law, please notify us by
emailing eprints@whiterose.ac.uk including the URL of the record and the reason for the withdrawal request.

ﬁ &, | University of Sp2 univeRsiTY

1 =
UNIVERSITY OF LEEDS Sh ffleld



mailto:eprints@whiterose.ac.uk
https://doi.org/10.1080/21678421.2020.1853172
https://eprints.whiterose.ac.uk/id/eprint/169617/
https://eprints.whiterose.ac.uk/

Taylor &Francis
Amyotrophic Lateral Sclerosis and Frontotemporal
Degeneration

ISSN: (Print) (Online) Journal homepage: https://www.tandfonline.com/loi/iafd20

Simultaneous ALS and SCA2 associated with an
intermediate-length ATXN2 CAG-repeat expansion

Helia Ghahremani Nezhad , John P. Franklin, James J. P. Alix , Tobias Moll ,
Michael Pattrick , Johnathan Cooper-Knock , Priya Shanmugarajah, Nick J.
Beauchamp , Marios Hadjivissiliou , David Paling , Christopher Mcdermott,
Pamela ). Shaw & Thomas M. Jenkins

To cite this article: Helia Ghahremani Nezhad , John P. Franklin , James J. P. Alix , Tobias
Moll , Michael Pattrick , Johnathan Cooper-Knock , Priya Shanmugarajah , Nick J. Beauchamp ,
Marios Hadjivissiliou , David Paling , Christopher Mcdermott , Pamela J. Shaw & Thomas M.
Jenkins (2020): Simultaneous ALS and SCA2 associated with an intermediate-length ATXN2
CAG-repeat expansion, Amyotrophic Lateral Sclerosis and Frontotemporal Degeneration, DOI:
10.1080/21678421.2020.1853172

To link to this article: https://doi.org/10.1080/21678421.2020.1853172

8 © 2020 The Author(s). Published by Informa % Published online: 07 Dec 2020.
UK Limited, trading as Taylor & Francis

Group
g
CA/ Submit your article to this journal &' il Article views: 278
A P
h View related articles &' @ View Crossmark data &'

CrossMark

Full Terms & Conditions of access and use can be found at
https://www.tandfonline.com/action/journallnformation?journalCode=iafd20


https://www.tandfonline.com/action/journalInformation?journalCode=iafd20
https://www.tandfonline.com/loi/iafd20
https://www.tandfonline.com/action/showCitFormats?doi=10.1080/21678421.2020.1853172
https://doi.org/10.1080/21678421.2020.1853172
https://www.tandfonline.com/action/authorSubmission?journalCode=iafd20&show=instructions
https://www.tandfonline.com/action/authorSubmission?journalCode=iafd20&show=instructions
https://www.tandfonline.com/doi/mlt/10.1080/21678421.2020.1853172
https://www.tandfonline.com/doi/mlt/10.1080/21678421.2020.1853172
http://crossmark.crossref.org/dialog/?doi=10.1080/21678421.2020.1853172&domain=pdf&date_stamp=2020-12-07
http://crossmark.crossref.org/dialog/?doi=10.1080/21678421.2020.1853172&domain=pdf&date_stamp=2020-12-07

Amyotrophic Lateral Sclerosis and Frontotemporal Degeneration, 2020; 0: 1-3

Taylor & Francis
Taylor & Francis Group

8 OPEN ACCESS ‘ W) Check for updates
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Simultaneous ALS and SCA2 associated with an intermediate-
length ATXN2 CAG-repeat expansion

HELIA GHAHREMANI NEZHAD'*, JOHN P. FRANKLIN'*, JAMES J. P. ALIX"?,
TOBIAS MOLL', MICHAEL PATTRICK?, JOHNATHAN COOPER-KNOCK! @,
PRIYA SHANMUGARAJAH?, NICK J. BEAUCHAMP?, MARIOS HADJIVISSILIOU?,
DAVID PALING?, CHRISTOPHER MCDERMOTT"? », PAMELA J. SHAW!? » AND
THOMAS M. JENKINS'2

