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Siderosis meningea en un n
paciente portador de la
variante p.Arg92GIn del gen

TNFRSF1A

Meningical siderosis in a patient carrying the
p.Arg92Gin variant TNFRSF1A gene

Sr. Editor:

La siderosis meningea (SM) es una entidad rara debida al
depdsito de hemosiderina secundario a sangrados recurren-
tes en la capa subpial de las meninges. Estos depositos
producen de manera progresiva proliferacion glial, fibrosis y
finalmente la lesion de las neuronas de la superficie cere-
bral. El sindrome periddico asociado al receptor del TNF
(TRAPS) es una enfermedad autoinflamatoria con herencia
dominante caracterizada por episodios prolongados de fie-
bre, mialgias y exantema migratorios, serositis asépticas y
elevacion de reactantes de fase aguda.

Paciente varon de 46 afnos con retraso mental moderado,
no filiado, con un grado de disminucion psiquica del 65%.
Entre sus antecedentes familiares destaca una amiloidosis
secundaria en su padre, portador de la variante heteroci-
gota p.Arg92Gln del gen TNFRSF1A. Entre sus antecedentes
personales destacan crisis comiciales a los 15 anos, sin nece-
sidad de tratamiento actual, y presbiacusia bilateral (OD
64%; Ol 37%). Consulta por inestabilidad progresiva, de 2
anos de evolucion, envejecimiento prematuro, abasia grave,
sin lentitud ni dificultades en el giro, desorientacion tem-
poroespacial y con cambios de humor frecuentes. Presento
un test de Romberg positivo, no objetivandose disartria,
alteraciones de la deglucion, diplopia, nistagmo, focalidad
motora de vias largas ni dismetrias en extremidades. Todos
los estudios hematologicos y bioquimicos realizados, inclu-
yendo proteinograma y niveles plasmaticos de reactantes
de fase aguda, fueron normales o negativos. Asimismo, el
analisis del gen TTR no demostro variantes patogénicas.

La ecografia abdominal y la colonoscopia fueron nor-
males, mientras la gastroscopia evidencié una hernia de
hiato. Las biopsias de duodeno y recto no presentaban
depdsitos amiloideos. La RMN cerebral demostré atrofia
cerebelosa, especialmente de vermis, y depdsitos difusos de
hemosiderina en fosa posterior (fig. 1a) y, en menor grado,
en surcos cerebrales (fig. 1b), con marcada susceptibilidad
magnética en las secuencias de gradiente. El electromio-
grama fue normal.

En base a sus antecedentes familiares se realizo el estu-
dio genético mediante un panel de genes responsables de
enfermedades autoinflamatorias que incluia los genes MEFV,
TNFRSF1A, MVK, NLRP3, NOD2, PSTPIP1y CECR1. La libreria
se genero mediante amplificacion de todos los exones y las
regiones intronicas adyacentes. La secuenciacion se realizo
en la plataforma NextSeq (Illumina), y entre los criterios de
analisis de las secuencias obtenidas se incluia una cobertura
minima 50x. Asimismo, todas las variantes clasificadas como
patogénicas, probablemente patogénicas o de significado
incierto fueron confirmadas mediantes secuenciacion tipo
Sanger. El estudio reveld un genotipo heterocigoto sencillo
para la variante p.Arg92Gln (fig. 2).

La SM es una entidad clinica poco frecuente. Antes del
advenimiento de la RMN, su diagnéstico se realizaba inci-
dentalmente, bien en intervenciones quirlrgicas, bien en
necropsias. Actualmente, las imagenes de RMN son patog-
nomonicas, permitiendo obtener su diagnostico incluso en
fases tempranas. El hallazgo mas caracteristico son las
hipointensidades lineales en secuencias T2 a lo largo de las
superficies leptomeningeas vermianas y cerebelosas, y de
forma menos extensa las superficies leptomeningeas cere-
brales.

En un 50% de los casos, su causa es desconocida', mien-
tras que en otros se ha relacionado con hemorragia cerebral
asociada a tumores, a la angiopatia amilodea?® y a mal-
formaciones vasculares*®. En el caso aqui presentado no
se demostré ninguna de estas causas, incluyendo la ami-
loidosis leptomeningea, una forma de presentacion clinica
rara entre las amiloidosis hereditarias por mutaciones en
el gen TTR. En el paciente aqui descrito se ha detectado
una variante en el gen TNFRSF1A. Mutaciones en este gen
originan el TRAPS, una enfermedad autoinflamatoria con
herencia dominante caracterizada por episodios prolonga-
dos de fiebre, mialgias y exantema migratorios, serositis
asépticas y elevacion de reactantes de fase aguda’. Oca-
sionalmente, durante la edad adulta, algunos pacientes ven
complicado el curso de su enfermedad con el desarrollo de
amiloidosis de tipo AA2.

