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Comparison of Adverse Drug Reaction Rates in the Package Insert
at the Time of New Drug Approval and at Re-Examination

Tatsuya WATANABE™" ™ Mami IWASAKI™, Atsushi UJTHARA™ and Mamoru NARUKAWA™

*I Department of Clinical Medicine (Pharmaceutical Medicine), Kitasato University Graduate School of

Pharmaceutical Sciences, Tokyo, Japan

*2 Kitasato Institute Hospital, Biomedical Research Center, Tokyo, Japan

Among various sources of information on ethical drugs, many medical personnel refer to the “package
insert” in many occasions because of its reliability and availability. Every new drug is subjectto ‘re-examination”
usually after 8 years of marketing approval, in which its efficacy and safety are reexamined based on data
obtained from post-marketing studies and others. The package insert is usually revised based on the result of re-
examination and the revised insert contains information on adverse drug reactions reported both in clinical trials
for marketing approval and post-marketing studies. Therefore the revision may be considered to be a major
milestone, which provides a general idea of the safety profile of a new drug at marketing approval as well as after
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being on the market. In the present study, we compared adverse drug reaction rates at the time of new drug
approval and at re-examination based on the revised package inserts to which safety information from post-
marketing studies was added. The result showed that the rate of adverse drug reactions at re-examination had
decreased compared to that at marketing approval for most of the new drugs investigated. In recent years, more
and more new drugs are approved with less domestic clinical trial data. Therefore, pharmacists, as specialists on
pharmaceuticals, are expected to understand correctly and provide safety information on pharmaceuticals based
on proper understanding of the background of new drug development and not solely confined to the figures in
the package inserts. (Jpn J Clin Pharmacal Ther 2013; 44(6) : 463-468)

Key words: post-marketing surveillance (PMS), package insert, re-examination
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Research on the Situation and Implications
of the Post-marketing Surveillance Study in Japan
- Considerations Based on a Questionnaire Survey

Ll T
Mamoru NARUKAWA

Abstract

A questionnaire survey addressed to pharmaceutical companies was conducted to collect informa-
tion on the situation and implications of “post-marketing surveillance (PMS) studies”, which have been
routinely conducted in Japan. “PMS studies on special populations” made up about 65% of 586 PMS
studies in total, but a very few studies were specifically addressed to pediatric/geriatric patients,
pregnant patients or patients with renal/hepatic dysfunction. Most PMS studies for drugs other than
those with orphan designation were conducted with 3,000 or 1,000 patients, and for about 60% of the
studies, the sample size was determined hased on the rule which theoretically provides a chance to
detect an unexpected adverse event with an incidence rate of some 0.1% with 95% certainty. It was
shown that the basic methodology of PMS study in Japan has not been changed after the publication
of ICH-E2E guideline. Labeling was revised based on the information collected in PMS studies for
some drugs, but those were the revisions of the frequency of adverse reactions in the majority of
cases. In order to enhance the effectiveness and significance of the activity for risk management of
pharmaceuticals, taking the opportunity of the publication and implementation of the guidance on
RMP (Risk Management Plan), diverse study measures depending on the situation of each drug and
the purpose of data collection in the post-marketing stage should be investigated and applied.
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