Sheffield Institute for Translational Neuroscience, University of Sheffield, Sheffield, UK, *Department of Clinical
Neurology, Sheffield Teaching Hospitals NHS Foundation Trust, Sheffield, UK, >Sheffield Children’s NHS
Foundation Trust, Sheffield, UK

Abstract

Spinocerebellar ataxia type 2 (SCA2) and amyotrophic lateral sclerosis (ALS) share a common molecular basis: both are
associated with CAG-repeat expansion of A7XN2 and TDP-43-positive neuronal cytoplasmic inclusions. To date, the
two disorders are viewed as clinically distinct with ALS resulting from 30-33 CAG-repeats and SCA2 from >34 CAG-
repeats. We describe a 67-year old with a 32 CAG-repeat expansion of ATXN2 who presented with simultaneous symp-
toms of ALS and SCA2. Our case demonstrates that the clinical dichotomy between SCA2 and ATXN2-ALS is false.
We suggest instead that CAG-repeat expansion length determines the timing of SCA2 clinical symptoms relative to onset
of ALS; consistent with this age of onset of SCA2 but not ATXN2-ALS, is dependent upon expansion length. Review of
the literature and our local cohort provides evidence for occurrence of ALS in late stage SCA2, which may be under-rec-
ognised by clinicians who think of the two diseases as distinct.

Keywords: Risk, neurophysiology, genetics

Introduction Currently, ALS and SCA2 are considered clinically
distinct.

There is evidence that ALS and SCA2 share a
common molecular pathway to neuronal toxicity.
The pathological hallmark of ALS, including
ATXNZ2-ALS (6,7), is TDP-43-positive neuronal
cytoplasmic inclusions within motor neurons. Post
mortem study of SCA2 reveals identical TDP-43-
positive neuronal cytoplasmic inclusions but not
within lower motor neurons (8). If the molecular

Spinocerebellar ataxia type 2 (SCA2), is a neuro-
degenerative disease primarily of the cerebellum,
brainstem and spinal cord, caused by >34 CAG-
repeat expansion within ATXN2; clinical onset is
between childhood and mid-adulthood (1).
Amyotrophic lateral sclerosis (ALS) features select-
ive degeneration of motor neurons and typically
manifests in late adulthood (2). The genetic basis
of ALS is more diverse than SCA2, however ALS

is associated with 30-33 CAG-repeat expansions
within ATXN2 (3) although penetrance is incom-
plete (4) which is consistent with additional gen-
etic and/or environmental modifiers. Age of onset
in SCA2 is inversely proportional to expansion
length (5) but in ALS it is unrelated (4).

basis for the two diseases is similar, then the strict
dichotomy in the clinical presentation between
SCAZ2 and ALS is puzzling because it requires that
longer ATXNZ2-expansions should be associated
with both amelioration, and increased severity of
the same process, in distinct neuronal populations.
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Figure 1. Variability in timing of ALS-symptoms relative to SCA2-symptoms depends on ATXN2-expansion length.

We propose that the true effect of increased expan-
sion length is not on toxicity but in timing
(Figure 1).

Clinical case

We present a previously well, 67-year old
Caucasian female, with no family history of neuro-
logical disease. She presented with a two month
history of difficulty walking; examination revealed
evidence of cerebellar dysfunction including limb
ataxia and horizontal nystagmus on lateral gaze;
accompanied by evidence of motor neuron degen-
eration including weakness of right hip flexion and
right-sided brisk reflexes. Six months after symp-
tom onset she had developed bilateral wasting of
the dorsal interossei, globally reduced power with
increased muscle tone and brisk reflexes, and dys-
arthria with tongue fasciculations. MRI with sin-
gle-photon  emission computed tomography
revealed bilateral atrophy of the cerebellar vermis
and hemispheres. EMG confirmed active and
chronic denervation in three segments, fulfilling
Awaji-Shima electrodiagnostic criteria for ALS.
Genetic testing revealed a heterozygous ATXN?2
expansion: she carried an uninterrupted 32 CAG-
repeat expansion and a normal length allele con-
taining 22 repeats with one interruption of CAA at
position 9. No significant mutation was identified
in any other ALS gene contained within our clin-
ical genetic panel (https://www.sheffieldchildrens.
nhs.uk/download/321/ngs/9291/next-generation-
sequencing-v7.pdf). Eighteen months after symp-
tom onset she required noninvasive ventilation for
respiratory failure.

