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Dear Sirs,

Although panel diagnostics and whole-exome sequenc-
ing are standard practices, both can overlook relevant spi-
nocerebellar ataxia (SCA) types, particularly those caused
by intronic repeat expansions. Due to these limitations and
the broad phenotypic and genotypic spectrum of autoso-
mal-dominant spinocerebellar ataxias [1], whole-genome
sequencing is the preferred diagnostic tool for this condition.

Pathogenic variants in the fibroblastgrowthfactor14
(FGF'14) gene, located on chromosome 13q33.1, cause spi-
nocerebellar ataxia type 27 (SCA27) with a heterogeneous
spectrum of phenotypic features, classified into two sub-
types: the ultrarare SCA27A alongside the recently identi-
fied and the more common SCA27B. Both forms are inher-
ited in an autosomal-dominant fashion. FGF14 is involved
in regulating brain sodium channels, particularly in the cer-
ebellum, thereby modulating the spontaneous and evoked
firing of Purkinje cells [2]. SCA27A is typically associated
with loss-of-function pathogenic variants or small struc-
tural variants in FGF14, leading to haploinsufficiency [3,
4]. Some patients have deletions encompassing FGF14 and
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integrin, beta-like 1 (/TGBLI) [5-7]. In contrast, SCA27B
is caused by intronic GAA trinucleotide repeat expansions
within intron 1 of FGF14.

The core phenotype of SCA27B comprises slowly pro-
gressive late-onset cerebellar ataxia and eye movement
abnormalities, including a prominent downbeat nystag-
mus, that shows partial responsiveness to 4-Aminopyridine
(4-AP) [8]. Many patients initially present with ataxic epi-
sodes, often leading to the assumption of an autoimmune
cause or episodic ataxia.

In contrast to SCA27B, patients with SCA27A initially
display predominant tremor, primarily in the upper half of
the body, followed by late-onset ataxia and late-onset cogni-
tive decline. These phenotypic core signs are accompanied
by interfamilial variability of additional features, including
dysarthria, oculomotor impairment with saccadic gaze or, in
some cases, nystagmus, dystonia, and sensory neuropathy.
Moreover, SCA27A has been associated with psychiatric
disorders such as ADHD, autism, and psychosis [5, 7,9, 12,
13]—a link that is supported by studies in FGF/4-knockout
mice [14].

To date, symptomatic treatment of SCA27A includes
beta-blockers and antiepileptic drugs to reduce the tremor.
An alternative therapy for tremor and balance is 4-AP, and,
anecdotally, deep-brain stimulation (DBS), which has been
recently reported in two patients [12].

Notably, fewer than 40 individuals from only a few fami-
lies with SCA27A have been identified to date. While exist-
ing reviews have addressed genetic, clinical, or treatment
aspects, none provide a complete overview of all aspects.
To highlight the distinct clinical features of SCA27A across
genotypes and facilitate clinical comparison with SCA27B,
we conducted a comprehensive review of all published cases
of SCA27A and report an additional family with SCA27A
(Table 1).

Methods: A literature search and data extraction for
publications on individuals with SCA27A were conducted
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using standard search terms (“spinocerebellar ataxia 27A,”
“SCA27A”, and “spinocerebellar ataxia type 27A”) in the
NCBI PubMed database (https://pubmed.ncbi.nlm.nih.gov/).
Titles, abstracts, and full texts of peer-reviewed original arti-
cles written in English and published up to November 8th,
2025, were screened for eligibility. Only studies reporting at
least one individual with a genetically confirmed pathogenic
FGF14 variant consistent with SCA27A were included.
Preprint articles were excluded from the analysis. In addi-
tion, the OMIM database (www.omim.org) was consulted
to identify further publications related to SCA27A (OMIM
#193003). Any references not captured during the initial
search were retrieved through backward searches in Pub-
Med and, when relevant, included. The literature summary
is structured chronologically by year of publication, with the
exception that individuals carrying an FGF14 deletion larger
than 200 kb—including cases reporting a combined deletion
of FGF14 and parts of IGTBLI—were grouped together.
Table 1 displays only index patients and family members
who underwent comprehensive clinical and genetic evalu-
ation. Additional individuals mentioned only in overview

; T 9

-

tables and without detailed characterization were excluded
(Table 1).

