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Applicability of Pharmacopeial Test Criteria for Process Analytical Technology and Real
Time Release Testing — Criteria for Uniformity of Dosage Units using Large Sample Sizes
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Current Situations and @haﬁﬂ@ng@s of Official M@n@gra@hs
on Chemical D '

W R Rl ATHE
Haruhiro OKUDA and Yukio HIYAMA

Abstract

The purpose of monographs is to publish the specifications as official standards so as to assure
quality of drugs marketed in Japan. Monographs of chemical drugs are prepared by JP expert com-
mittee based on the innovator’s specification (test procedures and acceptance criteria) and support-
ing data. Although generic drugs are approved after confirmation of equivalency between generic
and innovators drugs, test methods described in draft monographs are occasionally not applicable
to generic drugs. Feasibility of draft monographs is confirmed by public comment procedures, and
specification and testing methods are modified if needed. The preparation process of monographs on
chemical drugs, that is to say, is a process in which specifications specific to innovators’ drugs are
universalized so as to be applicable to all of the drugs marketed in Japan. Test procedures requiring
adverse reagents as well as special reagents and apparatuses are modified through the process.
Recent ICH guidelines Q8-Q11 encourage pharmaceutical companies to develop new drugs on a QbD
basis, emphasizing scientific approach of pharmaceutical development and establishment of quality
control strategy, where control of starting materials, reagents and intermediates as well as in-pro-
cess control are recommended. Requests for publication of drugs developed by the new approach
are predicted within several years. It is probably not only difficult but also inappropriate to adopt
the conventional JP approach to the critical quality attributes assured by methods other than final
product testing. In order to resolve the problem derived from discrepancy between the role of JP
and the QbD approach, the following two issues should be addressed; 1) to recognize the importance
on complementary relationship between the role of review process on generic drugs and that of JP
and to strengthen the relation, 2) to construct additional frameworks being able to incorporate new
concepts such as real time release testing and process analytical technology in JP.
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