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Educational Objectives  
1. To learn about the syndrome-based approach for the use biomarkers in dementing disorders 
2. To discuss the use of molecular imaging biomarkers in the diagnostic workflow of AD, FTD and 

parkinsonian syndromes 
3. To discuss the integration of Molecular Imaging biomarkers with non-imaging biomarkers in patients 

with mild cognitive impairment and dementia. 
 

Summary  
Imaging and fluid biomarkers can detect the molecular neuropathological determinants of cognitive 
impairment and are useful diagnostic tools in the clinical practice. However, performing all available 
biomarkers in every patient is impractical or prohibitively expensive, and prioritization is still undefined 
due to insufficient evidence. A European intersociety consensus based on Delphi methodology has been 
organized to compound available evidence with expert advice into a diagnostic workflow for efficient 
biomarker use in the clinic.  



 

Twenty-two dementia experts delegated by eleven European scientific societies and a representative of 
a European patient advocate organization joined the initiative. A systematic review of accuracy studies 
regarding the performance of biomarkers in predicting the conversion of MCI to dementia or in 
detecting neuropathology has been performed. Studies were selected according to the following 
criteria: 1) sample size≥50 Mild Cognitive Impairment (MCI); 2) follow-up≥3 years; 3) gold standard: 
conversion to dementia or pathology; 4) measures of accuracy. Quality of evidence was rated using the 
Quality Assessment of Diagnostic Accuracy Studies (QUADAS-2). A web-based Delphi methodology was 
used to define the a priori assumptions of the initiative. 

167 manuscripts out of 2200 satisfied the selection criteria. The QUADAS-2 assessment stated that 
quality of evidence was acceptable-to-strong (with the most robust and generalisable evidence 
concerned the performance of amyloid-PET and MRI, with, respectively, 78% and 76% of the studies 
without risk of bias or applicability concerns). 

During the first Delphi round, launched on November 2020, panelists converged on assumptions. In 
details, they agreed to define a workflow for the effective use of biomarkers in the etiological diagnosis 
of MCI and mild dementia. The workflow is intended to be used in specialist outpatient services. It 
moves from a syndrome-based approach and, when neurodegeneration is established, defines the 
molecular aetiology. Congruently, the first-level of clinical assessment consists of clinical-
neuropsychological evaluation and morphological imaging. Biomarkers were categorized as markers of i) 
pathophysiology and ii) neurodegeneration. The panel multidisciplinarity, the quality of the evidence 
from the literature review and the agreed a priori assumptions ensure a solid methodological 
framework for the definition of the diagnostic workflow which will be discussed during the session. 
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