Discussion

To our knowledge, presentation of SCA2 and ALS
symptoms together in the context of an ATXN2
expansion is previously unreported. Based on our

case, we propose that a dichotomy between
ATXN2-ALS and SCA2 is false. We suggest that
expansion length determines the timing of cerebel-
lar degeneration whereas the timing of motor neu-
ron degeneration is similar to ALS more broadly
and independent of expansion length. Patients with
shorter expansions develop motor neuron degener-
ation before late onset cerebellar involvement and
are labeled as ALS. Patients with longer expansions
develop cerebellar degeneration at an early age and
are labeled as SCAZ2; if they survive until the typical
age of onset for ALS they may develop superim-
posed motor neuron degeneration, as previously
reported (9). The expansion length in our patient is
at the border between the reported ranges for ALS
and SCA2; we propose that she developed both dis-
orders simultaneously because the age of onset for
her cerebellar degeneration determined by her
expansion length, happened to coincide with the
typical age of onset for ALS.

It has been suggested that ATXN2-ALS is
exclusively associated with interrupted CAG-repeat
expansions within ATXN2 versus pure CAG-
repeats in SCA2 (10). In contrast, our case carried
an uninterrupted CAG-repeat expansion but pre-
sented with ALS. Interrupted CAG-repeat expan-
sions may be more stable than pure repeats through
cell division leading to reduced somatic mosaicism
(11). In our framing of the relationship between
expansion length and phenotype this could explain
an overrepresentation of interrupted CAG-repeats
in blood samples from patients presenting initially
with ALS: patients carrying uninterrupted unstable
alleles would be more likely to develop longer
expansion lengths in the CNS, which would in turn
be associated with early presentation of SCA2 prior
to any motor neuron degeneration.

Review of SCA2 neurophysiology literature
supports our hypothesis. Typical SCA2 patients
with longer ATXNZ2 expansions and young age of
onset do develop muscle denervation consistent
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Table 1. Patients with CAG-repeat expansions of ATXN2 identified at our center over a 10-year period.

ATXN2 Age of Age at

Expansion Onset Family Neurophysiology
Diagnosis Gender length (years) History (years) Neurophysiology
ALS F 30 76 None 77 Active and chronic denervation
ALS F 30 47 None 47 Active and chronic denervation
SCA2/ALS* F 32 65 None 66 Active and chronic denervation
SCA2 F 33 56 ALS 60 Normal
SCA2 M 37 50 SCA2 50 Sensory ganglionopathy
SCA2 M 37 40 SCA2 44 Early motor neuropathy
SCA2 M 37 NA NA 71 Sensory ganglionopathy and active denervation
SCA2 F 38 45 SCA2 NA NA
SCA2 M 40 36 SCA2 56 Sensory ganglionopathy
SCA2 F 43 30 None 35 Sensory ganglionopathy
SCA2 F 44 27 NA NA NA
SCA2 M 49 14 SCA2 NA NA

Cases with expansion lengths borderline between typical ALS/SCA?2 lengths are highlighted in bold. *Index case.

with motor neuron loss but this occurs >10 years
after ataxia onset (12). We conclude that the typ-
ical SCA2 patient does develop ALS but this may
be masked by ongoing severe ataxia.

We performed a retrospective review of
ATXN2-positive cases diagnosed at our center
(Table 1). The expansion length of our index case
divides patients with longer expansions, who pre-
sented clinically with SCA2 at an earlier age, from
patients with shorter expansions who presented
with pure ALS. The exception is a 62-year old
female with family history of ALS who presented
with ataxia and a 33 CAG-repeat expansion. We
propose that she is at risk of developing ALS; con-
sistent with this she has upper motor neuron signs.

If ATXN2-ALS and SCA2 share a common
molecular pathogenesis then study of differential
toxicity between neuronal populations may lead to
new therapeutic targets. Furthermore clinicians
responsible for SCA2 patients should be aware
that they may develop an ALS-phenotype at the
typical age of onset for ALS.

