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ere broadly sinilar by carrier P/LP carriers showed faster decline in activities of daily living. Carriers showed accelerated atrophy and ventricular expansion over time.
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AD. With increasing clinical sequencing, such
variants are also identified in amyloid-positive
patients who present as apparently sporadic AD.

' memory, or executive—function trajectories.

e P/LP carriers demonstrated faster

functional decline on ADL over follow-up.

e Structural MRI showed accelerated

neurodegeneration among carriers, including
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Study Design
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Result 2. MRI progression is faster in P/LP carriers

Question: do P/LP variants add prognostic information beyond anyloid
positivity and cognitive trajectories?
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Take—home interpretation
Genetic information may add prognostic value beyond

P/LP = pathogenic/likely pathogenic. A+ = e ; A : biie cenetie intomation ddemi e N o B .
amyloid-positive. WES = whole—exome sequencing. ) ‘A N ADL and MRT . more amyloid status and cognitive measures.

LMM = linear mixed-effects model.

* Use genotype to refine risk stratification.
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* Monitor ADL and MRI progression when cognition alone is
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