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DATOS CLINICOS

* Varon de 58 anos con angiogueratomas
en parpado superior, proteinuria en
rango de sindrome nefrotico,
iInsuficiencia renal cronica.
Miocardiopatia.

Caso Consulta procedente del servicio de Anatomia Patologica del Hospital Santa
Maria Madre, Diputacion Provincial de Orense (1992).



























Diagnadstico;
Enfermedad de Fabry



Diagnostico diferencial ultraestructural
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Fabry disease: a morphologic study of
11 cases

ase. (a, b) Myelin-like inclusions in podocyte cyvtoplasm (a x 1800: b x 4200). (c—e)
;omposed of membrane-like material iated with glomerular basement membrane duplications (¢ x 4200;




“KEY POINTS” PARA EL DIAGNOSTICO

1. La microscopia electronica es importante para el
diagnostico de las enfermedades de depdsito.

2. Cuando se diagnostigue una enfermedad de Fabry
debe de valorarse la cronicidad de la lesion.

3. Es especialmente importante la valoracion de los
“semifinos” para la localizacion y semicuantificacion de los
depositos.

4. Existe un anticuerpo, el anti-Gb3 o CD77, que permite
el diagnostico de la enfermedad de Fabry en cortes de
parafina



Enfermedad de Fabry

(Fenotipo Clasico)

L laci¢ - Acidente cerebro-vascular
a acumuliacion isquémico precoz

mult|S|stem_|C§ de GSL - Hipertrofia ventricular
neutros, principalemte izquierda
Globotriaosilceramida - Hipo-hidrosis

(Gb3) ' e_s la base - Insuficiencia renal
patogénica de los progressiva
sintomas clinicos en
varones homozigotos y
hembras heterozigotas

- Angioqueratomas
- Acroparestesias

- Acroparestesias




Enfermedad de Fabry

(Formas clinicas)

‘ Enfermedad cardiaca

‘ Enfermedad del SNS

+ Enfermedad renal

Acroparestesias
| | | | |

o) [CEG) 40+
No diagnhosticada

diagnosticada - no grave
diagnosticada - grave



Enfermedad de Fabry

(Alteracion metabdlica)

Mutacion en el gen de la a-galactosidasa A (GLA)
localizado en g22.1 del cromosoma X.

Herencia ligada al cromosoma X.
Frecuencia estimada en 1:117.000 nacidos vivos.

Causa el mal funcionamiento de la hidrolasa
lisosomal a-galactosidasa A (alfa-gal o GLA),
responsable del catabolismo de los
glicoesfingolipidos (GSL) neutros.

Terapeutica de reposicion enzimatica con a-Gal A
recombinante humana (rhagalA) desde 2001.




MODELO ANIMAL DE LA ENFERMEDAD
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Abstract Fabry disease is a rare X-linked disorder caused
by mutations in the wa-galactosidase gene (GLA), the
resultant deficiency of lysosomal o-galactosidase enzyme
activity leading to systemic accumulation of globotriaosyl-
ceramide and other glycosphingolipids. L4 knockout
mice (“Fabry mice™) were generated as an animal model
for Fabry disease but, as they do not manifest progressive
chronic kidney disease (CKD), their relevance as a model
tor human Fabry nephropathy 1s uncertain. We evaluated
the histological alterations in the kidneys of Fabry mice at

different ages, as contrasted to those observed in wild-type
mice. Furthermore, we compared the renal histological
alterations of Fabry mice to the kidney pathology reported
in patients with Fabry disease at comparable age ranges and
across different CKD stages, using a scoring system that
has been developed for Fabry nephropathy. Fabry mice are
phenotypically different from wild-type mice, displaying
progressive age-related accumulation of glycosphingolipids
in all types of renal cells. There were no statistically
significant differences between Fabry mice and Fabry
patients in the prevalence of glycosphingolipid storage per
renal cell type with the exceptions of mesangial (higher in
humans) and proximal tubular cells (higher in mice).
However, Fabry mice lack the nonspecific histological
glomerulosclerotic and interstitial fibrotic renal lesions that
best correlate with progressive CKD in Fabry patients, and
do not develop large podocyte inclusions. We postulate that
the elucidation of the mechamsms underlying these species
differences, may contribute important clues to a better
understanding of the pathogenesis of Fabry nephropathy.
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