Mid-term Targets of the Pharmaceuticals and Medical Devices Agency (PMDA)
*(Provisional Translation)

* This translation of the original Japanese text is for information purposes only
(in the event of inconsistency, the Japanese text shall prevail).

Instruction No. 0307-73 (dated March 7, 2014) of
Pharmaceutical and Food Safety Bureau,
Ministry of Health, Labour and Welfare (MHLW)

Targets to be achieved by the Pharmaceuticals and Medical Devices Agency in its operation
management shall be established as below, based on the provision of Article 29, Paragraph 1 of the
Act on General Rules for Incorporated Administrative Agency for Incorporated Administrative
Agency (Act No. 103, 1999),.

March 7, 2014

Minister of Health, Labour and Welfare
Norihisa Tamura

Part 1
Effective Period for Mid-term Targets

The effective period for Mid-term Targets according to Article 29, Paragraph 2, Item 1 of the
Act on General Rules for Incorporated Administrative Agency (Act No. 103, 1999) shall be 5 years,
from April 2014 through March 2019.

Part 2

Matters Regarding Improvement in Operation Management of the Overall Corporation and
Matters Regarding Improvement in the Quality of Services and Other Operations Rendered
to the Public

The targets related to the overall corporation regarding improvement in efficiency of operations,
as stipulated in Article 29, Paragraph 2, Item 2 of the Act on General Rules for Incorporated
Administrative Agency, and the targets regarding improvement in the quality of services and other
operations rendered to the public, as stipulated in Article 29, Paragraph 2, Item 3 of the Act on
General Rules for Incorporated Administrative Agency, shall be as follows.
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1) Efficient and Flexible Management of Operations

a)

b)

c)

The Pharmaceuticals and Medical Devices Agency (hereinafter referred to as the “PMDA?”) shall
establish an efficient and flexible system for managing operations, confirm the way of
operational control and methods for implementing operations through external evaluation, and
improve the management of operations based on the following points.

- Improve internal controls including the way of implementing duties in accordance with
instructions from accounting auditors, and proactively disclose measures taken.

- Examine the way of internal control by utilizing professional knowledge from experts of
third-parties.

- PMDA shall refer to the matters that were notified to each evaluation committee of the
incorporated administrative agencies of the government ministries, which are opinions on the
report (Internal Control and Evaluation in Incorporated Administrative Agencies) released by
the Study Group on Internal Control and Evaluation in Incorporated Administrative Agencies
held by the Ministry of Internal Affairs and Communications, and opinions on evaluation
results of the operating performance in incorporated administrative agencies from the Ministry
of Internal Affairs and Communications and the Evaluation Committee of Incorporated
Administrative Agencies.

Promote computerization of the operations to increase efficiency of the operation management
system.

Based on a re-examination of systems control operation of the common information and the
review operation, PMDA shall control costs by re-examining the system configuration of the
overall PMDA and its procurement method, in order to reduce system costs, to ensure
transparency of system procurement, and to streamline operation management.

For this reason, PMDA shall promote approaches to optimize operations and systems by
integrating the individual review systems and by establishing a system to promote information
sharing among review services, post-marketing safety measures, and relief services for adverse
health effects, based on the Optimization Plan for Operations and Systems established at the end
of FY 2007.

2) Improvement of Operation Management

a)

By continuously improving the operation and increasing efficiency in management, the
following reduction in the budget for the Mid-term Plan is expected to have been achieved by the
end of the effective period for Mid-term Targets, regarding general administrative expenses
(excluding personnel expenses) in which the administrative subsides are to be applied.

- No less than 15% as compared to FY 2014.



- Appropriately utilize outsourcing (outsource when possible to prevent increase in personnel,
etc.).

b) By increasing efficiency in operations, the following reduction, regarding operating expenses
(excluding personnel expenses, and single fiscal-year expenses, etc., that were paid for the
establishment of operations) in which the administrative subsidies are to be applied, is expected
to be made by the end of the effective period for Mid-term Targets.

