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Abstract

Cerebral autosomal dominant arteriopathy with subcortical infarcts and leukoencephalopathy (CADASIL)
is the most prevalent monogenic cerebral small vessel diseases caused by a mutation in the NOTCH3
gene. The clinical manifestations of CADASIL range from single or multiple lacunar infarcts, transient
ischemic attacks, dementia, migraine with aura to psychiatric disorders. The features of brain MRI of
CADASIL include multiple lacunar infarcts and diffuse leukoencephalopathy, which frequently involves
external capsules and anterior temporal regions. Almost all patients with CADASIL harbor cysteine-
involving mutations in NOTCH3. In Taiwan, , two thirds of CADASIL patients carry NOTCH3 p.R544C
mutations, and only approximately 56% of patients with CADASIL have leukoencephalopathy with
anterior temporal regions involvement.
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T F e o BESR A AU & 12858 B AEUE (mutation
accumulation) Y52 8 LU I 7€ 3 (H BAMEE R L
ST L) AR 5 TR [F) A & - W] i EL A e e Y B R
Ze o INBLFAMERH T NOTCHS3 F R MKFENE (dosage
dependent) HJ{EE% » i H 38R £ CADASIL &K /2
NOTCH3 p R544C 1 & 14 37 55 5 [ ( gain-of-toxic
function) FrEEL - AL BEREARRE RS (8E [F Y & 1 /L
AR RE B R -
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£ 2004 - » FE g T A2 S —{E#E AW
CADASIL F J& “? » 1 7 L 1E 2007 F 8 7 — {1
CADASIL [ ZEH o 7551 - & KE BT 2004 5
BT G —{E CADASIL FUJHE » gk 7 H
B2 R Y] Fr BLEE R BRI As R Y o RE R BAMIR I
JEEBRAE 2006 4F > BT 8 {IE HEHT%RH %10 CADASIL
KIGFT I EER 73 dfreh > 3 7 WA [F g zes > H
PR L R R IS B — R aE R 2248 o 12 S
588 117 A {50 K 35 St 1 () RFF 92 Pt 558 AN — At - R Il B
TEFABAL T Y o AR 2000 4 > 8852 T 21
{37 HE 5 28 RSB 75 18 CADASIL 975 A A B PR 97 SR B
DK 73 BT (P BIF 5205 SR 4 o S TEI SR REE T 4 i 3th [ 4E
N NOTCH3 B [K| 2 88 1) i 5% (7 1 e JE S MIRT 3L
HOBL PG 7 B Rk A [E A o B AR B AE S 23 B (Haplotype
analysis) #EIFTH TG p R544C BRETTRER H—I
LRI HH B E TR » 380 T 518 NOTCH3 H K%

S S RS 0 o ST AR AR MBI S AR Ry 5
MR A R DR A HE AT A > AR LT EE T 59 R I
TEEH BRI CADASIL JRE CR#EXRER) -
M SR B E RS 57.1 5% (#EIE 23-86 5% ) © B
i R R IR R IR R PSS (763%) 0 19
RS 50.1 5% (HEE 23-86 5% ) 5 #EAORER 0 HE
1o ZE B2 T IR MR R I B VE RO A 97.3% » RER A
15 38.9% ~ BSHIMLG 8.5% ~ FEHHIFRERS 10.2% ~ 1Ml
FERE NG 5.9% o Hi I UE 41 (R (69.5%) ARSHE
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2% 85 i IS B IR S5 R BF AN [F] - 413k = o F " CADASIL
I3 R R MIRT A5 133 SR 35 IR B Rt B R (A o
90.2% HI L MRI 1191 2 #HEE 1 B 1 B s - (H2
#4 56.1% 1795 & MRI {EREZE R A BEE YIS 2 E R
B o 12.1% HOJR BT AE MRI 7 B FEHS I -

*_ 59 UEFRERESE CADASIL i5ARY
NOTCH3 = ERELLA|

NEEF TREBE (%) TR

2 2( 3.4%) p.CA9F (1), p.R54C (1)

3 2( 3.4%) p.R90C (1), p.R110C (1)

4 8 (10.5%) p.S118C (2), p.R133C (2),
p.R141C (2), p.R153C (1),
p.R169C (1)

6 2( 3.4%) p.R332C (2)

10 1( 1.7%) p.C504R (1)

1 39 (66.1%) p.R544C (39)

14 1( 1.7%) p.R717C (1)

18 4( 6.8%) p.C9978S (4)

&t ¢ tE79 2005 £ 2013 FEARAILRBHEERERE
NOTCH3 S g BIRE SRR ST -

TEFREIRRE 77 T » AL 5T R B2 — B 5 e [ PR
2011 - ## T 33 il CADASIL 5% % Hh i R AfF 72 @7 o
M SR B R 5 42.7 5% (#EIE 26-65 5% ) %
i LB R 2R A0 3 M e 2 R BT IR P R 1
BEE o I8 AR ARRE A LARSIEE 28 502 T W 1Ak e 1 288 1
% (82% > 47/57) » KEREH_ (60% > 34/57)
REETRIENS 5% (3/57) KRS 7% (4/57) -
LR 78 0 13 Il @ DL exond B Ze88 i %6 » 3 T KK
F# /& exon3 ~ exon2 ~ X exonll ° £ MRI &2 {% F » 1F
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