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Science
Basic and clinical scientists realized that they have long underestimated the
complexity of dementia. With the world population ageing at an unprecedented
scale and the absence of curative therapies or preventive strategies, the number
of people living with dementia worldwide today is estimated at 47 million and set
to almost more than triple by 2050. In the past 30 years, major progress in
molecular genetic research allowed the identification of a significant number of
monogenic autosomal dominant genes as well as susceptibility genes for
dementia, leading to the recognition of key molecular processes underlying
neurodegeneration. Notably most of these discoveries were realized in large
families with an early disease onset. When dementia occurs before the age of 65
years, it is classified as early‐onset dementia (EOD), with the leading causes
being Alzheimer’s disease (AD) and Frontotemporal dementia (FTD). However,
despite these discoveries, 80% of all dementia cases remain still unexplained by
mutations in known genes. The aim of this PhD project is to identify novel disease
causing and disease-modifying/protective genetic profiles, by focusing on the
subgroup of the EOD patients. Because these patients suffer from a disease of the
aging brain at a relatively young age, they have an extreme presentation of the
disease and as such can be expected to have a strong genetic heritage. Study of
this subgroup of dementia patients will therefore more likely lead to identification
of novel genes and molecular signatures of dementia. Furthermore, we expect
that novel genes and gene products identified in this study will also be relevant
for the more common late‐onset forms.
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