- No less than 5% as compared to FY 2014.
- Appropriately utilize outsourcing (outsource when possible to prevent increase of personnel,
etc.).

¢) Yearly administrative subsidies are to be rigorously calculated with consideration of its debt
balance.

d) Promote efficiency and improvements of operations by consolidating the management of the
marketing authorization holder’s product data, etc. of contributions for adverse drug reaction
(ADR), contributions for relief for infections, and contributions for post-marketing safety
measures.

e) As a general rule, contracts shall be concluded through open competitive bidding, etc., and the
following approaches shall be made.
- Fully secure competitiveness and transparency even when contracts are not concluded by open
competitive bidding such as planning competition and invitation to bids.
- Conduct bids and conclude contracts appropriately, by having them thoroughly checked by
auditors and accounting auditors as well as by utilizing opinions of experts.

f) Provide and disseminate genuinely useful information from the public perspective

Let the public be aware of the services and role of PMDA by disseminating and providing
information from the public’s perspective, which enables the public and patients to readily
access to the information they need. Enhance the consultation system and ensure transparency of
operations and its details in order to improve the services rendered to the public.

g) Analyze issues of the operation system
Analyze the issues of the operation system appropriately and revise them if necessary.

h) Considerations related to financial base
Consider a financial base that is appropriate for the role of PMDA and take necessary measures.



Part 3
Matters Regarding Improvement in Operation Management of Each Division and Matters
Regarding Improvement in the Quality of Services and Other Operations Rendered to the
Public

1. Relief Fund Services for Adverse Health Effects

With regard to the relief fund services for Adverse Health Effects (hereinafter referred to as “relief
services™), it is important not only to fully disseminate more people the Adverse Drug Reaction
Relief System and the Relief System for Infections Acquired through Biological Products
(hereinafter referred to as “relief systems”) and appropriately operate them, but also adequately and
promptly provide relief for those suffering from ADR and infections acquired through biological
products or regenerative medical products (hereinafter, including cellular and tissue-based products
and gene therapy products).

Based on this concept, the following targets shall be achieved.

1) Enhance Public Relations and Dissemination of Information Regarding the Relief Systems

a) Conduct proactive public relations so that the relief systems are definitely utilized when
necessary.

b) Make more efficient operations by reducing the number of cases where inadequate operations of
claim documents, etc., result in need of extra processing time.

2) Promptly Process Relief Benefit Claims by Investigating and Organizing the Facts of the
Claims

a) Promptly process relief benefit claims

b) Set up standard administrative processing times* and steadily achieve those standards.

* Standard administrative processing time includes a certain period for medical and
pharmaceutical judgments of the Ministry of Health, Labour and Welfare. However,
administrative processing time shall exclude the period when processing could not be continued
because additional or supplementary documents and investigations of the claimant or medical
institutions were required to make medical and pharmaceutical judgments.



3) Promote Appropriate Information Transmission in cooperation with Divisions

Cooperation shall be promoted among the divisions of PMDA, and information especially regarding
cases of relief payment shall be appropriately disseminated to the Review Divisions and the Safety
Measures Divisions, with attention to ensuring protection of personal information.

4) Implement Appropriate Health and Welfare Services

Steadily implement health and welfare services.

5) Appropriately Provide Healthcare Allowances to SMON Patients and Patients infected
with HIV through Blood Products

Appropriately conduct services regarding healthcare allowances to SMON patients and
HIV-positive patients infected with blood products.

6) Appropriately Pay Benefits to Assist Individuals Affected by Hepatitis C through Specified
Fibrinogen Products and Specified Blood Coagulation Factor X Products Contaminated
by Hepatitis C Virus

Appropriately conduct services regarding payment of benefits to assist individuals affected by
hepatitis C through specified fibrinogen products and specified blood coagulation factor IX
products contaminated by hepatitis C virus.

