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* Alzheimer’s disease (AD) is a common, irreversible subtype of dementia in industrialized countries and characterized by the progressive appearance of
abnormalities in biomarkers before its symptoms.

* Pre-clinical diagnosis is the key to a better efficiency in treatments when administrated.

* However, biomarkers have shown a more important role in subject stratification rather than the identification of subjects prone to develop AD.

e A future standardization of these to enhance clinical essays and the development of new drugs is considered a medical need.
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Fig 1. Obtained and adapted from Lista S et al., J Nutr Health Aging (2015)[1,4]

* Therapeutic trials should be focused on early stages, requiring more

Randomized, multicenter,double-blind, placebo-controlled Phase Il (-) trials (2014)[2] diagnosis tools. New diagnostic criteria based on biomarkers has
provided a new therapeutic window for detection in early stages.

e Even though amyloid positivity is a good marker on identifying
subjects, actual studies with PET and CSF are difficult to standardize
globally. So new positivity measures are needed.

e Evidence of target engagement in SNC and evidence of downstream
effects on relevant biomarkers may be established,

* As a result of Phase lll trials failure, new trial designs, including
adaptive and targeted designs, should be explored.
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* Value of stratifying participants
 Biomarker and structural neuroimaging studies in AB - subjects are needed

 Amyloid removal alone may not be sufficient to slow AD progression
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