Lo intrigante del presente caso es la coexistencia de la
SM con la variante p.Arg92Gln del gen TNFRSF1A. Por un
lado, en el paciente aqui descrito no se han objetivado epi-
sodios febriles recurrentes ni tampoco hay evidencias de
depdsito amiloideo de tipo AA. La edad de inicio del TRAPS es
mayormente pediatrica, aunque en algunos portadores de la
variante p.Arg92Gln, la sintomatologia puede aparecer en la
edad adulta’. Finalmente, los pacientes portadores de esta
variante son un grupo clinicamente heterogéneo, desde indi-
viduos asintomaticos/presintomaticos hasta pacientes que
van a precisar tratamientos biologicos antiinflamatorios.

En un trabajo previo se demostraron cambios microan-
giopaticos a nivel cerebral en pacientes afectos de TRAPS'®.
A pesar de ello, no hay evidencias claras de las causas
que pueden relacionadas la aparicion de la SM con este
sindrome. A modo de hipoétesis, se podria pensar en una
alteracion de la permeabilidad de la barrera hematoen-
cefalica. En el TRAPS se observa un aumento marcado de
multiples citocinas inflamatorias circulantes. Entre estas
destaca la IL-1beta, hasta el punto que los tratamientos
blogueantes de esta citocina son en la actualidad los mas
efectivos en su tratamiento''. A nivel de la barrera hema-
toencefalica, el aumento de IL-1 produce un incremento de
la MCP-1, que puede provocar una alteracion de las uniones
estrechas de la barrera hematoencefalica, conllevar un
aumento de su permeabilidad'?, que alteraria el transporte
de transferrina a través de ella y como consecuencia
aumentaria el deposito de de ferritina en el tejido cerebral.

En resumen, presentamos el primer caso descrito de un
paciente en el que concurren SMy la variante p.Arg92Gln del
gen TNFRSF1A. Debido a la posible existencia de una rela-
cion entre ambas entidades, creemos conveniente incluir
esta enfermedad inflamatoria monogénica en el diagnostico
diferencial de la SM.

237


https://doi.org/
http://www.elsevier.es/neurologia
http://crossmark.crossref.org/dialog/?doi=10.1016/j.nrl.2021.05.004&domain=pdf
http://dx.doi.org/10.1016/j.nrl.2021.05.004
http://dx.doi.org/10.1016/j.nrl.2021.05.004
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
dx.doi.org/10.1136/bcr-2016-218883
dx.doi.org/10.1016/j.wnsx.2018.100002
dx.doi.org/10.1308/rcsann.2019.0069
dx.doi.org/10.3238/arztebl.2019.0054
dx.doi.org/10.7916/D8R79N2F
dx.doi.org/10.1186/s12887-019-1798-7
dx.doi.org/10.3390/children7120290
dx.doi.org/10.2147/NDT.S163646
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0125
dx.doi.org/10.7916/D8SX7WFQ
dx.doi.org/10.1016/j.nrl.2016.08.002
dx.doi.org/10.1016/j.nrleng.2018.10.016
https://cima.aemps.es/cima/dochtml/ft/09514017/FT_09514017.html
https://cima.aemps.es/cima/dochtml/ft/09514017/FT_09514017.html
dx.doi.org/10.1016/j.nrl.2019.10.001
dx.doi.org/10.1016/j.nrl.2019.10.001
mailto:martamaringracia91@gmail.com
https://doi.org/10.1016/j.nrl.2021.05.004
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.nrl.2021.05.003&domain=pdf
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0045
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0045
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0045
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0045
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0045
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0045
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0045
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0045
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0045
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0045
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0050
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0055
https://www.aemps.gob.es/medicamentosUsoHumano/informesPublicos/docs/IPT-evolocumab-repatha.pdf
https://www.aemps.gob.es/medicamentosUsoHumano/informesPublicos/docs/IPT-evolocumab-repatha.pdf
https://www.aemps.gob.es/medicamentosUsoHumano/informesPublicos/docs/IPT-evolocumab-repatha.pdf
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0065
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0070
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0075
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
mailto:Paula3.pl@gmail.com
https://doi.org/10.1016/j.nrl.2021.05.003
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.nrl.2021.05.002&domain=pdf
dx.doi.org/10.1016/j.yebeh.2015.07.041
dx.doi.org/10.1177/1740774513484392
dx.doi.org/10.1186/s13023-015-0331-9
dx.doi.org/10.1093/brain/118.5.1273
dx.doi.org/10.1007/s11910-010-0176-5
dx.doi.org/10.1093/brain/awl125
dx.doi.org/10.1109/42.906424
dx.doi.org/10.1111/j.1528-1167.2006.00374.x
dx.doi.org/10.1002/ajmg.a.35917
dx.doi.org/10.1016/j.eplepsyres.2014.10.010
dx.doi.org/10.1093/brain/awh357
dx.doi.org/10.1016/j.neurol.2019.01.392
mailto:myriangulo@hotmail.com
https://doi.org/10.1016/j.nrl.2021.05.002
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.nrl.2021.03.013&domain=pdf
dx.doi.org/10.1016/S1474-4422(09)70127-9
dx.doi.org/10.3988/jcn.2010.6.1.1
dx.doi.org/10.1016/0248-8663(96)80711-9
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0080
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0085
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0085
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0085
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0085
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0085
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0085
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0085
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0085
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0085
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0085
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0085
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0090
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
http://refhub.elsevier.com/S0213-4853(21)00096-7/sbref0095
dx.doi.org/10.1038/383707a0
dx.doi.org/10.1016/S0140-6736(97)08083-5
dx.doi.org/10.1016/j.jocn.2017.08.029
dx.doi.org/10.1097/MOH.0000000000000497
dx.doi.org/10.1016/j.jstrokecerebrovasdis.2018.10.040
mailto:otto.fustes@hc.ufpr.br
https://doi.org/10.1016/j.nrl.2021.03.013
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.nrl.2021.04.009&domain=pdf