2. Reviews and Related Services

In the review services and post-marketing safety measures, PMDA shall enable better
pharmaceuticals and medical devices, etc., to be provided to medical settings more promptly and
safely, so that the public can use global standard pharmaceuticals and medical devices, etc., at ease.
It is important to ensure that pharmaceuticals and medical devices, etc., are appropriately used,
prevent health hazards from occurring while accurately and promptly taking measures in cases
where health hazards occur, and make pharmaceuticals and medical devices, etc., fulfill their
mission in the long term.

Along with this conception, and based on the Japan Revitalization Strategy (adopted by the
Cabinet on June 14,2013) and the Healthcare and Medical Strategy (an agreement among the Chief
Cabinet Secretary, Minister of Health, Labour and Welfare, and Minister of Internal Affairs and
Communications on June 14, 2013) , Act to Ensure Quality, Efficacy, and Safety of
Pharmaceuticals and Medical Devices (Act No. 145, 1960) that were revised as a result of the Act for
Partial Revision of the Pharmaceutical Affairs Act, (Act No. 84, 2013) , as well as the Act to Ensure



Safety of Regenerative Medicine (Act No. 85, 2013), etc. , PMDA shall accelerate reviews speed for s
and medical devices, aim to achieve elimination of review lag*, and aim to improve the quality of the
reviews, etc. Pharmaceutical Affairs Consultation on R&D Strategy, etc., shall also be enhanced as a
support to eliminate the developmental lag™*.

In order to achieve these targets, PMDA’s financial resources shall be utilized in enhancing the
system.

*Drug lag and device lag are defined as delay of approvals of pharmaceuticals and medical devices, respectively,
from United States in Japan. Drug lag or device lag can be divided into review lag, which are differences in
review time (time from application to approval) between the United States and Japan, and development lag,
which are differences in time at which the companies submit applications to the regulatory agencies of the
United States and Japan (from the Japan Revitalization Strategy [approved by the Cabinet on June 14, 2013]).

The overall lag shall be eliminated by eliminating the review lag and development lag.

Following measures shall be promoted in order for the above mentioned measures to be
implemented appropriately and smoothly, while maintaining cooperation with MHLW.

1) Make pharmaceuticals, medical devices, etc. accessible by the public more quickly

Efforts shall be made to enable the public and healthcare professionals to promptly gain
advantage of advanced and safe pharmaceuticals and medical devices, etc., based on their needs so
that they can receive the maximum benefit from them.

PMDA shall proactively support and cooperate with MHLW and its approaches, including
acceleration of clinical trials, to promote development of pharmaceuticals and medical devices that
are still unapproved in Japan but are of high medical need, in order to reduce development lag.

a) Conduct various measures, while evaluating and verifying their state of progress, and take
additional measures when necessary.

b) In order to achieve reduce review lag while improving the quality of reviews, PMDA shall
improve the services by setting time reduction targets (targets at ordinary times without any
exceptional cases such as substantial changes in the systems or social conditions) for the
processing time of applications (regulatory review time for products approved in the respective
years) that were submitted after April 1, 2004. PMDA shall develop a review system to achieve
these targets.

c) Promote multiregional clinical trials by cooperating with the United States, Europe, and Asian
countries.



d) Prioritize clinical trial consultations for pharmaceuticals and medical devices that are expected to
be highly useful by enhancing pre-application consultations, so as to reduce review period.
Correctly understand the accurate needs of companies at the stage of development and reevaluate
system of the consultation service whenever necessary.

e) Improve PMDA’s own scientific levels for skills of consultations and reviews, with
consideration of the rapid development of the latest technologies such as biotechnology,
genomics, and regenerative medicine, and shall take necessary measures for the consultations
and reviews along with the development of new pharmaceuticals, new medical devices, and
regenerative medical products that utilize the latest technologies.

f) Take necessary measures to accelerate reviews for generic drugs, etc., as in the case of new
pharmaceuticals.

g) Take measures to accelerate reviews for behind-the-counter (BTC) drugs*, over-the-counter
(OTC) drugs, and quasi-drugs as with new pharmaceuticals.

