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Al 1
New diagnostic criteria for CADASIL in Japan

Clinical criteria
#1 Age at onset (clinical symptoms #2 or white matter lesions) <55 years
old.
#2 At least two of the following clinical findings:

a. Either of subcortical dementia, long tract signs, or pseudobulbar palsy.
b. Stroke-like episode with a focal neurological deficit.
c. Mood disorder.
d. Migraine.
#3 Autosomal dominant inheritance.
#4 White matter lesions involving the anterior temporal pole by MRI or
CT.
#5 Exclusion of leukodystrophy (Adrenoleukodystrophy, metachromatic
leukodystrophy, etc.).

Genetic criteria
Most pathogenic mutations in CADASIL are detected in NOTCHJ3 exons
2-24 and result in the gain or loss of cysteine residues in the epidermal
growth factor-like repeat domain. Cysteine-sparing variants should be

carefully evaluated by skin biopsy and segregation studies

Pathological criteria
The pathological hallmark of CADASIL is granular osmiophilic material
(GOM) in media of small arteries detected by electron microscopy. The
finding of increased immunostaining of NOTCHS3 is also useful.
Definite
CADASIL is definite when the individual fulfills
(1) White matter lesions by MRI or CT.
(2) Clinical criteria #5
(3) Genetic criteria and/or pathological criteria
Probable
CADASIL is probable when the individual fulfills clinical criteria #1-#5.
Possible
CADASIL is possible when the individual has abnormal white matter
lesions (Fazekas grade >2) and fulfills either of
(1) <55 years old
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(2) At least one of the symptoms in clinical criteria #2
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