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LETTER TO THE EDITOR

“*Flail arm syndrome’’ with R

nnnnnnn

anti-Hu antibodies

Sindrome del ‘*hombre en barril’’
con anticuerpos anti-Hu

Dear Editor,

Motor neuron diseases (MND) do not constitute one of
the classically established paraneoplastic neurological syn-
dromes (PNS). Most published examples are of single cases
or small series, with a minimal evidence that this is more
than chance.! Herein, we describe the case of a 63-year-
old woman with lower motor neuron disease and anti-Hu
antibodies who developed a lung neoplasm and autonomic
symptoms.

A 63-year-old woman with a history of smoking, thoracic
hyperkyphosis and severe pulmonary emphysema is admit-
ted into the intensive care unit due to a respiratory infection
requiring intubation and mechanical ventilation. In this con-
text, after presenting a favorable evolution she was assessed
by neurologists to complete a 7-month progressive weakness
study in both upper extremities that began asymmetri-
cally. In addition, she reported having lost 10kg in the last
6 months. Neurological examination revealed weakness in
the neck extensor muscles and a severe weakness of the
upper limbs, both proximal and distal, with inability to
raise both arms. Atrophy of the shoulder girdle and intrinsic
muscles of both hands was observed without visible fasci-
culations. She also had generalized arreflexia with normal
superficial sensitivity and no upper motor neuron signs.

Cervical MRI revealed no significant foraminal or canal
stenosis. Blood tests were normal including serologies and
serum immunofixation. High titers of ANA and high titers of
anti-Hu antibodies were detected (Western Blot technique).
The biochemical analysis of the cerebrospinal fluid was nor-
mal. Electrodiagnostic findings show extensive neurogenic
involvement predominantly in the cervical and thoracic
region, with signs of ongoing denervation/reinnervation
and massive loss of motor units, without signs of seg-
mental demyelination or sensory neurographic involvement.
Whole-body PET-CT scan detected a 10 mm diameter hyper-
metabolic pulmonary nodule in right upper lobe, suggestive
of malignancy. See Fig. 1.

A course of intravenous immunoglobulin 0.4 g/kg/day was
administered for 5 days, with no effect on the neurologi-
cal condition. The case was presented to a multidisciplinary
committee, deciding on radiotherapy treatment given the
high surgical risk and the impossibility to perform needle

/

biopsy given the deep location of the lesion and the anatom-
ical characteristics.

After 8 months we observed a progression of the neuro-
muscular disease, with functionality loss of the upper limbs
and development of weakness of the lower limbs, making
her unable to stand and walk, with no other signs of the first
motor neuron. However, in the control CT scan, the nod-
ule had decreased in size (3mm x 4mm). The patient was
admitted 4 months later due to a 2-week history of consti-
pation, with a large dilated loop observed on the abdominal
CT scan, diagnosing paralytic ileus. During this admission,
the patient presented deterioration in her general condi-
tion, with bronchial aspiration, so it was decided together
with the relatives to limit the therapeutic effort, and she
finally died during admission.

Various studies have argued that routinely screening MND
cases for anti-neuronal antibodies is of no value.?* Never-
theless, few case series have reported well-characterized
onconeuronal antibodies in patients with MND, and the
pathophysiology of these onconeuronal antibodies is dis-
puted. A recent review by Tolkovsky et al. has analyzed the
17 cases described in the literature about MND and anti-Hu.*
The most common phenotype was women with pattern of
“*flail arm syndrome’’ with anti-Hu antibodies and SCLC, as
in our case. In most of these patients, lung cancer was diag-
nosed within a year of the onset of neurological signs.*”
However, most patients responded little or not at all to
immunotherapy and tumor treatment, except in 2 cases that
improved after chemoradiotherapy.*®

In our case, we do not have a pathological diagnosis, but
due to the PET characteristics uptake and association with
Hu antibodies, the most probable diagnosis was SCLC. Some
authors consider that the presence of anti-Hu antibodies
in serum could be a marker of SCLC. In this study by List M
et al., all patients evaluated with positive anti-Hu antibod-
ies had SCLC.2 On the other hand, Dalmau J et al. evaluated
the presence of anti-Hu antibodies in patients with SCLC and
healthy subjects. It was found that all those who presented
paraneoplastic syndrome had positive anti-Hu and those
who did not present paraneoplastic syndrome had positive
anti-Hu 7/44 patients. No healthy subject presented anti-Hu
antibodies. The anti-Hu antibodies appears, when present,
to be a good marker for SCLC.°

In addition, we must consider the autonomic involvement
that our patient had, with the development of a paralytic
ileus. This could be related to enteric neuropathy in the
context of anti-Hu antibodies, although its appearance is
not rare as a complication of seriously ill and bedridden
patients. Dysautonomia is described in PNS associated with
anti-Hu antibodies'® and has also been described only in


https://doi.org/
http://www.elsevier.es/neurologia
http://crossmark.crossref.org/dialog/?doi=10.1016/j.nrl.2022.11.002&domain=pdf

M.M. Rossello Vadell and F. Miralles

Figure 1
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PET-CT images (Positron emission tomography co-registered with computarized tomography). Axial (A) and coronal (B)

sections. Hypermetabolic pulmonary nodule in the right upper lobe, suggestive of malignancy.

one case of 32-year-old woman with brachial amyotrophic
dyparesis with anti-Hu antibodies,'" with no other cases
described in the literature, apart from our case.

Although PMND is considered a non-classical syndrome,
the PNS diagnostic criteria proposed by Graus et al."? allow
us to diagnose a ‘‘definitive PNS’’ in the presence of a well-
characterized onconeuronal antibody, even in the absence
of a classical clinical syndrome.

