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This study is aimed to evaluate the ethnic differences in risk of adverse drug reactions (ADRs) among East
Asians using in-country/in-house pharmacoepidemiological databases, focusing on its relevance to

differences in genetic factors. According to our plan, we have conducted each research subject and



achieved the following results.

1. Literature research on ethnic differences in incidence of adverse drug reactions

Literature search was conducted on incidence rates and PK parameters among East-Asian
countries/region (Japan, Korea, China and Taiwan). We found the incidence rate of dry
mouth in tolterodine user group was higher in Japan than in Korea, and then investigated
differences in functional SNP frequencies of its metabolizing enzyme CYP2D6 between
Japanese and Korean. We also compared indications and dosages between Japan and Taiwan
for target drug of database analysis (allopurinol) and candidate control drugs (phenytoin,

carbamazepine and febuxostat).

2. Establishment of analytical basis on adverse drug reactions (ADRs) using

pharmacoepidemiological databases
1) Selection of target ADR-drug sets
The selection principle of the ADR-drug sets for this study was based on scientific knowledge on the

functional genetic polymorphisms i) which are associated with the target ADRs caused by a specified drug
and ii) which allele frequencies (AFs) are different/equal among East Asians. As a reference set of each
ADR, other drugs are also chosen based on the knowledge on the functional genetic polymorphisms i)
which are associated with the same ADRs and ii) which AFs are equal among East Asians.

We select “allopurinol-related severe cutaneous adverse reactions (SCARs)“ which development is
associated with HLA-B*58:01, as a target ADR-drug.in Part I study and “warfarin-related bleeding”
which is associated with CYP2C9#2,/#3 andVKORC1 polymorphisms as a reference set in Part II study.

2) Research on properties of pharmacoepidemiological databases in East Asian countries

Properties on pharmacoepidemiological databases, such as a national claims database, in Japan, Korea,
China and Taiwan were investigated based on website information and literatures, and their utility for
evaluation of ethnic differences in incidence of ADRs was examined. In addition, the practical procedures
for use of the Taiwanese Health and Welfare Database in online system was surveyed by visiting

National Cheng Kung University, one of the Taiwanese online branches.

3) Development of quantitative risk evaluation method using databases

For the Part I study, we developed a risk evaluation method of SCAR, considering the potential
confounders, such as age, sex, primary disease and concomitant drugs, which is commonly applicable to
analysis using pharmacoepidemiological databases in East Asian countries. Revision is ongoing based

on differences in property of databases and medical environments among East Asian countries.

4) Establishment of cooperative research framework in East Asian countries

We have initiated cooperative research framework among Seoul National University in Korea,
National Cheng Kung University in Taiwan and our research group in Japan. We have started

discussion on adjustments of risk evaluation method and study protocol among collaborative institutions.
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