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The goal of this study is to establish an anakinra clinical trial protocol for Kawasaki disease (KD) in
gammaglobulin therapy (IVIG)-refractory cases.

KD is a childhood-onset vasculitis syndrome of unknown cause, which affects about 17,000 children
annually, and 2.6% of the total (400-500 cases annually) is complicated by coronary artery lesions
(CALs). For this reason, patients’ QOL is significantly reduced due to the need for lifelong
anticoagulants and restricted exercise, and the risk of sudden death cannot always be wiped out.
Now, it has been reported that the combined use of prednisolone, infliximab, and cyclosporine A is
effective in preventing CALs in IVIG refractory cases, but the complication rate of sequelae of CALs is
still increasing slightly. The therapeutic goal of Kawasaki disease is "to end the strong inflammatory
reaction in the acute phase as soon as possible, and as a result, to minimize the incidence of

complications, CALs." The current situation is that sufficient treatments have not been obtained to
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achieve it.

In recent years, pathological analysis of the inflammatory mechanism has progressed, and it has
become clear that IL-1, which is an inflammatory cytokine, is significantly increased in the plasma of
KD patients, and that IL-1 is a key factor in a CALs-forming mouse model. Based on these basic
findings, the efficacy of anakinra for the first IVIG-refractory patients in KD Phase II (KAWAKINRA)
clinical result was reported by France in 2020. In this clinical trial, 12 of 16 patients who received the
drug showed that they had resolved their fever (<37.5 °© C) within 48 hours after the drug
administration, and it is expected to be a therapeutic drug that terminates the strong inflammatory
reaction in the acute phase as soon as possible.

However, anakinra has not been put on the market because it is an unapproved drug in Japan, and it
is a big problem that it is behind in other countries. In this study, to assess the effect of anakinra, we
created a protocol for an exploratory study with the primary endpoint of antipyretic rate at 48 hours
post-dose. We hope that the clinical trial submitted in this study will prove the effect of Anakinra on
KD in IVIG -refractory cases, and that eliminating the complication of CALs will prevent the loss of
QOL in 400-500 children per year.



