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Abstract
O O This article is an attempt to analyze our Japanese translation, published in this same issue of Rinsho Hyoka
O Clinical Evaluation[], of the* Guideline on strategies to identify and mitigate risks for first-in-human clinical
trials with investigational medicinal products”, finalized in July 2007 by the European Medicines Agency
0 EMEAL Committee for Medicinal Products for Human Us&l CHMPU This guideline was developed following
the tragic incident in London on March 13, 2006, when six healthy volunteers for a clinical trial of the monoclonal
antibody TGN1412 suffered very serious adverse effects, resulting in hospitalization.
O O The authors, part of the group of Japanese translators, have continued discussion of the guideline and have
published a number of articles on the TGN1412 issue. Here we present an exploratory analysis of the guideline,
focusing on the concept of MABELO Minimal Anticipated Biological Effect Leveld, the method to set the
starting dose of new type of investigational medicinal products. MABEL, described in the guideline, was originally
proposed in the report co-authored by the Association of the British Pharmaceutical IndustryC] ABPIOand the
Biolndustry Association] BIAL released in July 2006, reflecting on the TGN1412 issue.
O O We hope our translation and this article will contribute to a better understanding and use of the guideline
and promote the conduct of first-in-human clinical trials with new investigational medicinal products in Japan.
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Table 1 The main events of the TGN1412 issue and our discussion process
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Fig. 1 Determination of Maximum Recommended Starting Dose based on NOAEL and MABEL
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