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Abstract: 
Background:  Alzheimer’s disease (AD) is a complex neurological disorder and the most common form of dementia.  The pathogenesis of AD is  hallmarked by neuronal loss, accumulation of intra-neuronal Tau proteins, and extracellular neuritic aggregation of amyloid plaques (A) peptides. The causative genes in AD (PSEN1, PSEN2 and APP) are well known in the familial form of AD, but still need to explore the other genetic risk factors that are related to amyloid peptides and Tau proteins mechanisms in AD.
[bookmark: _GoBack]Objective: In the present work, we aimed to assess the presence of rare variants with predicted damaging impact that are related to  amyloid peptides and Tau mechanisms in a cohort of 47 sporadic and familial Saudi AD patients, lacking mutations in AD causative genes (PSEN1, PSEN2 and APP).
Methods: Whole exome sequencing (WES) was performed using Ion Proton platform followed by the application of our in house developed rigorous pipeline for variant filtration, validation, and prioritization. 
Results: Results 
By following rigorous criteria to find rare variants of highly predicted deleterious impact.  We found missense rare variants in genes implicated in Aβ mechanisms of AD (MMP2, CD36, LIMK1, PDK1, QPRT, SHC3, SERPINB, AIP, MEP1B, SLC30A7 or known for its relation with Aβ and Tau proteins (GRK5). 
Conclusion: The present work provided information on the presence on genes that are related to amyloid peptides and Tau proteins in 47 Saudi Alzheimer’s patients.
