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Carta al Editor

La p.(Tyr135His), una nueva variante asociada a
la fiebre mediterrdnea familiar i
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p-(Tyr135His), a new variant associated with familial
Mediterranean fever

Seiior Editor,

La fiebre mediterranea familiar (FMF) es la enfermedad auto-
inflamatoria hereditaria mas frecuente!. Se transmite de forma
autosémica recesiva, y hay identificadas 393 variantes.

Varén de 51 afios, exfumador, con trastorno ansioso depresivo,
glaucoma, al que se le habia practicado una faquectomia bilateral.
Referia que entre los 16 y los 18 afios de edad habia padecido unos
episodios de fiebre de 37-38°C, que aparecian periédicamente y
duraban una semana. Actualmente seguia tratamiento con vortio-
xetina 20 mg/24 horas y anafranil 35 mg/24 horas.

Consulté para realizar un andlisis de control, asintomatico. Revi-
sando los andlisis rutinarios previos, en algunos se observaba
elevacion de la proteina C reactiva, hasta de 128 mg/l (normal 0-5).

En la exploracién fisica solo presentaba una lesién pigmentada,
plana, de gran tamafio de color marrén en la cara anterior de las
piernas y de los pies (fig. 1a).

El hemograma y la bioquimica eran normales: beta 2 microglo-
bulina 2,43 mg/l (normal 0,80-2), complemento CH50 >95U/ml
(normal 42-95), factor de necrosis tumoral (TNF-alfa) 13,1 pg/ml
(normal 0-12,4). Enzima convertidora de la angiotensina, inter-
leucina1, interleucina6, inmunoglobulinas, complemento C3,
complemento C4 y factor de crecimiento endotelial vascular eran
normales.

Anticoagulante lapico: 1,32 (positivo >1,20). Factor reuma-
toide, anticuerpos antinucleares, ENA SSA/RO, ENA SSB/La, ENA
SM, ENA Scl-70, anticuerpo péptido citrulinado C, anticuerpo anti-
células endoteliales, anticuerpo anti-proteinasa3 y anticuerpo
anti-mieloperoxidasa fueron negativos.

En la tomografia axial de térax y abdomen destacaban unos
ganglios calcificados mediastinicos e hiliares; una adenopatia axi-
lar derecha de 10 mm de didmetro; ganglios axilares bilaterales de
tamafio subcentimétrico, mesentéricos, retroperitoneales paraadr-
ticos e iliacos bilaterales, algunos calcificados; bazo con mudltiples
calcificaciones milimétricas; litiasis puntiformes en el sistema
colector medio del rifién derecho y el sistema colector inferior del
rifién izquierdo; también se observé una lesion blastica en el hueso
iliaco derecho.

La biopsia de piel de la lesién situada en la parte anterior de
la pierna mostraba una capa basal hiperpigmentada con atrofia
de papilas epidérmicas; tanto la dermis papilar como la reticular
tenian una moderada fibrosis, junto a un infiltrado inflamatorio
linfocitario perivascular; el paniculo adiposo subcutaneo a nivel
lobulillar tenia cambios distréficos, adipocitarios y de esteato-
necrosis; los septos estaban moderadamente engrosados por la

Figura 1. a) Lesion pigmentada, plana, de gran tamafio, de color marrén, en la cara
anterior de las piernas y de los pies. b) Infiltrado inflamatorio lobulillar con histioci-
tos y células gigantes multinucleadas, ambos con cambios xanticos, en relacion con
dreas de lipodistrofia/esteatonecrosis.

fibrosis; se observaban histiocitos y células gigantes multinuclea-
das, ambos con cambios xanticos, en relacién con las areas de
lipodistrofia/esteatonecrosis, siendo todo compatible con una pani-
culitis lobulillar mas necrosis lipofagica histiocitaria (fig. 1b). La
tincién con rojo Congo de las biopsias de piel, de recto y de la grasa
subcutanea fue negativa.

El estudio de enfermedades autoinflamatorias detect6 en el gen
MEFV (Mediterranean fever) la variante heterocigota p.(Tyr135His);
este cambio de tipo missense predice la sustitucién de un aminoa-
cido tirosina por histidina en la posicién 135 de la proteina.

