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X SEF DERRBEOHNER%E T D Table 1SR T,
2 kY% (acquired LQTS) 2B W T, D IR
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DEDPo e —H RIERIZOWTIE, BREI
BOWTHEBCHEN S, T2, QTAEIZARI
BLTHED ) v F R LOBREDARIS o7,

Table 1 Clinical Characteristics of Probands With Congenital and Acquired Long-QT Syndrome
Congenital LQTS Acquired LQTS

Pvalue

(n=438) (n=122)

Gender

Female (%) 276 (63%) 89 (83%) 0.037
Age (years)atECG 22 £18115, 11-30] 58+20[63, 45-73] <0.001

<40 years (%) 362 (83%) 24 (20%) <0.001
Symptoms

Syncope (%) 214 (49%) 100 (82%) <0.001

TdP, VF, or cardiac arrest {%) 85(19%) 85 (70%) <0.001
Age (years) at first events (range) 18+16[13,8-20] 55+22[60,41-72] <0.001
Family history

LQTS members (%) 111 (28%) 4( 3%) <0.001
ECG measurements

corrected QT (ms) 490165 455144 <0.001

notched Twave (%) 143 (37%) 13 (12%) <0.001

TdP, cardaic arrest, TdP = torsades de pointes, VF = ventricular fibrillation, [A, B}, A= median,
B-C = first interquartile range-third interquartile range.
ECG measurements in acquired LQTS were parameters without secondary factors.

M 1087 I 71, KM 438%]) & 2 Ktk (122
B) To. BEBETFEROFREERTH S, LR
HICBWTHBICE o7 (56% vs 24%) (H 1
Ao 2 KT, EREFATOERRREIEFRE
WCEPo7z (29% vs 0%) (K1 B)s
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IELQT1A%106 A, LQT22%97 A, LQT3H17A,
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F 2 RETIZLQTIAS9 A, LQT24%16 A, LQT3
A4 NT, LQT2A % WA TH - 720

K2 AiX, LQT1-3: LQTS CTHETE /27X T
BROMNZ . K14 F ¥ F ¥ F NV DTopology 112
ARLTWb, EFT 54 TDO5A %K 2 BIRT

A KCNQ1

O cLQTS/missense

® cLQTS/non-missense
@ aLQTS/missense !
@ alLQTS/non-missense |

. Sze O 1pateint
size () 2-5patients

: sizeo >6 patients

aLQTs (n=29)

B cLQTS (n=246)

~ alQTs (n=29)

missense
{n=201)

missense
(n=24)
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0.574) o FIGHER LRI OIERF R 2 SpcB L
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without triggers with triggers

3 CIERRME - MERPEIC X 5QTeE N

2 RYEREBFNCDWTIE, FEMBM: & JEREFM: 125
FCRRES L7z SEBEME IR, SEREEIC R T,
FRBRAR=ZAF L4 VOQTcHHIEEIZEL
(46046 vs. 436 = 28ms). F o LHOHERIEE
W&o 72 (66% vs. 86%, P<0.05), & 51T, ¥
Wiz EOFROFAT TOLEKTIZ, SRS
b, EREETOQTHREIIAERICED 572 (599 +
91ms vs. 538 +57ms P =0.004(F3)), LA LK
REOFEEIIIEN 2 h o770

LQTS

(Clinical Phenotypes)

aLQT§

al QTS—specific mutations
(15 patients, 51%)
V215M/KCNQJ, R258C/KCNQT, G272V/KCNGQT
D111V/KCONHZ, M124T/ KCNHZ, R176fs/ KCNHZ
D342V/ KCNHZ, A490T/ KONHZ, STO6F/ KCNHZ
M756V/KCNHZ, PBABT/ KCNHZ, L599F/ KCNH2
R225Q/ SCN5A, 1.1526sp/ SCN5A, K1505dup/ SCNSA

Single mutation carriers with
H492Y/ KCNHZ
(3 patients, 10%)

“unrecognized” cLQTS
(11patients, 38%)

X4 EA DREFTORETERE DA
BAEZITICHREDODH o LKL, ABZET 2
REZBWThUbNOFETE 7220 DR,
TTICAE INTY 5 EREQTHE EREMREE D
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genome-wide association study (Newton- Cheh C
et al, 2009; Pfeufer A et al, 2009) TRIE 37z
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Zzbhb,