Declaration of interest

The authors report no conflicts of interest. The
authors alone are responsible for the content and
writing of this article.

Funding

Funding from a Kingsland Fellowship (TM), ‘My
Name’5 Doddie Foundation (JF), a NIHR Senior
Investigator award (PJS), the Wellcome Trust
JCK, 216596/Z/19/Z), and the NIHR Sheffield
Biomedical Research Centre.

ORCID

Johnathan Cooper-Knock
0002-0873-8689

http://orcid.org/0000-

Christopher Mcdermott

http://orcid.org/0000-

0002-1269-9053

Pamela J. Shaw

http://orcid.org/0000-0002-

8925-2567

References

1.

10.

Velazquez-Pérez LC, Rodriguez-Labrada R, Fernandez-
Ruiz ]J. Spinocerebellar ataxia type 2:
aspects, mechanistic  insights, and
approaches. Front Neurol. 2017;8:472.
Cooper-Knock ], Jenkins T, Shaw PJ. Clinical and
molecular aspects of motor neuron disease. Colloq Series
Genomic Mol Med. 2013; 2:1-60.

Elden AC, Kim H-J, Hart MP, Chen-Plotkin AS, Johnson
BS, Fang X, et al. Ataxin-2 intermediate-length
polyglutamine expansions are associated with increased
risk for ALS. Nature 2010;466:1069-75.

Sproviero W, Shatunov A, Stahl D, Shoai M, van
Rheenen W, Jones AR, et al. ATXN2 trinucleotide repeat
length correlates with risk of ALS. Neurobiol Aging. 2017;
51:178.e1-€9.

Figueroa KP, Coon H, Santos N, Velazquez L, Mederos
LA, Pulst S-M. Genetic analysis of age at onset variation
in spinocerebellar ataxia type 2. Neurol Genet. 2017;3:
el55.

Hart MP, Brettschneider J, Lee VMY, Trojanowski JQ,
Gitler AD. Distinct TDP-43 pathology in ALS patients
with ataxin 2 intermediate-length polyQ expansions. Acta
Neuropathol. 2012;124:221-30.

Highley JR, Lorente Pons A, Cooper-Knock J, Wharton
SB, Ince PG, Shaw PJ, et al. Motor neurone disease/
amyotrophic lateral sclerosis associated with intermediate-
length CAG repeat expansions in Ataxin-2 does not have
1C2-positive polyglutamine inclusions. Neuropathol Appl
Neurobiol. 2016;42:377-89.

Toyoshima Y, Tanaka H, Shimohata M, Kimura K,
Morita T, Kakita A, et al. Spinocerebellar ataxia type 2
(SCA2) is associated with TDP-43 pathology. Acta
Neuropathol. 2011;122:375-8.

Infante J, Berciano J, Volpini V, Corral J, Polo JM,
Pascual ], et al. Spinocerebellar ataxia type 2 with
levodopa-responsive parkinsonism culminating in motor
neuron disease. Mov Disord. 2004;19:848-52.

Yu Z, Zhu Y, Chen-Plotkin AS, Clay-Falcone D,
McCluskey L, Elman L, et al. PolyQ repeat expansions in
ATXN2 associated with ALS are CAA interrupted
repeats. PLoS One. 2011;6:e17951.

clinicogenetic
management



4

11.

H. G. Nezhad et al.

Fournier C, Anquetil V, Camuzat A, Stirati-Buron S,
Sazdovitch V, Molina-Porcel L, et al. Interrupted CAG
expansions in ATXN2 gene expand the genetic spectrum

of frontotemporal dementias. Acta Neuropathol Commun.
2018;6:41.

12. Velazquez-Pérez L, Rodriguez-Labrada R, Garcia-

Rodriguez JC, Almaguer-Mederos LE, Cruz-Marino T,
Laffita-Mesa JM. A  comprehensive review  of
spinocerebellar ataxia type 2 in Cuba. Cerebellum. 2011;
10:184-98.



	Abstract
	Introduction
	Clinical case
	Discussion
	Declaration of interest
	Funding
	Orcid
	References


