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3%bH, KCNQI, KCNH2, SCN5A, KCNEI,
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Ze7ara—ivd@l, TRCOBEPLA VT +—
AF-aryery M ERTHREZRED OFKERE
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T GRE Bl

19964F 3 A4 520104 3 HEF COMICER LA
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pointes) s RIRBIOAFE, FiE L 7256 2 DERS -
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MfE%R ERZVEAE L, 2xBiZEEOX S &
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DE LTz, TORHE. RM438A (222181, &
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C. HIAHER

HRIEF DEERBEDOHNR % T D Table 11TRT,
2 kM (acquired LQTS) 2BV, KD TS
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BUTERBIEEN S, T4 QTEIIEER
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Table 1 Clinical Characteristics of Probands With Congenital and Acquired Long-QT Syndrome
Congenital LQTS Acquired LQTS

P value

(n=438) (n=122)

Gender

Female (%) 276 (63%) 89(83%) 0.037
Age (years) atECG 22 #18[15,11-30] 58+20[63, 45-73) <0.001

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

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

TdP, VF, or cardlac arrest (%) 85 (19%) 85(70%) <0.001

Age (years) al 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) 490 £ 65 455144 <0.001

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

TdP, cardaic arrest, TdP = torsades de polntes, VF = ventricular fibrillation, [A, B], A= median,
B-C = first interquartile range-third inlerquartile range.
ECG measurements in acquired LQTS were parameters wilhout secondary faclors.

10877713, SR 438H1) & 2 Kk (122
) ToO, BEBEFEROFAEETHS, £XK
BBV CTHEICEDP -7 (56% vs 24%) (H1
A)o 2RTETR, EBREFITOERBRENEER
IR o7z (29% vs 0%) (M1 B).
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clLQTS alQTS Symptomatic Asymptomatic
(n=438) (n=122) alQTs alQTs
(n=100) (n=22)

B 1 EfRFREREROEN

FERUQTEREBRF THRAINZERONR
IZLQT12%106 A, LQT22%97 A\, LQT32%17 A\,
LQT52%2 A, ZL T 220U EDZERZ FKICAH
3 Acompound mutationfEFIA24 N T - 72—
Fv 2 RETIZLQT1AY9 A, LQT24%16 A, LQT3
A4 ATy LQT20% WM TH - 720

2 A, LQT1-3¢LQTSTRIETE& 723X T
LEROEM %, K4 F F % % )V DTopology FIZ
ARLTWS, BV T5 A4 705K %K 2 BIZRT

KCNQ1 KCNH2
'ﬁ?ﬂ;r?aal%\ 0

SAD '-:;4..., PAS

S C N5A
O cLQTS/missense
e 1 pateint

@® cLQTS/non-missense
@ aLQTS/missense
@ aLQTS/non-missense

size ()  2-5patients
size (0)  >6patients

cLQTS (n=246) alQTs (n=29)

cLQTS (n= 271) ~alQTs (n=29)

missense
(n=201)

missense
(n=24)

B2 : BIETEROIA & FEHE

A%, compound mutationsid, 3 _XTHERERER T,
BUE D0 %IED SNz T2, BROYT
FATHMBEMTAEREZRZ RS, LHITIRE
/xzﬂﬁgﬁot(lzc %%VSM%,P—

700 @ symptomatic
QO asymptomatic
~ 600
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E
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500 —
400

without triggers with triggers

X3 : fEfENY - EREEMEIC X 2QTcdEW

2 RYEEBNC DWW T, JEBEM: & SiEmEEC 5
JTRRE L7z SEBEMETIE. EERMIC T,
FRBEER=Z 54 Y DOQTcHMFAEIZEL
(460+46 vs. 436 £28ms) . F - ZUDO LIRS EE
A& D 72 (66% vs. 86%, P<0.05)0 & 512, %
Wi EOFHROERE T TOLEMTIZ, BR%D08
5. JEBEMETOQTCRHIZAEICEDL - 72 (599 +
91ms vs. 538 +57ms P =0.004 (K 3))o LA LFE
REDEEIITEN L h o 7