Case reports: We report three out of four affected sib-
lings of a four-generation German family. The family also
includes a deceased affected father and grandfather, who
could not be genetically tested. One of our index patients’
sons (IV 7) was reported to have tremor and gait difficulties,
but was unavailable for genetic testing and clinical exami-
nation. Patient 2’s son (IV 4) was reported to suffer from a
confirmed SCA27A, although his genetic testing results and
blood were not available to us (Fig. 1a).

Our 55-year-old female index patient presented with
upper limb and head tremor in childhood, which progres-
sively worsened over time and was accompanied by focal
dystonic posturing. The tremor was exacerbated by stress,
fever, and cognitive load. In her 40s, gait disturbances and
cognitive difficulties began to become apparent. Neuro-
logical examination indicated mild cognitive impairment,
with a score of 20/30 on the Montreal Cognitive Assess-
ment (MoCA), taking into account 10 years of education.
Developmental milestones had been reached without delay;

.1 2
FGF14 het.del +/GTBL1 exon 3 to 11 del.

(b) 499.50 kb DEL

"3 n4
FGF14 het.del +/GTBL1 exon 3 to 11 del.

ns e

FGF14 het.del. +/GTBL1 exon 3 to 11 del.
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Fig.1 a Pedigree of a three-generation German family with
SCA27A. Green-shaded symbols indicate individuals with ataxia;
purple-shaded symbols indicate individuals with tremor. Patients
1I1.2, 1I1.4, and III.6 have genetically confirmed diagnoses, as indi-
cated. Patient 1.1 and II.2 seemed to be affected but were not geneti-
cally tested. Patient IV.4 is reported as affected and has undergone
genetic testing; patient IV.6 is reported as affected, but neither has

Coverage

Coverage

102070320 102270120

been seen by our team. The arrow denotes the index patient. The
visualization tool CeGat was used. b Long-read sequencing results.
Yellow lines represent aligned long reads; black dots indicate the
detected deletions (split read). Both deletions are located on chro-
mosome 13. The exact coordinates of the deletion in Patient 2 are
chr13:101,520,872-102,020,371. The visualization tool Samplot was
used [25]
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however, upon questioning, the patient reported experienc-
ing cognitive difficulties, such as word-finding problems,
over several years, with slight progression. Oculomotor
assessment demonstrated saccadic eye pursuit and a subtle
downbeat nystagmus exacerbated on lateral gaze. The motor
examination revealed cerebellar signs, including dysmetria
with intention tremor, pronounced bradydysdiadochokinesia,
a broad-based ataxic gait and stance (Video 1). Mild distal
sensory neuropathy was also present.

Her 65-year-old sister reported tremor onset at age 4
years, progressively worsening and later involving the head
and trunk. From the age of 40 years, she developed gait
disturbance with frequent falls and, over the past 2 years,
progressive cognitive decline affecting both short- and long-
term memory. Their 58-year-old brother developed tremor at
the age of 12 years, initially presenting as fine motor difficul-
ties, followed by slowly progressive gait instability from his
20s and mild cognitive complaints. Patients 2 and 3 had mild
cognitive impairment (MoCA 24/30). Oculomotor findings
included a subtle downbeat nystagmus in Patient 3, evoked
on horizontal gaze, as well as impaired VOR in Patients 2
and 3. Both exhibited an unsteady ataxic gait with additional
cerebellar signs. Tremor was more severe and widespread in
Patient 2, whereas Patient 3 exhibited a milder upper limb
tremor, accompanied by a focal dystonic laterocollis (Video
2 and 3). Patient 3 also exhibited mild hemihypesthesia fol-
lowing a stroke approximately 1 year prior to examination,
without associated motor deficits. Additionally, both had
absent Achilles tendon reflexes and a remarkably reduced
sense of vibration.

All siblings underwent genetic testing in different set-
tings: Array-CGH of Patient 2 and our index patient was
performed in a clinical setting and revealed a heterozygous
500 kb deletion of the FGF14 gene (exon 1 to 5) and a part
of the neighboring ITGBLI gene (exon 3 to 11) and Micro-
RNA gene (MIR2681) of the Index patient. Additionally,
we performed long-read sequencing on a research basis that
confirmed a heterozygous in-frame 500 kb deletion affect-
ing FGF14, located on chromosome 13q33 in both Patients
2 and 3 (Fig. 1b). The position of the deletion spans the
gene from 101,520,872 to 102,020,371 on chromosome 13
(GRCh38) in Patient 2.