*Behind-the counter (BTC) drugs are defined as switch OTC drugs and powerful OTC drugs which require

pharmacist's intervention.

h) Set targets to aim for eliminating review lag for medical devices, as with new pharmaceuticals,
and take measures to accelerate reviews. Develop a review system to achieve these targets.
Regarding reviews of improved medical devices and generic medical devices, PMDA shall take
measures to systematically and intensively review items which had taken long time for the
reviews after submission, and shall make efforts to reduce the applicant’s time (the time within
the review time that is necessary for the applicants to reply to inquiries from the regulatory side).

i) Take measures to accelerate reviews for regenerative medical products by enhancing the relevant
review divisions necessary to conduct accurate and prompt reviews, while introducing
conditional and time-limited approval system as well as setting target review times.

j) Appropriately and efficiently conduct conformity inspections.

k) Conduct appropriate and efficient GMP/QMS/GCTP (Good gene, Cellular and Tissue Practice)
etc. inspections.

2) Provide Support to be the First in the World to Facilitate Practical Use of Innovative
Pharmaceuticals, Medical Devices, and Regenerative Medical Products



Make the following approaches in order to be first in the world to facilitate practical use of
innovative pharmaceuticals, medical devices, and regenerative medical products.

a) Establish and update review standards for innovative products.

b) Proactively conduct Pharmaceutical Affairs Consultation on R&D Strategy, etc.

c) Operate the approval system based on the characteristics of regenerative medical products.

3. Safety Measures

In the review services and post-marketing safety measures, PMDA shall promptly and safely
provide superior pharmaceuticals and medical devices, etc., to medical settings in order to enable
the public to use global standard pharmaceuticals and medical devices, etc., at ease. It is important
to ensure that pharmaceuticals and medical devices, etc., are appropriately used, prevent health
hazards from occurring while accurately and promptly taking measures in cases where health
hazards occur, and make pharmaceuticals and medical devices, etc., fulfill their mission in the long
term.

In accordance with this concept, utilize finances including PMDA’s own financial resource and
enhance the system when necessary to improve post-marketing safety measures of pharmaceuticals
and medical devices, etc., based on the Act for Partial Revision of the Pharmaceutical Affairs Act
that reflects the details of Japan Revitalization Strategy, the Healthcare and Medical Strategy, the
final recommendation of the Committee for Investigation of Pharmaceutical-induced Hepatitis
Cases and Appropriate Regulatory Administration to Prevent Similar Sufferings, etc.

a) Systematically and continuously conduct comprehensive evaluations of information on ADR,
Malfunction, and Adverse Reaction (here in after ADR, etc.), by substantially enhancing
assemble of information on ADR, etc., and its evaluation analysis system in order to accurately
respond to the advanced and specialized evaluation of information on ADR, etc. Furthermore,
find out new relationships among multiple ADR information, and establish an efficient and
effective evaluation system for safety information such as researching and utilizing methods to
identify and analyze new safety information, and improved it when necessary, by using IT
technology.

b) Have healthcare professionals and companies increase utilization of feedback information on the
analysis results of collected safety information, etc., and enhance methods of disseminating
information on appropriate use to the patients, in order to enhance the rigorous system for
disseminating safety information to improve safety measures at medical institutions. At the same
time, PMDA shall also establish standards that enable the accomplishments of safety measures to
be more accurately understood in a manner in which the public are able to understand easily.



¢) Conduct appropriate post-marketing safety measures based on the Risk Management Plan of
pharmaceuticals.

d) Cooperation shall be promoted among the relief services and the review services to enable
appropriate assessment of safety.

e) Establish a system that enables confirmation of the current status and effectiveness of
post-marketing safety measures taken by PMDA in companies and medical institutions, etc.

f) Appropriately collect information on Adverse Reaction reports regulated in the Preventive
Vaccination Act and appropriately conduct investigations and analyses.

