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REsuMoO

A doenca de Fabry (MIM+301500) é uma doenca de
hereditariedade ligada ao cromossoma X resultante da actividade reduzida
da enzima lisossomal a-galactosidase A, necessaria para o catabolismo
dos glicoesfingolipidos e codificada pelo gene GLA, localizado em Xqg22.1.

No decurso do estudo genético do gene GLA em doentes com
suspeita de Doenca de Fabry sdao encontradas variagdes da sequéncia de
referéncia publicada, cuja interpretacdo, com alguma frequéncia, se
revela problematica. Um dos pardmetros necessarios para a classificacao
como mutacdo patogénica ou como variacdo polimérfica é a avaliacdo da
sua frequéncia numa populacao de controlos saudaveis.

Deste modo, neste trabalho, usando metodologia adequada,
avalidmos, numa populacdao de 114 individuos portugueses, 43 do sexo
masculino e 71 do sexo feminino (no total: 185 cromossomas X), a
frequéncia das variantes alélicas encontradas até ao momento na
populacdo portuguesa, algumas das quais ndo tinham sido previamente
descritas: -30ATGG>A, -12ATGG>A, -10ATGC>T IVS4+68A>G;
IVS4+1518CTTAAA>del6bp; IVS4+1583T>C; IVS4+1703A>G; e
IVS6+249C>T. A maioria destas variacdes ja estava reportada como
polimorfismo mas poucas tinham estudos populacionais adequados.

Confirmamos que todas variantes estudadas sdo polimorfismos,
sendo a variacdo -30ATG G>A a Unica na nossa populagdo com uma
frequéncia inferior a 1% (0,5%). Em cada variante, comparamos
estatisticamente as frequéncias genotipicas com as que seriam de esperar
pelo Equilibrio de Hardy-Weinberg, concluindo que todas as variantes
estudadas estdo de acordo com o referido modelo, excepto a variante
IVS4+4+1703 A>G, cujos os dados observados diferem dos esperados, para
o nivel de significancia escolhido de 5%.

Finalmente, concluimos pela existéncia de segregacdo conjunta
entrealguns destes polimorfismos. A interpretacdo dos dados obtidos
sugere a existéncia de 7 haplétipos diferentes na populagao estudada,
tendo sido formuladas duas possiveis hipdteses explicativas para a sua

génese.



ABSTRACT

Fabry disease (MIM+301500) is an X-linked condition caused by
deficient activity of the lysosomal enzyme a-galactosidase A, necessary
for the glycosphingolipid catabolism and coded by the gene GLA, located
in Xq22.1.

During the molecular analysis of the GLA gene in patients with a
possible form of Fabry disease, several sequence variants are found which
interpretation is frequently problematic. One of the parameters required
for the classification as a pathogenic mutation or a polymorphism is the
evaluation of its frequency in a healthy control population.

In this study, using appropriate methods, in a population of 114
Portuguese individuals, 43 males and 71 females (in a total of 185 X
chromosomes), we evaluated the frequency of the allelic variants found so
far in the Portuguese population, some of which have not previously been
described: -30ATGG>A, -12ATGG>A, -10ATGC>T IVS4+68A>G;
IVS4+1518CTTAAA>del6bp; IVS4+1583T>C; 1IVS4+1703A>G; and
IVS6+249C>T. Most of these variants were already reported as
polymorphisms but few had proper population studies.

We confirmed that all the analysed variants were polymorphisms,
being the variant -30ATGG>A the only with a frequency below 1%
(0,5%). In each polymorphism, we compared statistically the genotypic
frequencies we those expected by the Hardy-Weinberg Equilibrium. We
concluded that all the polymorphisms were in accordance with the
referred model except the variant IVS4+1703 A>G, which observed data
is different from the expected data, for the level of significance of 5%.

Finally, we found the existence of linkage disequilibrium between
some polymorphisms. The analysis of the data obtained suggests the
existence of 7 different haplotypes in our population, having been

proposed two possible hypotheses for their genesis.
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