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CHANGES IN JAPANESE
PHARMACEUTICAL AFFAIR LAW AND
QUALITY REGULATIONS

by Yukio Hiyama

'E'he revised Pharmaceutical Affair Law (rPAL) was
passed by the Diet in July 2002 and its
implementation is due in April 2005. The major
changes include revision of the approval system
and enhancement of post-marketing safety
measures, especially for medical devices and
biclogics. .

Under the changes, revisions of Quality Regulations will
have impact on:

1) Market Approval Holders responsibility for the
quality management;

2) Drug Master. File system to support Common
Technical Document (CTD) based applications (*CTD
based application became effective in July 2003);

3) Consolidation of the legal positioning of GMP;
4) Revision of GMP standards. -

Under the old pharmaceutical product approval system,
approval (Manufacturing or Importation) was granted to
manufacturers if the product was made domestically or
to importers if made overseas. That meant that
Japanese pharmaceutical companies had to
manufacture their own products while foreign
pharmaceutical companies did not have to do so. This
was seen as a huge discrimination against the domestic
industry. For importers, there was a quality assurance
system called Good Import Practices (GMPI), which
required foreign pharmaceutical companies to comply
with GMP. However, under GMPI, Japanese inspectors
did not normally inspect foreign manufacturing
facilities. ' ‘

Under the new law, the two-tier system will disappear
and become one system, Market Authorization. The new
law allows all parties to subcontract manufacturing
activities and requires markel approval holders to
ensure product quality no matter where products are
made. '

In order, for market authorization holders to ensure
product quality, the new law requires applicants to

YUKIO HIYAMA PhD, is chief, Third Section, Divisien of
Drugs, National Instilute of Health Sciences, MHLW, Japan,
email; hivama@nihs.go.jp

provide full details of product design and
manufacturing processes which could be developed and
manufactured by others. The Common Technical
Document (CTD) based application, which became
mandatory in July 2003, gives guidance to applicants on
what should be described in pharmaceutical
development and in manufacturing processes. Those
areas were poorly described in old non-CTD based
applications. The reason why they were not described
well is that most manufacturing processes were not
subject to assessment/review in the old system and so
this is not part of the new approval system. In order to
promote CTID based applications, a Master File system
will be created. Manufacturers will probably register
master files for active pharmaceutical ingredients, new
kinds of additives and specialized processes.

Approval matters are provided in the approval
document, which is generally 10 to 20 pages long.
Spedifications and test methods occupy the majority of
the document whilst manufacturing processes are
described in less than one page. To change the approval
matters, partial changes of applications must be
submitted and reviewed. Partial change review
currently takes one year.

However, much more detailed description about the
manufacturing process is desperately needed under the
new law, with the help of a CTD based application, In
order to make the new review/regulatory system
effective, a notification system for non-critical approval
matters has been established. To change those non-
critical approval matters, the Market Authorization
holder notifies the government with the required
information within a month or so. Although no
assessment will be done at the time of notification,
rationale and data for the changes will be subject to
GMP inspection at a later date. Active discussion is taking
place to determine what portion of the manufacturing
processes should be approval matters and what should
be notification items. Probably principles and end
points of the critical manufacturing steps with key
operational parameters wil! become approval matters.
Only principal and quality end points for each
manufacturing step would be subject to pre-approval
review. (see Figure).

GMP compliance becomes a core requirement for the
Market Authorization system. GMP compliance checks
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AACEUTICAL AFFAIR LAY AND QUALITY REGUIATIONS (comf.)
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document for approval matters. in 2002-
2003, the GMP guidance study group
focused on quality systems, regulatory
system issues, technology transfer and
laboratory control. The quality system
subgroup for example, recommended
that Market Authorization holders
should have a declaration statement of
responsibilitiesfauthorities, organization,
and resources in their quality system.

The technology transfer subgroup made
the following recommendations: a
development report should be written
and transferred to the manufacturer;
product specifications should be set by
reflecting critical functional attributes,
which should be clearly defined at the
Product Quality Design stage; the

Figure. Structure of CMC portion of drug application. In the old system, specifications with rationale should be in
specifications and test methods occupy the majority of the portion. Changing ~ the development report, which should be
approval matters currently takes one year. In the new CTD based application, available for review.

the portion of ap_proval matters is exhpanded to inc_lgdi core infor;nation 07 Draft GMP-related guidance documents
the manufacturing process. To change non-critical approval matters, with an inspection policy will be

companies need only submit a notification.

for each new application will be conducted prior to
approval. This requires Industry to finalize technology
transfer before approval and gives the regulatory
authority an opportunity to check on the qualification of
the final manufacturing process against the description
in the application document.

The rPAL and its regulations are major undertakings
both to Authorities and Industry. In order to streamline
the review and inspection systems, the Pharmaceuticals
and Medical Devices Agency has been established in
April 2004 by combining the review function under-NIHS
and the inspection function of the Kiko. Several Health
Science Grant-sponsored study groups have been
formed to establish comprehensive GMP guidance
documents, GMP inspection policies and a scope

published and a framework of approval
matters set by Summer 2004.

The regulation changes give opportunities for a
complete description of the Quality System in the
applications and for better knowledge transfer/
management both in the Regulatory Authority and in
Industry. Training of reviewers and inspectors would be
2 challenge for the Authority while most companies will
need to change undesirable mindsets, which were
presumably created by the old system.

Because expectations created by rPAL have a strong link
with the new ICH quality topics, i.e. Pharmaceutical
Development and Quality Risk Management, we hope
that international collaboration and learning such as
discussion at the iCH will be helpful in implementing
the new Pharmaceutical Affair Law.

World Congress of Pharmacy and
Pharmaceutical Sciences 2004

64th Congress of FIP
4-9 September 2004
New Orleans, USA

Main theme: The patient and the pharmacist —

The heart of the new healthcare team
Contact: congress@fip.org Tel: +31 70 302 1982
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