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HERORMAR | EEERARICEIIT
(Coronary artery spasm : up-dated, aiming at the international collaboration study)
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1. BEERASD SDIRE

(Progress report from the Japanese Coronary Spasm Association)
S OZRH B BREHR: 55
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Coronary artery spasm plays an important role in the pathogenesis of a wide variety of ischemic heart disease, especially
in the Japanese population. Recent progress in prevention, diagnosis and treatment may have significantly influenced
clinical characteristics and prognosis of patients with vasospastic angina. Importantly, in 2008, Guidelines for Diagnosis
and Treatment of Patients with Coronary Spastic Angina was published. The Coronary Spasm Association of Japan was
established in 2006, in which 68 leading medical institutes currently participate nationwide (http://csa.cardiovascular-
medicine.jp/). Following retrospective multicenter registry study of ~1500 patients, we are planning to conduct the new
project, which is a prospective fashion using Web registry system to pursue the clinical outocomes of vasospastic angina,
adds the patients with the diseases associated with coronary vasospasm, e.g., cardiac syndrome X and Takotsubo
cardiomyopahty, and would develop the international research collaborating with Italy, Switzerland, Australia and Korea.
The Coronary Spasm Association of Japan will address many important aspects of coronary vasospasm including
pathophysiology, prognosis and racial differences.

2. BEICHIFZBEEHE (Coronary Spasm in Korea)
(OSang Hong Baek VvwllhhUwokz R

The prevalence rate of coronary spasm was 6.96% in our coronary spasm registry. The male to female ratio of spasm
was a quite similar. The mean age at diagnosis of spasm was 50.0 = 8.2 year-old in male, and 53.8 = 7.5 year-old in female.
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The Glu298Asp polymorphism of eNOS gene and smoking were strong risk factors for spasm. A triple combination drug
regimen was most common as 48.1%: the combination of CCB + Nitrate + KCO. Subgroup analysis of coronary spasm
will be introduced, (1) rates of cardiac death and progression of significant atherosclerosis in spasm, (2) comparison of the
long-term prognosis between spasm and intermediate vasoconstriction induced by the administration of Ach, (3) remission
of spasm in variant angina patients, (4) clinical and angiographic characteristics of acute MI caused by variant angina
without organic CHD.

Conclusion: Korean has a higher incidence of coronary spasm than Caucasian. It is a time to start an international
multicenter registry of coronary spasm to evaluate the characteristics and to make an optimal treatment regimen.

3. BEEICHIFDAEE (Racial difference in coronary artery spasm)
Odohn Beltrame 7FL—RxEA—RARSUF

Coronary artery spasm plays an important role in the pathogenesis of coronary heart disease. Japanese cardiovascular
researchers have made major contributions to the clinical understanding of coronary spasm, where the condition appears to
be especially prevalent. In particular, there are extensive reports concerning Prinzmetal variant angina from Japan whereas
there are limited studies involving Caucasian populations. Furthermore, studies investigating similar characteristics in
Japanese and Caucasian patients have reported diverse findings, implicating racial differences in vasomotor reactivity.

In a review of the published literature, differences in coronary artery spasm between Japanese and Caucasians will be
discussed, particularly in relation to Prinzmetal variant angina and acute myocardial infarction. Furthermore, the results of
a controlled coronary artery spasm study comparing Japanese and Italian patients with recent myocardial infarction will be
discussed. These racial differences not only have important clinical implications but may also provide further
pathophysiological insights into this perplexing condition.

4. BEIRINFEDOR : BIREL=D S ORREN
(Mechanisms of coronary vasoconstriction: "lumpers" or "splitters"?)
OAttilio Maseri  DE#RE,A5U7

1. The pathogenetic role of coronary vasoconstriction is very elusive, because it can be detected only by performing
angiography during its very transient, occasional occurrence, spontaneous or following provocative tests, and after
intracoronary nitrates.

The mechanisms of coronary vasoconstriction are likely to be multiple. Although many of these may benefit, to some
extent, by treatments, effective on common final pathways of constriction, such as nitrates and calcium antagonising, a
more effective treatment requires the precise knowledge of its multiple possible specific causes.

2. The time has come to focus clinical research on phenotypically homogeneous groups of patients in order to discover
novel treatments on specific therapeutic targets, "made to measure" for them.

3. In this endeavour, clinical investigators must have inquisitive minds, rather than be conditioned by prevailing paradigms,
and look for distinctive features among patients within the same clinical syndrome, which could help the identification
in homogeneous subgroups, characterized by yet unknown pathogenetic mechanisms of disease; cardiologists should
be "splitters" rather than "lumpers" and act as detectives searching for clues suggestive of new working pathogenetic
hypotheses.

4. Constriction severe enough to cause myocardial ischemia can develop both in large epicardial coronary arteries and in
small distal vessels, and it may result from two fundamentally different pathogenetic mechanisms that require distinct
therapeutic approaches:

- Strong stimuli capable of causing critical constriction also in normal vessels.

- Enhanced local constrictor response of the vascular wall to a variety of stimuli which, although do not have any
significant constrictor effect on normal vessels, cause critical constriction of the affected segment. This enhanced
constrictor response may occur at the level of the smooth muscle or be related to an inadequate endothelial
vasodilator response which can reduce coronary flow reserve and enhance the effect of constrictor stimuli.

5. \RIbF«AAhvay
ZH Es. Sang Hong Baek. John Beltrame. Attilio Maseri
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