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LETTER TO THE EDITOR

We were interested to read the article by Santos, et
al. on a case series of three patients with sporadic
amyotrophic lateral sclerosis (SALS) who also
developed sensory disturbances [Oliveira Santos,
M. et al, 2025]. The sensory disturbances
occurred before or overlapped with the motor
symptoms in the same region and followed the
same pattern of lower motor neuron involvement
over the course of the disease [Oliveira Santos, M.
et al., 2025]. Two patients also had bilateral
involvement of the trigeminal sensory fibers
[Oliveira Santos, M. et al., 2025]. It was concluded
that motor neuron disease should be considered as
a neurodegenerative multisystem disease and that
sensory neuropathy, although very rare, should not
be neglected as a possible part of the disease
spectrum [Oliveira Santos, M. et al., 2025]. The
study is noteworthy, but some points should be
discussed.

The first point is that familial ALS (fALS) has not
been sufficiently ruled out [Oliveira Santos, M. et
al., 2025]. Several cases with fALS have been
reported that showed not only motor symptoms but
also sensory deficits. Sensory dysfunction was
reported in a 67-year-old woman with fALS due to
a variant in the MFN2 gene [Vinciguerra, C. et al.,
2023]. fALS with sensory dysfunction was also
described in a Japanese patient with fALS due to a
SOD1 variant [Sakamoto, H. et al., 2014]. The
absence of a positive family history of fALS does
not rule out fALS, as the causative mutation may
have occurred sporadically. There is also evidence
from animal studies that the sensory system may
be affected in fALS [Kuzma-Kozakiewicz, M. et
al., 2013]. Patient-1 was tested for C9orf72 and
was negative. He carried a variant of unknown
significance in hnRNPA2B1 [Oliveira Santos, M.
et al., 2025]. Patient-2 tested negative for
mutations in C9orf72, SOD1 and TARDBP.
Patient-3 was tested for C9orf72 and a panel
without specifying the genes tested and was

negative [Oliveira Santos, M. et al., 2025].
However, more than 40 genes are currently known
to be associated with fALS [Ghasemi, M. et al.,
2018].

The second point is that a second disorder in
addition to SALS has not been sufficiently
excluded. The most important second disorder
explaining the clinical picture would be hereditary
sensory and autonomic neuropathy (HSAN). To
rule out HSAN, a panel test for mutated genes
associated with hereditary neuropathy or a WES
would need to be performed. We should also know
if sporadic bulbospinal muscular atrophy with
facial sensory neuropathy has been ruled out
[Isoardo, G. et al.,, 2008]. Another differential
diagnosis that mimics ALS and may have sensory
disturbances is mitochondrial disorder (MID)
[Finsterer, J, 2002]. Several patients with MID and
upper and lower motor neuron involvement and
sensory  disturbances have been reported
[Finsterer, J, 2002]. In addition, have all secondary
causes of sensory neuropathy (metabolic,
endocrine,  toxic,  vascular, immunologic,
paraneoplastic,  neoplastic) been  carefully
excluded?

The third point is that patient-1 received
chemotherapy two years before the ALS diagnosis
[Oliveira Santos, M. et al., 2025]. Is it conceivable
that the sensory neuropathy was toxic due to the
chemotherapy? Did patient-1 receive long-term
hormone therapy?

The fourth point is that different diagnostic criteria
were applied [Oliveira Santos, M. et al., 2025].
Patient-1 and Patient-2 were diagnosed according
to the revised El Escorial criteria and the Awaji-
Shima criteria, while Patient-3 was diagnosed
according to the Gold Coast criteria [Oliveira
Santos, M. et al., 2025]. Did patient-1 and patient-
2 also fulfil the Gold Coast criteria?

Copyright © 2022 The Author(s): This work is licensed under a Creative Commons Attribution- NonCommercial-NoDerivatives 4.0 22
(CC BY-NC-ND 4.0) International License

*Corresponding Author: Josef Finsterer
DOI- https:/ /doi.org/10.5281/zenodo.15659339



Finsterer, J.

Sarc. Jr. Med. Sur. vol-4, issue-6 (2025) pp-22-23

To summarize, this interesting study has
limitations that affect the results and their
interpretation. Addressing these limitations could
strengthen the conclusions and support the
message of the study. Until all primary and
secondary causes of sensory neuropathy have been
thoroughly ruled out, sensory deficits in ALS
should not be categorized as part of the clinical
presentation.
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