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Cerebral Autosomal Dominant Arteriopathy with
Subcortical Infarcts and Leukoencephalopathy
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(n=116)

2 (107/116=92.2%)

Participants enralled in
Dutch CADASIL cohort
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Hack Stroke. 2022
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No lacunes
(n=35)

2 1 lacune (n=81)

Excluded:
Fazekas DWM 2 (n=4)
Fazekas DWM 3 (n=22)

(n=1)

Age =65 with Fazekas DWM <3
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(n=8)
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MCI (n=2)

(n=1)

No history of stroke, MCI or dementia

No history of stroke, MCI or dementia

(n=6)
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UK Biobank UK Biobank ExAC database
General population General population General population
n = 454,756 n = 50,000 n = 60,706
NOTCH3 mutation (+) n=973 n=108 n = 206
(2.1.A/1,000\) (2.2 A/1,000A) (3.4A/1,000A)
JAMA Neurol 2022 Neurology 2020 ACTN 2016

UK DNA Lacunar
Stroke Study

Lacunar stroke

NCVC Biobank

Lacunar stroke

— % Ed0.2-0.3% M CADASIL®D
RRERDECFEEZBLTND

patients patients
n =950 n =385
NOTCH3 mutation (+) n=11 n=3
(11.6.A/1,000A) (35.3.A/1,000A)
Front Aging

Neurology 2019

Neurosci 2020
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C A D A S I L Table 1 Prevalence of Pathogenic NOTCH3 Variants in 2 Korean Public Genome Databases and 1,000 Individuals Living on

Jeju Island
. KRGDB Korea 1K Jeju SCi‘EEﬂiﬂg study
— O) AR I13Z Number of participants 1,722 1,094 1,000
NOTCH3 variant frequency | p.Arg544Cys (0.12%) | p.Arg75Pro (0.22%) | D.Arg544Cys (0.90%) |
PI’eVIiOUS esfticr:ant:gu — | gﬁg?gggﬁ :g:ll :lei | p.Arg578Cys (0.10%)
prevalence o ExAc n=36677
; P.Arg207Cys* (1)  p.Cys608Tyr (1) p.Argl190Cys (3) R544C: EGFr13-14
p.Cys212Tyr* (1)  p.Arg640Cys* (1) p.Argl201Cys (4) EAST ASIAN
p.Cys311Gly (1) p.Arg717Cys* (3) p.Cys1222Gly *(7) EXAc n=4327
-P-Arg558Cys®(5)  p.Gly942Cys (1)~ p.Argl231Cys* (18) .Cys349Ser (1 ~nT —
T pAres7805" (1) P-A'g‘-‘sg;;});gg%n“%va(l_l,\ s pargsaacys (31 | | B DCADASILEZRA (C
p.Arg578Cys* (1) -
(//89 & @n -p.Arg607Cys* (1) 5577(/\/ \ IJ 7\/ |\ (7720/0)
4 A\ AN
213/ phgesos, | | EBEITTHEZL) (20.4%)
1000, £ Q enerascst ) | | BATIZAR (1%L TF)
_ 7% 9-0/ piArg1201Cys (1)
1000
k Ny 11.7/
LATINO s
EXAc n=5789 1000 . OTHER
p.Cys117Phe* (1) 0.4/ 21 ExAcn=454
p.Arg544Cys* (1) 1000 @ - p.Argl231Cys* (2)
pArg578Cys* (2) | T NP
b.ArgS87Cys* (2) * SOUTH ASIAN e Tt
p.Arg1143Cys* (1) /1 ExAc n=8256 ro
p.Arg1201Cys (2) AFRICAN {' p.Cys624Ser (1) N Kang N EI:II‘ O/ Ge! ' et 2021
BopIazerl) (AMERICAN) Atis0on (D) Liao Stroke 2021
p-Arg s* EXAc n=5203 p.Arg s* . .
o Arg5 e (1} p.Arg1231Cys* (961) = / Min Neurogenetics 2022
popRIZZRGN" () Rutten ACTN 2016
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Amino acid change Nucleotide change Exon EGF-like repeat Number of individuals ~ Amino acid change Nucleotide change Exon EGF-like repeat Number of individuals
p.C43F c128G>T 2 1 1 p.C323W c.969C > G 6 8 2
p-R54C ¢.160C > T 2 1 2 p.C329Y c.986G > A 6 8 1
p.C55G c.163T > G 2 1 2 pR332C c.994C > T 6 8 4
p.C55R* ¢.163T > C 2 1 1 p-G382C c.1144G > T 7 9 1
p.C658 c.194G > C 2 1 3 p-C388Y c.1163G > A i 9 3
p.C65Y c.194G > A 2 1 1 p-S396C c.1187C> G 7 10 1
p-W71C c213G>T 3 1 1 p.C419R* c.1255T > C 8 10 3
[ pR75P c224G > C 3 1 14 | p.C435Y* c.1304G = A 8 11 1
p.C76Y c227G > A 3 1 2 p.C455R ¢.1363T > C 8 11 1
p.C8TF ¢.260G =T 3 2 1 p-C4578 c.1370G > C 8 11 1
p-R90C €.268C>T 3 2 2 p-C542R c.1624T > C 11 13 3
p.C93G c277T > G 3 2 2 p-C542Y c.1625G > A 11 13 1
p.Co3Y c278G > A 3 2 2 [p.R544C c.1630C>T 11 13-14 2]
p-.C106R ¢.316T > C 3 2 2 p-C6065* c.1817G > C 11 15 1
p.C108F ¢323G>T 3 2 2 pR607C c.1819C>T 11 15 7
p.R110C c328C>T 3 2 2 p-C729G c2185T > G 14 18 1
p-R133C ¢.397C >T 4 3 8 p-R985C ¢2953C>T 18 25 1
[pRI4IC c421C>T 4 3 17 ] p.C988F €2963G>T 18 25 1
p.Cl46W c438C > G 4 3 1 p-C1004G ¢.3010T > G 19 26 3
p-R153C c457C =T 4 3 8 p-C1015W+ c3045C > G 19 26 1
p-R169C ¢.505C > T 4 4 6 p.Y1021C c3062A > G 19 26 1
p.C174L ©.521_522delinsTG + 4 2 p-C1022G* ¢.3064T > G 19 26 1
p.S180C ¢.539C > G 4 4 6 p-S1067C* ¢.3200C > G 20 27 1
[ p.R182C c.544C =T 4 4 13| p-R1143C ¢3427C>T 21 29 1
p.C185Y c554G > A + 4 2 Total 153
p.C194Y c.581G > A 4 4 1 N :
p.C212R €.634T = C 4 5 2 :
p.C2338 c.697T > A 5 3 1
p.C245Y ¢.734G > A 5 6 1
p.C260F c779G>T 5 6 2