M. Marin Gracia and A.M. Gutiérrez Alvarez

Figura1 a. Se observa marcada susceptibilidad magnética en las secuencias de gradiente en fosa posterior por depositos difusos
de hemosiderina. b. Presencia de hipointensidades lineales en secuencias potenciadas en T2 siguiendo las superficies leptomeningeas
cerebrales.
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Figura 2 El estudio del gen TNFRSF1A revela un genotipo heterocigoto sencillo para la variante p.Arg92Gln.
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Hemifacial spasm followed by R
predominantly unilateral upper
limb monochorea unmasking

type-2 diabetes mellitus

Espasmo hemifacial, seguido de corea
predominantemente braquial unilateral, como
forma de presentacion de una diabetes
mellitus tipo 2

Dear Editor,

The conclave of acute onset movement disorders in dia-
betes mellitus (DM) is ever-evolving." Even, on many
occasions, movement disorder itself has been the presen-
ting manifestation of previously undiagnosed DM, especially
reported from developing countries like India, where health-
related awareness is considered still inadequate.”? Amid
several kinds of movement disorders in DM, hemicho-
rea/hemiballism is a well-recognized entity, unlike others
such as hemifacial spasm (HFS) and upper limb monochorea,
which have been rarely reported.?® Further, a combination
of both HFS and predominantly upper limb monochorea is
unheard of in diabetic striatopathy.

Authors hereby report a case of a previously healthy
elderly man from rural India presenting with recent
onset left-sided HFS. This case was evaluated clinico-
radiologically and treated accordingly without any improve-
ment for two weeks, following which he came to our clinic
having a predominantly left upper limb monochorea. He was
finally diagnosed to be a case of diabetic striatopathy and
managed successfully. This single case, again, emphasizes
upon the fact that blood glucose status should be checked

at point-of-care especially in cases of both common and rare
types of recent onset movement disorders.

Case report

A 61-year-old male visited the clinic of the department of
General Medicine at Burdwan Medical College & Hospital,
Burdwan, West Bengal, India, as he had been experiencing
increasing involuntary intermittent twitching of the muscles
of the left side of the face, including the left upper eyelid,
for last one month. Alongside that, he was having sudden
onset involuntary semi-purposeful dancing movements (flo-
wing from distal to proximal limb) predominantly affecting
his left upper-limb for the last 36 h.

He had consulted several physicians and one neurolo-
gist for the last one month before visiting us. The initial
phenomenon was diagnosed as left-sided HFS, but etiolo-
gic diagnosis remained elusive. On probing, he complained
of malaise, increased thirst, and excessive frequency of
urination and generalized weakness for last few days.
Past medical, surgical and family history was unremar-
kable, except both his parents were having type-2 DM.
His vital signs were all stable. Neurological examina-
tion displayed left-sided HFS along with predominantly
left upper limb monochorea and subtle truncal chorea
(video, see supplementary data associated with this arti-
cle). His cognitive functions were intact. The patient’s
oropharyngeal swab test for SARS-CoV-2, by qualitative
real-time reverse-transcriptase—polymerase-chain-reaction
assay, was negative. Measured capillary blood glucose level
was 640mg/dL. Complete blood cell count, liver, kidney
and thyroid function tests were normal. Arterial blood gas
analysis, serum electrolytes, C-reactive protein, urine and
plasma ketones, electrocardiography, chest-X-ray, abdomi-
nal ultrasound, and blood and urine cultures were negative
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