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Cerebral small vessel disease (CSVD) is caused by dysfunction of small 
blood vessels particularly in a part of the brain called the white substance, 
in which nerve cells are enwrapped by an insulating sheath called myelin 
that is produced by cells called oligodendrocytes. CSVD causes a breakdown 
of myelin, but the reasons for this are unclear. We hypothesize that CSVD 
does not only arise from defects in blood vessels of the brain, but that 
oligodendrocyte dysfunction contributes to initiation and progression of 
the disease. This project will answer the question of what is the role of 
oligodendrocytes in CSVD. A particular focus will be on lysosomes, which are 
cellular organelles that allow cells to degrade and recycle their components, 
but which we hypothesize to be perturbed in oligodendrocytes, leading to 
their dysfunction.
In this project, we will characterize at the cellular and molecular level how 
oligodendrocyte dysfunction contributes to CSVD pathology. We expect to 
gain a deeper understanding of the molecular mechanisms contributing to 
the dysfunction of lysosomes in oligodendrocytes and the development 
of the disease. Through this, we aim to identify molecules that can be 
tested as new targets for potential therapies. 
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