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A study on the mechanism of xanthine oxidase inhibitor withdrawal syndrome
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In order to clarify the existence of xanthine oxidase inhibitor (XOI)
withdrawal syndrome, we investigated the relationship between the onset of cardiovascular disease
and death following discontinuation of X0l drugs. We purchased the receipt data from the JMDC
(formerly the Japan Medical Data Center) and data from the Japanese Registry Of All cardiac and
vascular Diseases (JROAD) in Japanese Circulation Society, and the analysis was approved by the
Ethics Committee of Toranomon Hospital.

The results showed that the frequency of death was higher in the X0l discontinuation group, but most
of the deaths occurred at the same time as other medications. On the other hand, few deaths were
observed after discontinuation of XOl alone, and a direct causal relationship between X0l withdrawal
and death could not be determined.

Additional detailed analysis about XOl withdrawal syndrome should be conducted in the future.
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I N=9,825,635 Inpatients with any cardiovascular disease from April 2014 to March 2020 I

N=330,847 <20 years of age
N=566,930 =90 years of age

I N=8,927,858 Inpatients between 20 and 90 years at admission I

N=7,278,967 Inpatients with other diseases I

N=1,292,486 Inpatients without any
urate lowering agent

I N=356,405 Inpatients with any urate lowering agent

H N=41,017 non xanthine oxidase inhibitors I

N=315,388 Inpatients with any xanthine oxidase inhibitor
(N=64,801 allopurinol, N=252,002 febuxostat, N=4,341 topiroxostat)

I N=89,197 discontinuing urate lowering agent II N=226,191 continuing urate lowering agent I

Comparing mortality and cardiovascular events between continuing and discontinuing group.
Adjustments with age, hypertension, diabetes mellitus, dyslipidemia, and CKD.
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