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Post-Approval Change Control Issues in Japan
Comments by APIC*

*APIC: Active Pharmaceutical Ingredients Committee of CEFIC (European Chemical Industry Council)

Japanese pharmaceutical industry is now importing about 70% of its APIs from overseas such countries as
China, India, Korea, EU, US, etc. according to Japan Pharmaceutical Traders” Association (hereinafter referred
to JAPTA). Main customers are generic pharmaceutical companies as they are going to take generic volume
share of 60% this year and encouraged by the Japanese Government to further take the 80% of the prescription
market by the end of March 2021.

If such a target is to achieve, a tremendous volume of APIs must be procured both at home and overseas. In
order to export APIs to Japan, there are several regulatory important issues to overcome though the market is
very attractive. Among Japanese several important regulatory issues, the most serious one is “post-approval
change application” (hereinafter referred to as PACA) as a part of product life cycle since the regulatory systems
on this part in ICH tripartite countries have not yet harmonized. A new effort has recently been started in
the form of Q12 since stakeholders have already noticed the hitch of the current situation. Not only with the
finished products but also APIs must be part of the discussion of Q12 so that the harmonization can be achieved
in a desirable complete form. We would like to point out issues with the current Japanese PACA which may
assist better understanding of this matter by both the regulatory authorities and the medicines industry.

This PACA matter is very important to adopt improvements in quality, efficacy safety, etc. smoothly after the
initial approval of medicinal products. By the characteristics of the regulatory control, such moves of change
require approval if they are serious in nature and usually take a long-time and eventually cost us a lot. Our
proposal for smooth operation between EU and Japan across the border is presented here referring to the report
of June 2013 by APIC and some recent developments afterwards.

Systems Problems with the Current Japanese Change Control Criteria

(1) There are too many cases of “Partial Change Approval Application”(or Major Change Approval
Application) out of PACAs submitted. Thus, review time has become long and it has been difficult to
predict production and import plans, and implementation of changes are delayed.

@ “Major Change Approval Application” generally takes about one year which is longer than in EU and US.

(2) The Japanese change control criteria are expressed in comparatively ambiguous wording . Therefore, the
views of the reviewer and the applicant tend to differ considerably. The reviewer tends to judge submitted
changes as “Major Change” for the sake of risk aversion.

© PACAs submitted in EU and US are classified into a few mid-level categories between Major and Minor,
not limited to two such as only Major and Minor in Japan, according to their risks, and more concrete
criteria are given. The applicant can often judge himself to a greater degree and the mutual views of
the applicant and the reviewer on the changes could be easy to converge, thus the review time could be
shorter, by choosing an appropriate class of categorization of the changes.

(3) Since the Japanese Criteria for Change Control are not in harmony with those of EU and US yet, it is
difficult to for foreign applicants or suppliers to understand the Japanese way of classification or its
philosophy.

@ Minor changes can usually be implemented by the responsibility of the manufacturer in EU and US as
most of them can be described in annual reports.

@ Minor changes in EU and US tend to be judged proportionally more to be Major changes in Japan.

@ Minor changes are so frequently required to apply as major change based on the principle of simple
dichotomy when it is not sure if the Japanese minor change criteria are applicable to a change. Minor
changes in Japan must be submitted within 30 days to Pharmaceuticals and Medical Devices Agency
(hereinafter referred to as PMDA ) every time it is made.

6 HAZXEZELSHR



(4) Last year Consultation system with PMDA for Minor Change Submission was introduced by Ministry
of Health Labour and Welfare (hereinafter referred to as MHLW). The consultation is given after quick
review of the available data, without having recourse to major change application or gambling with minor
change submission, when the classification is nebulous. According to APIC experience, APIs are also
within the scope of "Consultation system". APIC says some EU companies have applied for a Consultation
with PMDA with success. The API manufacturer was able to meet PMDA, to present the supporting
data for the change and to get an agreement on the change classification. Note that although Marketing
Authorisation Holder (hereinafter referred to as MAH) has to be informed about the change, the approval
from the MAH is not required to apply for a Consultation with PMDA.

Management Issues with the Current Change Control Criteria

(1) Since the review period of the Major Changes takes longer time than in EU and US, the following
problems arise from the view point of quality continuous improvement and management plan:

Before finish of the change approval review, overseas manufacturers cannot supply to Japan the product
whose production facilities and methods are improved. Such delay in adopting new facilities and
production methods will affect the business management and production control.

@ When the review of a major application is once started the second application of change must wait until
the pending one is finished. It will be fine if it becomes possible to accept a second application of change
when it is to target a different part of the approved application or MF itself.

@ Since MF holder or MAH may have their own change schedule at the overlapping time period, such
plural applications must be accepted when suppliers are plural for one approved finished product.

@ Likewise, when an MAH has a second supplier, each MF holder may cause trouble to the other’s change
application to stop which would in turn cause delay of change application of the other supplier and harm
stable supply of the products and fair competition.

