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Historical and hygienic aspects on roles of quality requirements
for antibiotic products in Japan:
Part 9—Integration of the “Requirements for Antibiotic Products
of Japan” into the “Japanese Pharmacopoeia”
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In the preceding report, we described that “The Minimum Requirements for Antibiotic
Products of Japan; MRAPJ” was enacted in August of 1969 and regarded as the official
guidelines for the quality control of antibiotic products. The Central Pharmaceutical Affairs
Council (CPAC) of the Ministry of Health and Welfare (MHW) decided, through four major
amendments by July of 2000, to integrate the MRAPJ into “The Japanese Pharmacopoeia; JP”.

In this report, we describe the results of our investigations, analyses of the challenges
encountered, solutions to those challenges during the integration phase, and discuss the historical
and hygienic significance of the integration process.
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The JP Committee of the CPAC decided to withdraw antibiotic products from being
subjected to the “Minimum Requirements” restrictions outlined in Article 42 of the
Pharmaceutical Affairs Law. This decision was based on evidence that over 60% of the entities
listed in the 1998 version of the MRAPJ were highly purified semi-synthetic antibiotics
manufactured via chemical synthesis processes. The committee established “the First General
Subcommittee” to work on the integration of all the listed items of the 1998 MRAPJ into the 14th
Edition of JP (14th JP) . The integration process commenced in March of 1999 and was scheduled
to be announced in March of 2001. In the 1998 MRAPJ, there were 142 entities consisting of 174
active pharmaceutical ingredients (APIs) and 314 preparations manufactured from these APIs. As
the first step, the integration work of these APIs into the JP began. With regard to antibiotic
preparations, all items were transferred in advance to the newly enacted “The Japanese
Pharmaceutical Codex Part IV (Antibiotic Drugs) ; JPC Part IV” in September of 1999.

In principle, the monographs in the MRAPJ were regarded as the “minimum standards”
necessary in order to provide minimum quality specifications and test methods for the assurance
of safety and efficacy of drugs. Furthermore, many necessary items were eventually included as
“approved matters” and became known as “extra MRAPJ standards”. However, monographs in
the JP are considered as “full standards” for which no approval is required. Therefore, the major
tasks for the transference of the APIs listed in the MRAPJ into the JP were to combine the
“minimum standards” and the “approved matters” of individual drugs. The end result was the
creation of “full standards” that were appropriate for “the official drugs” of the JP. Due to the
“intellectual property” nature of individual pharmaceutical companies involved, many
complications arose prior to the disclosure of these “approved matters”. Eventually, a total of 47
APIs were integrated into the 14th JP as “full standards”. In addition, 18 relatively new APIs were
integrated as “minimum standards” that were unique to the JP.

Prior to the announcement of the 14th JP, the MHW was reorganized into the Ministry of
Health, Labour and Welfare in January of 2001. At that time, the integration work was
accelerated and the name of “the First General Subcommittee” was changed to “the Antibiotics
Committee”. Over the course of 27 meetings, 82 APIs were transferred from the MRAPJ to the
14th JP Supplement 1 enacted in December of 2002. As a result, no drugs were listed in the
MRAPJ. Thereafter, the MRAPJ was abolished upon completion of its mission. For 33 years
since its enactment, it served as the guidelines for the quality control of antibiotic drugs in Japan.

Antibiotic preparations previously transferred to the JPC Part IV were subjected to transfer
to the JP. Subsequently, after the creation of the “full standards” monographs, it is expected that
83 antibiotic preparations will be listed in the 17th JP Supplement 2 to be announced in May of
2019.