4. Promotion of Regulatory Science, Globalization, etc.

Note: Regulatory science = Science for coordinating results of science and technology into the most desirable
form for harmonizing people and society, by conducting accurate and evidence-based estimations,
evaluations, and decisions in order for the results of science and technology to be used for people and
society. (from the Science and Technology Basic Plan, adopted by the Cabinet on August 19, 2011)

a) Enhance regulatory science research

Develop an environment and system for conducting regulatory science research (hereinafter
referred to as the “RS research”) aimed at improving the quality of the services provided by PMDA.
Make efforts to train human resources to be experts in RS research through conducting it, and make
efforts to contribute to increase the efficiency of development of pharmaceuticals, etc., through
establishment of guidelines, etc.

b) Response to globalization

Reinforce partnerships with foreign regulatory agencies, promote global harmonization activity
to proactively collect foreign information, and make efforts to promote dissemination of
information in English.

Furthermore, enhance the English website of PMDA, and enhance measures in order for Asian
countries to increase their understanding of Japanese regulations and standards regarding
pharmaceutical applications, etc.

¢) Enhance staff training

By enhancing staff training, PMDA shall establish a group of engineering supervisors that have
a global level in review services and post-marketing safety measures so as to increase the quality of
the services, and shall make efforts to train human resources to be experts in RS research.



d) Promote interaction with external researchers and investigative research

Promote investigative research by proactively interacting with external researchers in order to
contribute to activate development and to establish guidelines regarding innovative seed-stage
resources.

e) Promptly facilitate practical use of pharmaceuticals for intractable diseases and orphan diseases.

f) Promote further transparency of review services and post-marketing safety measures such as
revealing in public review reports.

g) Develop an information system basis that ensures reliability and increases efficiency of review
services and post-marketing safety measures.

Part 4
Matters Regarding Improvement in Financial Affairs

The following is the target for improving financial affairs specified in Article 29, Paragraph 2,
Item 4 of the Act on General Rules for Incorporated Administrative Agency.

For matters specified in Part 2, items 1) and 2) of this Mid-term Targets, a Mid-term budget
shall be developed with an estimation of cost reductions, and PMDA shall operate based on this
budget.

Part 5
Important Matters Regarding Other Operation Management

The following are important targets regarding other operation management specified in the
Article 29, Paragraph 2, Item 5 of the Act on General Rules for Incorporated Administrative
Agency.

1) Matters Regarding Personnel Affairs

a) Secure enough personnel necessary to reviews and post-marketing safety measures, based on the
Act for Partial Revision of the Pharmaceutical Affairs Act, etc., that reflects the details of Japan
Revitalization Strategy, the Healthcare and Medical Strategy, and the final recommendation of
the Committee for Investigation of Pharmaceutical-induced Hepatitis Cases and Appropriate
Regulatory Administration to Prevent Similar Sufferings, etc.

10



In order to avoid any suspicion of inappropriate relationships with pharmaceutical companies,
etc., PMDA shall take appropriate measures in employment, allocation, post-retirement
reemployment, etc., of executives and employees, while thoroughly ensuring its neutrality, etc.
PMDA shall make efforts to adjust the salary levels of the employees to achieve an appropriate
and efficient level, taking into consideration competitiveness for stable securement of excellent
human resources.

b) Appropriately develop personnel capacities by having them interact with external institutions to

increase their expertise, and appropriately conduct personnel evaluations based on their work
performance. PMDA shall also increase motivation of the personnel through these measures, etc.

2) Ensure Security

Ensure security of the offices, etc. and take all measures to thoroughly manage information, in
order to thoroughly protect information of personal, corporate, etc.

3) Matters Regarding Disposition of the Reserve Funds Specified in Article 31, Paragraph 1
of the Act on the Pharmaceuticals and Medical Devices Agency

Appropriately dispose the reserve funds that are still left even after adjusting profit and loss
according to Article 44 of the Act on General Rules for Incorporated Administrative Agency at the

end of the last fiscal-year of the effective period for the Second Mid-term Targets.

4) Other Matters

Steadily conduct approaches based on the government policy indicated in past Cabinet
decisions, etc.
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