@ Those tend to be treated as major changes which require complicated maneuver and may occasionally
force the API manufacturer to give up its supply of the changed product to Japan and thus, its supply may
become unstable or even disrupted.

(2) APIC would like to clarify that the differences between the Japanese Change Control Criteria and that of
EU and US are well understood. The problem with the implementation of the changes is not related with
the procedure itself, but with the difference in the classification of the changes and consequently with the
time required for the implementation of the changes.

Demands for Revision of the Change Control Criteria
(1) Reduction of the review period of Major Change Approval Application to approximately 6 months, and
the change control criteria for Major Change should be subdivided into a few classes according to different
risk levels so that the review period would be assured to be shorter and predictable.
@ When change control could be executed by a well-defined planning through logical classification, the
control maneuver will become easier.
(2) Establishment of transparent Change Control Criteria according to their risks, comparable to those of EU,
based on the accumulated cases.
@ 1If such criteria are established, the Change Control Criteria would be better understood and the applicable

judgments would be standardized and the views on changes may converge.

Recommendable Temporal Measures
@ As referred above, the new system is being used by API Manufacturers for a while and APIC experience
is that the maximum time for the review was 3 months. Such a time line is a good sign of improvement.
Consultation for Minor Change Submission should be expanded its scope to include APIs and further
elaboration of its practice should be developed and reduction of the review time should be further

encouraged.
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Post-Approval Control Issues in Japan Comments by APIC

@ The data in CTD written in English should be accepted for Japanese MF as they are and the same
understanding level of the data should be kept between the MF holder and the reviewer; and unnecessary
review processes and factors should be eliminated. Module 2.3.S and Module 3.2.S should be included in
such data.

@ Organize a Working Group inviting members from industry and regulatory authorities and start
preparation of the criteria by arranging accumulated cases through reviewing the previous related
proposals and discussing among the related industry bodies including overseas drug-related associations.

@ Reviewer of PMDA should send an inquiry to foreign MF holder in English and receive its response from
the MF holder in English.

This direct exchange in English between the reviewer and foreign MF holder not through an in-country
caretaker makes the reviewing time much shorter and the review itself more accurate than that through an

in-country caretaker. Of course such direct approach is routinely performed in most foreign countries.

Probable Disadvantages and our Discussion
(1) Would it increase the level of the risks?
@ Establishment of Criteria would give clear basis for classifying changes and, thus, reduce unnecessary
variable review processes and more time could be diverted to necessary reviews.
(2) Necessary reviews of changes can also clearly be shown by the criteria and they should be reviewed as per
the established criteria.
@ The risks would substantially be reduced if the submitted scientific data are evaluated more rigorously.
(3) Would the concerned parties be charged with extra burden?
@ Since predictability would be enhanced through planned action and goal setting with our proposed
system, we are sure the burden could be reduced.
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NON-DISCLOSURE AGREEMENT (Standard Contractual Terms)

This NON-DISCLOSURE AGREEMENT (hereinafter referred to as the “Agreement”) is made and
entered into between X Co., Ltd. (hereinafter referred to as “X”) and Y Co., Ltd. (hereinafter referred to as
“Y”) in connection with the handling of information mutually disclosed to each other upon considering
the possibility (hereinafter referred to as the “Consideration”) of developing ee (hereinafter referred to as

the “Product”) in relation to e.
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Article 1 (Scope of Disclosure)

X and Y (hereinafter collectively referred to as the “Parties”) will disclose to the other party as soon as
possible all business, technical and any other information which either party considers to be necessary

and useful for the Consideration (hereinafter referred to as the “Information”).
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Article 2 (Confidential Information)

1. “Confidential Information” herein means the Information disclosed by X or Y to the other party for the
Consideration in accordance with the preceding Article, in writing, orally, in electronic recording media,
or in any other forms and marked at the time of disclosure, “ 1444 ”, “Confidential”, “Proprietary” or
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alike which means confidential (hereinafter a party disclosing the Confidential Information is referred to
as the “Discloser” and a party receiving the Confidential Information from the Discloser is referred to as
the “Recipient”), provided, however, that as for the Information disclosed in forms where the Discloser
is unable to mark, including oral disclosure, “Confidential Information” means such Information orally
informed at the time of disclosure as confidential by the Discloser to the Recipient and designated in
writing as confidential within thirty (30) days after the disclosure.
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2. The information which falls under any of the following items shall not be included in the Confidential

Information;

(i) the information which was already in public domain at the time of disclosure;

(ii) the information which becomes public domain through no fault of the Recipient after the disclosure;

(iii) the information which was at the possession of the Recipient at the time of disclosure;

(iv) the information which was lawfully obtained without confidentiality obligations from an authorized

third party which bears no confidentiality obligations to the Discloser;

(v) the information which is independently developed without use of or reference to the Confidential

Information.

3. The information concerning the existence, progress and content of the consultation or negotiation in
relation to the Consideration, the result of the Consideration, the fact of the execution of this Agreement,
and the existence and the content of this Agreement shall be included in the Confidential Information.
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