Literature review and discussion: In this study, we pro-
vide a comprehensive synthesis of all published SCA27A
reports to date and add a multigenerational German family
with a heterozygous deletion involving FGF 14 and parts of
ITGBLI and MIR2681 (Table 1).

Across the literature and our family, a consistent core
phenotype emerges, characterized by early-onset tremor,
followed by slowly progressive cerebellar ataxia and mild
cognitive impairment, with additional frequent features
such as nystagmus, dystonia, and sensory neuropathy [5-7,
13, 15-17]. These findings refine the clinical spectrum of

@ Springer

SCAZ27A and help to delineate it more clearly from SCA27B
and other FGFI4-related disorders.

Despite marked mutational heterogeneity—including
microdeletions [12, 13, 18-20], missense [4, 9, 10] and non-
sense variants [20, 21], frameshift [11] and splice-site muta-
tions [22], and structural rearrangements [23, 24]—most
reported individuals with SCA27A share a similar constel-
lation of early tremor, cerebellar dysfunction, and variable
cognitive involvement. Our family fits well into this pattern
and adds further evidence that deletions extending beyond
FGF14 into ITGBLI and MIR2681 do not produce a clearly
distinguishable clinical phenotype, suggesting that haploin-
sufficiency of FGF14 is the main disease driver. At the same
time, intra-familial variability in age at onset, progression
rate, and severity of tremor, ataxia, and cognitive dysfunc-
tion in our kindred illustrates the broad expressivity that has
been noted across prior reports [4-7, 9-13, 15-24] (Table 1).

Our comparison of SCA27A and SCA27B underscores
that these entities, while sharing a common genetic locus,
occupy distinct positions within a broader FGF14-related
spectrum. SCA27A is typically defined by early-onset
tremor, earlier and more steadily progressive cerebellar
ataxia, and a higher frequency of cognitive impairment and
additional movement disorders, including dystonia. In con-
trast, SCA27B, caused by intronic GAA repeat expansions,
usually manifests as late-onset, often episodic cerebellar
ataxia with prominent downbeat nystagmus and without
early tremor or overt cognitive decline, although nystagmus
and gait disturbance represent shared features across both
conditions and may respond to 4-AP [8, 12].

Clinically, recognition of early tremor in combination
with slowly progressive ataxia, subtle but characteristic ocu-
lomotor abnormalities, and mild cognitive decline should
prompt consideration of SCA27A, especially in autosomal-
dominant families with variable age at onset and additional
movement disorders. This has direct diagnostic implications,
as such constellations may easily be misattributed to essen-
tial tremor, Parkinson’s disease, hereditary neuropathies,
autoimmune ataxias, or other genetic ataxias, and therefore
support early, targeted testing of FGF 14, including structural
variants and, where appropriate, whole-genome sequencing.
From a therapeutic perspective, our patients highlight that
4-AP may not be universally effective, as none showed a
clinical response, particularly given that downbeat nystag-
mus is only mild. Beyond this, DBS represents an emerging
therapeutic option for severely disabling tremor in SCA27A
and warrants systematic evaluation in larger cohorts [12].

This work is limited by the reliance on published case
reports and small series with heterogeneous clinical assess-
ments, incomplete neuropsychological data, and variable
reporting of sensory and neuropsychiatric features. Our own
contribution is likewise constrained by the modest number
of affected family members available for detailed evaluation
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and the absence of systematic longitudinal cognitive and
imaging studies. Future research should focus on prospec-
tive, deeply phenotyped cohorts of FGF14-related disorders
to clarify genotype—phenotype correlations, better quantify
cognitive and neuropsychiatric involvement, and systemati-
cally evaluate targeted therapies, including 4-aminopyridine
and deep-brain stimulation.

These findings underscore the value of precise phenotyp-
ing—a distinctive contribution of this study.

Supplementary Information The online version contains supplemen-
tary material available at https://doi.org/10.1007/s00415-026-13813-1.
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