La FMF se sospecha ante episodios febriles breves, recurren-
tes, con intervalos asintomaticos, que suelen aparecer antes de los
20 afios; pueden aparecer lesiones erisipeloides en piernas y en el
dorso de los pies?, aunque son infrecuentes, y también pueden
observarse adenopatias®. Durante los brotes suele haber eleva-
ciones de los reactantes de fase aguda®. Los analisis rutinarios


https://doi.org/
http://www.reumatologiaclinica.org
http://crossmark.crossref.org/dialog/?doi=10.1016/j.reuma.2023.09.010&domain=pdf

FJ. Nicolds-Sanchez, L.E. Pons I Ferré, F.J. Nicolds-Sarrat et al.

evidenciaron elevaciones de la PCR, la beta2 microglobulina y el
complemento CH 50, revelando un estado inflamatorio.

La variante p.(Tyr135His) no se encuentra descrita en las bases
de datos clinicas ni en la bibliografia cientifica consultada hasta
el momento de realizar este trabajo. Si aparece anotada en la
base de datos dbSNP (database of Single Nucleotide Polymorphisms)
(rs145078602), pero no en la base de datos de frecuencia pobla-
cional gnomAD (The Genome Aggregation Database). El predictor
bioinformatico CADD (Combined Annotation Dependent Depletion)
estima que el cambio tendria un efecto tolerado (< 10).
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The Latin-American rheumatology community )
needs to put the eye on ocular cicatricial B
pemphigoid

La comunidad reumatolégica latinoamericana necesita poner
el ojo en el penfigoide cicatricial ocular

Dear Editor,

Mucous membrane pemphigoid is a systemic and scarring
autoimmune disease. Isolated ocular involvement has classically
been called ocular cicatricial pemphigoid (OCP). This entity can
lead to irreversible blindness if not treated early.!? Treatment is
always systemic; thereby, ophthalmologists seek the support of
rheumatologists, dermatologists, or a clinician with autoimmunity
knowledge.? Given the lack of epidemiological data in our region,
the seriousness of this pathology, and it is supposed unfamilia-
rity by medical professionals of these specialties, it is proposed to
carry out this work. Our objective was to know the familiarity of
rheumatologists and ophthalmologists with OCP in our region.

A survey was conducted online through a Google form link. The
questionnaire was primarily directed toward rheumatologists and
ophthalmologists who are members of scientific societies in Ame-
rica. The questionnaire consisted of 13 questions about the age, sex,
country, specialty, principal place of work (public or private institu-
tion or private practice), whether or not they are familiar with the
entity, how many patients they see annually, the specialties with
which they work to address these patients, diagnostic methodo-
logy (clinical vs. biopsy), the treatments used, and the difficulties
in approaching these patients in daily practice. For those physicians
who saw at least two patients with OCP in the last year and ans-
wered that they were familiar, we considered them familiar and
up-to-date with the disease.

We received 463 surveys, and 433 were included, excluding
duplications and those surveyed that did not belong to an Ame-

rican country. Three hundred-seven (70.9%) were rheumatologists,
and 112 (25.9%) were ophthalmologists. Other specialties were der-
matologists, immunologists, and clinicians. Most participants were
from Argentina, Colombia, Chile, and Mexico. Table 1 describes the
general characteristics of the respondents.

Forty percent reported being familiar with the OCP. Among
them, 66.1% were ophthalmologists and 31.3% were rheumato-
logists. When we analyzed only the group of ophthalmologists’
familiarity with the OCP, we observed that the specialty to which
these patients are most referred is rheumatologists (85%).

The main difficulties reported in the management of these
patients were: (1) the lack of information, and diffusion of the
OCP in the different scientific activities and texts of the specialties
involved in treating this entity; (2) the difficulty in accessing and
performing the biopsy of the ocular conjunctiva; (3) the difficulties
in communication between specialists to carry out an appropriate
follow-up.

Like other authors,>* we emphasize the key to success with
this entity is to have an early multidisciplinary approach. Consi-
dering the main difficulties, we believe that more focus should be
placed on increasing the scientific activities related to this disease
in congresses and journals, mainly related to rheumatology. Furt-
hermore, it is important to address the challenges associated with
biopsies that are likely caused by factors such as the high costs of
immunofluorescence, inadequate insurance coverage, and the lack
of pathologists specialized in OCP.*

Alimitation of this study is that the survey distribution may have
been different per country. Also, the low number of dermatologists
involved maybe was that the survey was primarily driven by the
rheumatology field, which may not have effectively reached out to
many dermatologists.

Observing the high percentage of unfamiliarity with this entity
by rheumatologists (70%) and the significant referral of these
patients to rheumatology by ophthalmologists familiar with OCP
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