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Elucidation of the pathological mechanism and establishment of the novel
individualized medicine by identification of responsible genes of the
ischemia-related arrhythmia

Sato, Akinori
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We accumulated the genome of over 100 patients with ventricular arrhythmia,
and searched the related genes, for the purpose of elucidating a genetic predisposition to
ischemia-related arrhythmia. The genetic background was not found, but novel ventricular
arrhythmia-associated mutations were detected and reported.

Also, clinical data analysis of the patients with ischemic arrhythmia revealed that residual
myocardial ischemia was a risk of ventricular arrhythmia.

We reported that myocardial ischemia and conduction delay during coronary angiography were
associated with the mechanism of the early repolarization phenomenon (J wave).
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(New York Heart Association functional class; NYHA)

62.3+ 1.3 vs. 54.6+ 1.1 mm,
vs. 45.7+ 1.8%, P<0.001
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Appropriate |CD therapy-free survival (%)
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Time (years)
Number at risk

P<0.001 36.3+ 2.0%
35% HR, 3.713; 95%
HR, 2.406; 95% CI:1.179-4.910;
Table 2. Prognostic Indicators of Appropriate ICD Therapy
Univariable HR Multivariable HR*
95% Clft P-value (95% Cjt P-value
Model A
Female 0.390 {0.152-1.002) 0.050
Creatining {mgdL) 1.263 (1.014-1,673) 0037
LVDd {mm) 1054 (1026-1.082)  <0.001
LVEF (%} 0.957 {0.834-0.981) 0.001 0.950 {0.925-0.975) <0.001
ICR 1.838 {0.977-3.605) 0.077 2.293(1.133-4.837) 0.021
Model B
Female 0.380 {0.152-1.002) 0.050
Creatinine (mgdL) 1263 (1.014-1573) 0097 1.294 (1.020-1841) 0.034
LVDd 258 mm 3.329 (1.695-6.540) <0.001
LVEF <35% 2,892 (1.557-5.370) 0.001 3.713(1.820-7.180) <0.001
ICR 1.838 {0.977-3.605) 0.077 2.406 (1.179-4.910) 0.016
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0.233+ 0.133 mV, p=0.0040)
12 12

J (0.007+ 0.020 mV to 0.249

+ 0.074 mV, p<0.0001) J
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*Per 1-unit increment. In model B, LVDd (258 vs. <58mm) and LVEF {<35% vs, 235%) were included as categorical
variables. The cut-off of 58 mm in LVDd was selected based on the mean of LVDd. The cut-off of 35% in LVEF was
determined in the MADIT trial.? *Hazards ratio by additional forward selection methed, noted only for selected
varlables in the final equation. Abbreviations as in Table 1
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