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Os laboratérios de genética molecular enfrentam varios de-
safios na sua actividade de suporte ao diagndstico genético. Por
um lado existe a press@o constante para incorporar novas tec-
nologias e abordagens metodoldgicas ao diagnoéstico molecular.
Por outro lado vem-se agudizando a necessidade de interpretar
e classificar quantidades crescentes de dados produzidos por
métodos cada vez mais poderosos e abrangentes, e pela ana-
lise paralela ou sequencial de uma ndmero também crescente
de genes associados a doengas genéticas complexas, hetero-
géneas e de penetrancia incompleta. Neste contexto, a imple-
mentacao de um processo de classificagdo de variantes genéti-
cas que maximize a utilidade clinica do relatério de diagndstico
molecular é fundamental. No fundo, um relatério de diagndstico
genético que inequivocamente indique se a informacéo dispo-
nibilizada deve, ou néo, ser tida em conta no processo de de-
cisdo clinica. Nesta apresentagdo serdo discutidos alguns dos
problemas enfrentados pelo laboratério de diagndstico genético
durante o processo de classificagdo de variantes genéticos e
como a incorporagdo das ultimas recomendacdes da ACMG
(American College of Medical Genetics and Genomics) podem
tornar este processo mais simples, reprodutivel e comparavel
entre laboratdrios.
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Hypertrophic cardiomyopathy (HCM) is the most common
inherited cardiovascular diseases, with a prevalence of at least
1 in 500 in the general population. HCM is characterized by
left ventricular hypertrophy, in the absence of other loading
conditions, such as hypertension or storage/infiltrative disorders
(e.g., Fabry disease, amyloidosis). The characteristic feature
of HCM is the substantial clinical and genetic heterogeneity in
presentation, ranging from asymptomatic patients to progressive
heart failure and sudden cardiac death (SCD). HCM can occur
at any age, most often in young adults, although it may also
develop late in life, or in childhood. HCM represents the most
frequent cause of SCD in teenagers and young adults, especially
in athletes.

Familial HCM caused by pathogenic variants in one of the
genes that encodes different components of the sarcomere is
inherited in an autosomal dominant pattern. In more than half
of the HCM patients the disease-causing mutation is detected
by the current genetic tests. After the detection of the causal
mutation in the proband, the cascade screening by predictive
DNA testing of relatives is possible. Prevention of SCD in
patients with a high risk by means of an implantable cardioverter
defibrillator is effective.

The benefits and limitations of the genetic testing and the
categories of possible results (positive, variant of unknown
significance and negative) will be discussed.

Genetic counseling before and after genetic testing, including
discussion of risks, benefits, reproductive, professional, and
sports advice, will increase understanding of the medical and
familial implications of test results.
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