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[Background]

Kawasaki disease (KD) is a systemic vasculitis of childhood. Coronary aneurysm is a major
complication in KD and has an incidence of 150 patients (1%) with KD in Japan. The standard in
KD treatment uses aspirin for inhibiting platelet aggregation due to the abnormal activation of
platelet function, increased coagulation factors, and impaired hemodynamics caused by
vasculitis. However, aspirin intolerance can disturb the anti-platelet effects of the drug in
children with KD. We herein re-evaluated the anti-platelet effects of aspirin in children with
KD.

[Methods]

To develop appropriate treatments for the chronic phase of KD, we studied anti-platelet
treatments using a survey in Japan and a systematic review. To determine the exact effects of
aspirin during the acute phase of KD, we sequentially studied platelet aggregation before and
after commencing aspirin treatment using the VerifyNow system and compared
thromboembolism formation between KD patients with and without aspirin intolerance.
[Results and Discussion]

We conducted a systematic review of the efficacy of anti-platelet treatment for KD patients.
Eighteen retrospective observational studies were retrieved in accordance with pre-defined
criteria. High heterogeneity among these studies prevented us from combining the results. We
concluded there were no reliable studies examining the efficacy of anti-platelet treatment for KD
patients.

We also investigated a multicenter retrospective observational study (Z Score Project 2nd Stage)
to clarify the relationship of the Z score to the occurrence of time-dependent coronary events in
KD patients with coronary artery abnormalities. Large coronary artery abnormalities defined by
a Z-score of the coronary artery internal diameter and male gender were found to be
independent risk factors for coronary events. Based on these findings, we launched a multicenter,
prospective registry study of KD patients with coronary artery aneurysms (KIDCAR) supported
by the Japanese Society of Kawasaki Disease.

We sequentially studied platelet aggregation in 30 KD patients before and after the beginning of
aspirin treatment and found that platelet aggregation was not suppressed in six patients even
after treatment. D-dimer levels were higher in patients with, than in those without, aspiring
intolerance. With the aim of clarifying the current status and quality of the study, we conducted
an interim evaluation and established a data monitoring committee, which has accepted the
findings of our report.

The present research project, a pilot study designed to collect evidence that large-scale
prospective studies are ethically acceptable, should provide impetus for the development of a
new plan for a prospective intervention study. In addition, our study will strengthen the

development of new Japanese guidelines for the management of acute KD.
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