Modified from Koizumi JSCVD. 2019
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Stroke
Age, y 0.95 1.05 (1.03-1.08)*
Male sex 0.62 1.29(0.74-2.27)
Hypertension 0.69 2.57 (1.29-5.14)*
Ever-smoker 0.75 1.13 (0.65-1.96)
Smoking, pack-years 0.98 1.07 (1.03-1.11)*
Hypercholesterolemia 0.55 1.06 (0.57-1.96)
Hyperhomocysteinemia 1.47 0.99 (0.40-2.43)
Body mass index >25 kg/m? 0.61 1.39(0.70-2.75)

Values shown are ORs with 95% Cls.

*P<0.01, 1P<0.02.

DP M8 O it kit o A B 52

0.4

1.0

0.87

0.67

0.29

Smoking Status

- +"+Current
~ 1 ExMever
—+-censored

p=0.003

0.0

10 20 30 40 50 60 70 80 90 100

()

Adib-Samii Stroke. 2010



CADASILICX I DFiRGEED A REE

MEH S, ABEREERELZ{ERUIEAdrenomedulling® L (5824888, JRCT
2051210117)

iEEBRREFhZHEE 9 Lomerizinela®E (BFELRKRAZE, 051220072)
HEBREEDNE%R B8 UTzPalm tocotrienols complex treatment (5E2/8585%,
NCT04658823)

NOTCH3= 2T )LDIEE{tZB3E 9 Exon skipping therapy (FIERERIAZT
Rutten Brain. 2016)

NOTCH3LEDIRSRZ HIE I NOTCH3 & E (RIERERIATT, Ghezali J Ann
Neurol. 2018)

HRRE S MEFEZBIE I Stem cell factor /granulocyte colony-
stimulating factord#z5 (BIERKRIAFT Neurobiol Dis. 2015)

Bone Marrow Derived Stem CellszRAU\/cBAEE (56 2 HE5R,
NCT02795052)
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