
- Title 
The NeuroFab Study: Two year follow-up of Cognitive and Psychological functioning in patients with Fabry 
Disease 
  

- Background 
Fabry Disease (FD) is a rare, inherited lysosomal storage disease leading to renal, cardiac and/or cerebral 
complications. Cerebral manifestations include premature cerebrovascular accidents, transient ischemic 
attacks and the development of white matter lesions. Previous studies have suggested an association between 
FD and cognitive impairment but these were flawed either by lack of power, used variable assessment of 
cognitive functioning and/or merged results of different phenotypes and sexes. However, from personal clinical 
experience it has become clear that some males with end stage classical FD may develop severe cognitive 
impairment which has a huge impact on the quality of life of these patients. Therefore, it is of importance to 
gain an insight into the risk factors for and extent of cognitive impairment in FD. 
 

- Objectives 
Primary objectives:   
To investigate the prevalence of cognitive and psychological dysfunction in different subgroups of Fabry 
patients 
 
Secondary objectives:  
To investigate the changes of cognitive and psychological functioning in different subgroups of Fabry patients 
over a two-year follow-up period 
To investigate the association between cognitive and psychological functioning and multiple clinical, imaging 
and biochemical variables in different subgroups of Fabry patients  
To explore the phenotype of the cognitively impaired Fabry patient 
 

- Methods 
All Fabry patients will be screened by telephone for eligibility, according to inclusion and exclusion criteria. 
Fabry patients will undergo clinical assessment and diagnostic procedures in the context of standard clinical 
care in the AMC. These data have been prospectively entered into a clinical database which will be used in our 
study. 
In this prospective cohort study, we will use a neuropsychological test battery and questionnaires to gather 
data on cognitive and psychological functioning. These tests and questionnaires are not included in the routine 
clinical care for Fabry patients. For all neuropsychological tests and most of the questionnaires extensive Dutch 
normative data are available. These data have been adjusted for age, gender and education. Included patients 
will be followed for two years after inclusion. In the two years follow up period the included patients will be 
evaluated three times. There will be three visits to the AMC: at baseline, after one year and after two years. 
The prevalence of cognitive and psychological impairment in the subgroups of patients will be presented in 
absolute numbers and in percentage per subgroup. Results per cognitive domain and per cognitive test will be 
compared between males and females with classical and non-classical FD. Results of questionnaires and 
neuropsychological tests will be adjusted for potential confounding variables. The relation between several 
variables and the results of the cognitive and psychological tests will be assessed. 
 

- inclusion and exclusion criteria 
Inclusion 
In order to be eligible to participate in this study, a subject must meet all of the following criteria: 
• Signed informed consent 
• Agreeing to be informed about medically relevant personal test-results by a physician 
• Definite diagnosis of FD according to previously developed diagnostic criteria. 
 
Exclusion 
Subjects who meet any of the following criteria will be excluded from participation in this study: 
• Unwillingness to participate 
• Uncertain FD diagnosis 
• Unable to execute approximately two hours of neuropsychological tests 
• Medical conditions which make participation in the study not feasible (e.g. other diseases than FD 

affecting the brain), decided by a medical doctor during screening 



• Clinically relevant comorbidities, not attributable to FD, presumably influencing neuropsychological 
test results  

• Severe hearing loss and/or vision loss resulting in inability to complete neuropsychological tests and 
questionnaires 

 
- Start date/expected completion 

Start date:   06-2016 
Expected completion:  end of 2018 
 

- Expected number of patients 
65 patients with Fabry disease  
 

- Study type 
Single center. Prospective cohort.  


