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The importance of post-marketing risk management of newly approved drugs, for utilizing the
drugs safely and effectively, has been increasing significantly. Now the Risk Management
Plan (RMP) system has been practically implemented in Japan, and this research project aims to
clarify the issues necessary to implement the RMP system more effectively for improved post-
marketing safety measures and, as a result, to present a point to consider document which

describes our future principles.

(1) Procedure for and attitude to the revision of RMP,
Evaluation of benefit-risk balance of drugs in post-marketing

The situation of RMP revision for individual products over the past one and a half year was
examined based on the publicly available information, and also the recent conduct of Early
Post-marketing Phase Vigilance (EPPV) was checked for newly approved drugs. Safety concerns
(SCs) and additional pharmacovigilance (PV) activities for newly approved drugs in European
countries were investigated and characterized and, for the several same products, contents of SCs
and PV activities were compared between Japan RMP and EU RMP. In addition, description of
benefit-risk balance (B/R) evaluation in review reports by US FDA and EMA and the situation of
renewals of marketing authorization in EU were investigated, and as a result, basic information for
examining the evaluation of B/R of drugs in post-marketing was obtained.

(2) Optimization of Risk Minimization Activities and evaluation of their effectiveness

Newly published documents and other relevant information on optimization of risk
minimization activities (RMAs) and evaluation of their effectiveness in the US and EU were collected
and interpreted. Based on them, the necessity and methods to reflect them to the point to consider
document, which will be prepared in the next year, was examined. Also, a web-based pilot survey
addressed to patients concerning the evaluation of effectiveness of RMAs was conducted with the
aim of examining issues including the feasibility of implementing the points in the document.

(3) Utilization of RMP at medical institutions

The status of preparing the information materials addressed to patients under the additional
risk minimization activity, RMP Guides for patients, was investigated for drugs selected from 4
therapeutic areas (cardiovascular diseases, oncology, diabetes and psychoneurotic disorder), and
structure analysis was conducted for the information described in the Guides. Then, their effect,
when used in patient instruction and education by pharmacists and physicians, was predicted and
also the issues to be solved were clarified.

Based on the results stated above, we will present a proposal concerning evaluation of
benefit-risk balance of drugs in post-marketing, optimization of RMAs and evaluation of their
effectiveness, and utilization of RMP at medical institutions. Then, we will investigate measures to
implement the RMP system more effectively for improved post-marketing for post-marketing safety

measures, including the procedure for and attitude to the revision of RMP.
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