In conclusion, our case indicated a possible link between
antineuronal antibodies and MND, but further investigations
are required to evaluate their pathophysiological signifi-
cance.
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Miopatia nemalinica esporadica R

ccccccc

de inicio tardio manifestandose
como una insuficiencia
respiratoria hipercapnica

Late-onset sporadic nemaline myopathy
presenting as hypercapnic respiratory failure

Sr. Editor,

La miopatia nemalinica (MN) es una miopatia congénita que
se clasifica en funcion de la edad de inicio y de la gravedad
de la afectacion respiratoria y muscular, y que reconoce
una herencia autosomica dominante o recesiva. A nivel
anatomopatologico, las MN se caracterizan por depositos de
inclusiones citoplasmaticas con un aspecto de bastoncillos
(nemaline rods) que se tifien de rojo con el tricromico de
Gomori; la microscopia electrénica permite localizarlos a
nivel de la banda Z del sarcomero y estan formados princi-
palmente por acimulos de a-actina'?.

Las MN diagnosticadas en el adulto pueden ser formas
hereditarias que muestran un curso clinico lentamente pro-
gresivo de forma que son sintomaticas en la vida adulta,
o bien pueden ser una miopatia que se inicia y evolu-
ciona de forma subaguda en la vida adulta sin reconocer
un patrén hereditario. Esta MN esporadica de inicio en el
adulto, conocida con el acrénimo inglés SLONM (sporadic
late-onset nemaline myopathy), se caracteriza por un inicio
después de los 40 afnos, y con frecuencia esta asociada con
la presencia de una gammapatia monoclonal de significado
incierto (GMSI) o puede diagnosticarse en el contexto de
una infeccion por el virus de la inmunodeficiencia humana
(VIH)>7. Considerada como una presentacion fatal en el
adulto, actualmente la SLONM es un reto para el neurélogo
ya que puede ser un tipo de miopatia tratable, con evidencia
de respuesta a la inmunoterapia.

Presentamos el caso clinico de una paciente con insu-
ficiencia respiratoria que presenta nemalinas en la biopsia
muscular.

Mujer de 57 anos que ingresa en el servicio de Neumologia
con insuficiencia respiratoria hipercapnica necesitando
tratamiento con ventilacion mecanica no invasiva (VMNI).
Como antecedente médico presenta sordera neurosenso-
rial desde la infancia. Interrogada especificamente refiere
la presencia de debilidad muscular a nivel proximal en
los miembros inferiores desde unos 6 meses previos al
ingreso hospitalario, y en la exploracion se le aprecia ptosis
palpebral bilateral, debilidad en la musculatura exten-

sora del cuello y debilidad muscular apendicular proximal
con balance 4/5. El valor de la creatinoquinasa fue nor-
mal/bajo (22-44U/L). El estudio neurofisiologico mostro a
nivel electromiografico un patréon miopatico en la muscu-
latura proximal, con potenciales de unidad motora de baja
amplitud, con discreta polifasia y presencia de aisladas
ondas agudas positivas, y no se detectaron alteraciones en
la neurografia ni en la estimulacion nerviosa repetitiva. La
biopsia del musculo deltoides identificd, con la tincion del
tricromico de Gomori, acUmulos de bastones nemalinicos
que afectaban a la mayoria de las fibras musculares (fig. 1).

El proteinograma y la inmunoelectroforesis no mostraron
la presencia de una proteina monoclonal y la serologia para
la infeccion por el VIH fue negativa. Se realizd un panel
genético de miopatias congénitas que descarté mutaciones
en los genes conocidos causantes de MN, e incidentalmente
se detecto la mutacion ¢.1229G>A; p.(Arg410His) en hetero-
cigosis en el gen MYH14 —myosin heavy chain 14— localizado
en el cromosoma 19. La paciente recibié inicialmente
tratamiento con inmunoglobulinas intravenosas y posteri-
ormente prednisona como tratamiento de mantenimiento,
manteniéndose estable clinicamente en el seguimiento a 18
meses, pero continla dependiente de VMNI nocturna.

La SLONM es un trastorno muscular raro, cuya pre-
sentacion clinica es heterogénea, y es poco frecuente el
inicio clinico en el adulto como insuficiencia respiratoria
global®’. La SLONM se ha encontrado asociada en casi la
mitad de los casos a la presencia de una enfermedad hema-
tologica, fundamentalmente la GMSI o el mieloma mdltiple,
y también con la infeccion por el VIH. La NM relacionada con
el VIH tiene, como caracteristicas distintivas, la ausencia
de afectacion facial y respiratoria, y muestra una respuesta
clinica favorable al tratamiento inmunosupresor”. Histérica-
mente se consideraba que los pacientes con SLONM asociado
a la presencia de una proteina monoclonal tenian un peor
pronostico, y se caracterizaban por la severa debilidad y
atrofia muscular, disfagia e insuficiencia respiratoria. Sin
embargo, las evidencias bibliograficas mas actuales eviden-
cian que estos pacientes pueden responder a un tratamiento
intensivo con inmunoglobulinas intravenosas seguido de
quimioterapia o el trasplante autdlogo de médula dsea®”'°.

Los casos de SLONM no deben tener una mutacion
conocida en los genes responsables de causar las MN. El
gen MYH14 codifica la cadena pesada de una miosina no
muscular, que se expresa en todos los tejidos, pero princi-
palmente en el musculo esquelético —se denomina miosina
no muscular para diferenciar esta miosina de distribucion
ubicua de la miosina especificamente del tejido muscular—.
El gen MYH14 estd asociado a la sordera neurosensorial
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