aLQTS

al QT S-specific mutations
(15 patients, 51%)
V215M/KCNQ1, R259C/KCNQ1, G272V/KCNQT
D111V/KCNHZ, M124T/ KCNHZ. R176fs/ KCNHZ
D342V/KCNHZ, A490T/ KCNHZ, ST06F/ KCNHZ
M756V/KCNH2 PBABT/ KCNHZ, L599F/ KCNHZ
R225Q/ SCN5A, L1526sp/ SCN5A, K1505dup/SCN5A)

cLQTS

(Clinical Phenotypes)

N

Single mutation carriers with
H492Y/ KGNH2 + other mutations |__—> H492Y/ KCNHZ
(3 patients, 10%)

V215M/KCNQT S277L/KCNQ1

R231C/KCN@T  A34dsp/KONQT = A
G269S/KCNQ]  P114S/KCNHZ [ unrecognized” cLQTS
R243H/KCNQ!  D614V/KCNHZ (11patients, 38%)
R259C/ KCNQT

B 4 : 4 DIERTOBIETRE DA

BAITICHEDH o 2K M L, AWFZET 2
REIZBWThONDONDFEE T E 7220l DZE R,
FTTIHE SN TV B EREQTE RAEME OB
WERE FPORE—BLTWE22HEAMITRL
720N 4 TH 5B, Mo TEPTRMEE @S
LER, AH2 RETHRHREN, W) EKRT, 29
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2oy RRETHoT. —H. BYUERI,
FTTCREREENTERENTWEEFELRLT
Holzo & LI HA92Y-KCNH2 IZ H—ZER TRHE
ENBEE(3EM). T0OHRBIT 2 RELEIUL
TWizds BDZER & Dcompound mutations & L
TRASNLEE. EREORBEER L7

D. # &

AT T, 3DODOKRELFERY D72,

(FEREQ TEREERICHT 2 kEICBT
AN T EEERIBETHL L, 2)L2L,
torsade de pointesz EEIED 2 KMEIZBWTII,
EREICBITZHE (56%) OF45RECTHEE
BFOERDVFER (24%) Sh. 3)ZDHF51.
HRUQTERERHE CREINIERLEFLT
Holeo TNHD 2 RUQTEREBERTO, HiB
FHREFRE, HROBMELY bREIPo%. EHIT,
BBRIENWC LICEDFERERIL, 2 kETDH, 20
HIER A L CERBIT LR L7- (28%),

HRML 2 REQTEREFEHOME CHES L
7o EROHF T, HA92Y-KCNH2 DEENIEREL |
M DZE R L compound mutations& L THER IS
B, EEOKXRMEL Y, BHOFETE, #
B2 2 REDOHRBEZE L — A 2KHE, &L
WWEEBEN TIX. DhbhoRE L 6 DDHE
BEFTEREZ2RD RPN, 58, bo b KE
R2RUQTEEEEH IF— P T bYW LK
£ &= T (modifier gene) DRFEEITHIRELEZ
N5, T TICEHE X Ni-modifier gene variant&
LCH% %D DIZ.Y1103-SCN5A, K897 T-KCNHZ,
D85N-KCNE17%: EW3d B0 S H I, BAHE Sz,
genome-wide association study (Newton- Cheh C
et al, 2009; Pfeufer A et al, 2009) THEI 7z
variantsiZ¥#EH LT, RFZ M5 LEXH 5B &
Zzbhb,

E. REGRIER

EHUQTIER. ZI24E 9 torsade de pointesiZ
X B BIEW R AEROF A - TR, BREQT
EEEEFEICBVTREINTWAEREZFROX
I)—= Y TBREVNEETH D,

%%  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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