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Executive Dysfunction as the Cardinal Cognitive Feature of CADASIL

Processing speed and executive dysfunction lead a genotype-stratified profile; timed measures detect impairment before the global screen. Baseline
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KEY In the largest North American CADASIL cohort to date, cognition is led by processing speed (SDMT) and executive dysfunction (TMT-B), concentrated in high-risk NOTCH3

TAKEAWAY carriers . Timed measures separate from mRS o0 a full disability stratum earlier than the MoCA, supporting genotype-based enrichment and timed cognitive endpoints for trials.
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AIM 1 - DOMAIN HIERARCHY & GENOTYPE AIM 2 - WHY IT MATTERS AIM 3 - INTERPRETATION
High-risk carriers show the largest deficits, led by processing speed (SDMT) SDMT and TMT-B are already impaired at mRS 1 — one stratum before the Timed measures rank among the strongest discriminators of disability —
and executive set-shifting (TMT-B); phonemic fluency is spared. Effects MoCA total separates at mRS 2. A normal MoCA does not exclude early but discrimination here is concurrent, not predictive. Longitudinal
concentrate in the high-risk tier rather than forming a smooth gradient. cognitive involvement in CADASIL. follow-up is required to test temporal ordering.
CONVERGENT & SECONDARY FINDINGS
Impairment rate Tablet battery Two phenotypes Asymptomatic Fluency split
Nearly 1 in 5 high-risk carriers fell below the =~ TabCAT Match and Flanker (both p < .005) Clustering yields preserved (n = 271) vs In mRS o carriers, cognition is largely intact ~ Semantic fluency is impaired (d = —0.44)
SDMT threshold: 18.0% vs 4.3% of controls reproduce the SDMT and TMT-B profile impaired (n = 68); MoCA <23 reproduces — with an early executive/visuospatial signal =~ while phonemic is spared — a pointer for
(OR 4.83). independently. it at 96.5% accuracy. confined to the high-risk tier. imaging—cognition analysis.
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