E. EBEERIER

EYHEQTIE R, &2 ) torsade de pointesiZ
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2%  Ttoh H, Horie M et al. Genetic mutations
in long QT syndrome manifested by acquired
factors. Submitted to New England Journal of
Medicine
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B4 5. bW Amodifier gene DHRFEE b [FHIZ
1To 7

FE S NBEFERICOVWTE, ZREET
BT & — &K CHOKIMIC 5 v 27«
J7varde, NyFroyTECTEREHRS
EOPEE & e R DY AR

ABFETII e MEERTOMNIZ4T) -0, F#ilL
RHCEMICCHREEZ L o TiTo 720 NEEIREIE
LDRBOBIZTHRITICOWTIZ, &K% b7
b BRI SRR R E A ORI R 1872,

C. MIRKR
(1) S RBE ORISR
SRUEQTERERE L WD 5V 38N
(BHIEQTc>450ms. ZetEiZQTe>460ms) 825
Blaexge Lize 209 B, BHEIZ29A (36%)
THY., FHERIIIBZL2BHTH o720 LMD
HAED B 2 IEBIEI8N (23%) T, S-S
2 ROTIEBNIL 8 A (10%) THh o 7z, Kl
LB OFEOAEIT68 = 42ms T, FRQTch
f13494 £ 42msTadh - 72,
(2) BIEFHEHER
ST SIEBISZAE B H24 A (29%) 12 25F83E D A%
TFERPRD bz BEROADAEZIZ2A
T\ 2DODERDOREZEN 2 NTH o7z, KCNQI
BIETERZEIICED-BHEZEIATH Y,
Rl &GO RAZIZ2IATH o 720 KCNH2:E
BFERZBMICED 2 RBEIZIIATH D,
Rl &0 RNFIT28ANTH 5720 SCN5AE
EFERZBEMICED - REEIZ 2 ATHD,
RIiE% GO RRAZ X5 ATho72o ANKBE
BFERZHMICHED - BHEIT1IANTHo 72,
ZOfh, KCNQ1&KCNH2DZE R % 36 7= 5 .
KCNH2 & SCNSADER 2 B - % 1 51
DE L7z
(3) EE&REHEMIMY
FMELEBIETERED I H. KCNQ1 S277L
(S5#E3%) , KCNH2 M124T (NK¥#i4HI%), KCNH2
R176fsX331 (N>R¥i#HI®), KCNH2 G183fsX
198 (NR¥i4H1%), KCNH2 T473P (S2-S3%EIR),
KCNH2 H492Y (S2-S3%#Hi%), KCNH2 R534C



(S44E3%), KCNH2 N633I (porefHist), KCNH2
E637K (pore-S6%HIR) I DWT /8y F7 F ¥ Tk
% v CESAAEBENRE 21T o 720 S5-pore-S6
EBDI ALV AERTHHKCNQ1 S277L,

KCNH2 N633I, KCNH2 E637K X EPA Rz LC
FIF ¥ bATT 4 THZIR L2 9EF v 2V
LB D I A & v AR TH HKCNH2 M124T,
KCNH2 H492Y, KCNH 2 R534CB LU\ 7 L —
LAY 7 VERTHHKCNH2 R176fsX3318 L OF
KCNH2 G183fsX198i%. FIF Y A H T4 T
W RE e oize —H EF ¥ ZANVIEER
WBHEBOI Ay AERTHHKCNH2 T473P
BRIFY MR T 4 THMlEZRL, EREF
2 2 N LA D L RERMEE L Tz,

D. £ &

BIETFERPTD L NI2EE1329% L kD
BICHRTRRERTH o7z TORKEE LTHF
SHEBICH O 2 e RIEEZ RO 2V, QTERE

BHOBRVEMAPEI R Tz TE RV E

EZbb,

FEF ¥ ANVIFERTD FIF U AT T 4 7TH
Bl%R L, EERERE 2 RTEENED b,
Sk, BETERZRD -G B L URE
1% L. modifier gene DIBBHIBREE1T I o

E. & &R
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