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Table 1. FY 2006 List of approved items: new drugs
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Table 2. FY 2006 List of approved items: new medical devices 
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Table 3. Safety measures implemented by MHLW / FY 2006
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Table 4. Revisions to PRECAUTIONS in package insert for pharmaceuticals, 
instructed by MHLW / FY 2006
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Detailed information is available at Information Page at PMDA’s website.



Table 5. Revisions to PRECAUTIONS and instruction for self-inspection 
for medical devices / FY 2006

- Revisions to PRECAUTIONS for medical devices

Detailed information is available at Information Page at PMDA’s website.

- Instruction for self-inspection for medical devices
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Table 6. FY 2006 Pharmaceuticals and Medical Devices Safety Information (No.224-234)
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Detailed information is available at Information Page at PMDA’s website.



Table 7. User fee list of review and audit for ethical drugs, quasi drugs and cosmetics 
(effected on April 1, 2005)

The lower row in User fee column indicates the articles on user fees to MHLW in the Cabinet Ordinance on Fees
related to the Pharmaceutical Affairs Law.
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Biological products/

Biological products/
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Table 8. User fee list for medical devices (effected on April 1, 2005)
The lower row in User fee column indicates the articles on user fees to MHLW in the Cabinet Ordinance on Fees
related to the Pharmaceutical Affairs Law.
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Biological
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Table 9. User fees under the Article 3 of the administrative instruction of business 
and service documents range of reviewing and other services of the Independent 
Administrative Agency, Pharmaceuticals and Medical Devices Agency
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Table 10. Comparison of former and revised user fees 
(revision implemented on April 1, 2007)
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Underlined are revised parts.



Underlined are newly created parts.
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Reference 1. Provisional translation

Interim Report of the Clinical Trial Issues Review Committee 
[Summary]

September 2006 

Pharmaceuticals and Medical Devices Agency

1. Background

- In contrast with Japan’s inadequate environment for clinical trials, the environments for clinical

trials in other Asian countries have been improving quickly, and “Global Clinical Trials”

conducted in other Asian countries have been trending upward. 

If this trend continues, submission of approval applications for pharmaceuticals to Japan as well

as the acquisition of approvals will always lag behind Europe and the United States, which

raises the concern that the level of pharmacotherapies in Japan might sink below the

international standards (drug lag). A similar problem has been observed for medical devices

(device lag).

- These issues propelled the Agency to form the Clinical Trial Issue Review Committee in the

Agency last August. To quickly deal with the rapidly changing environment surrounding the

Agency, the Committee has conducted a comprehensive assessment on issues to be tackled,

focusing mainly on clinical trials, and developed strategies which the Agency must work on

immediately.

2. Assessment Result (Summary)

Chapter 1 : Pharmaceuticals

I. Reassessment on evaluation and evaluating methods of clinical trial data

1. Promote global clinical trials

For Japan to participate in global clinical trials, it is crucial to both improve environment and

conditions for clinical trials, and to clarify the basis for regulatory review in evaluating the

trial design and data of global clinical trials.

In a global clinical trial, the nature of the data to require confirmation of proper dosage for

Japanese patients varies depending on the property and therapeutic class of each drug, as

well as the number of data obtained from Asian participants. These issues should be taken

into consideration when deciding sample size in Japan and overseas for a global clinical

trial.



It is essential that the protocols of global clinical trials reflect elements to consider for

conducting a clinical trial in Japan. To achieve this, consultations regarding global clinical

trials have been given a privileged status since FY 2006. Moreover, the Agency’s training

system to raise the competency of each reviewer needs to be strengthened, and the

number of the reviewers should be increased. 

The Agency is also obligated to provide the basic principles regarding how the numbers of

the Japanese and foreign subjects should be determined as well as environmental factors

in clinical settings; and from now on, such guidance should be further clarified as

knowledge will be  accumulated through global clinical trial experience.

The Agency hopes that accumulating knowledge and experience of global clinical trials will

lead the regulatory authorities of Europe, the US, and Japan to establish a cooperative

relationship.

2. Role and function of clinical trials conducted in Asia

To accept data of global clinical trials in Asia smoothly and without conducting a bridging

study, the Agency should promote Asian regional clinical trials that include a certain number

of Japanese subjects.

The Agency needs to scientifically evaluate the necessary number of Japanese participants

through the accumulation of knowledge and experience, and it also needs to strengthen

support for the industry through clinical trial consultations right from the beginning of

protocol development.

The Agency expects that Japan’s participation in Asian regional clinical trials will strengthen

communication among drug regulatory authorities in Asia, regarding clinical trials, approval

reviews, and GCP audits.

3. Introduce evaluation methods more focusing on individual differences, e.g.,
pharmacogenomics

Considering the internationally growing importance of drug development and approval

process that utilize pharmacogenomics-based evaluation methods, it is necessary to

enhance qualitatively and quantitatively the Agency’s system of conducting consultations

and approval reviews that require knowledge of pharmacogenomics, for example, by

incorporating the in-house pharmacogenomics project team into those operations.

The Agency will need to proactively provide consultations and advice on the importance

and necessity of pharmacogenomics-based analysis and data collection through clinical

trial consultations with the industry. 
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4. Set the conditions for approval and coordinate the review processes with
post-marketing surveillance operations

Regarding the drug approval processes, the Agency will classify issues that need to be

assessed before approval and those that can be (or have to be) dealt by post-marketing

surveillance operations.

By evaluating the drug in the post-marketing phase through the early post-marketing

surveillance and using conditions for approval, the Agency can reduce the burden on

applicants to supply massive amount of data and cut down the time required for drug

development and approval review. 

The Agency needs to provide sufficient post-marketing surveillance by upgrading the

competency and size of its post-marketing safety division and strengthening coordination

between the post-marketing safety and review divisions. The Agency needs to develop a

follow-up system to assure that the approval conditions are followed. Further discussion

should be held to clarify the criteria to add conditions for approval and how the conditions

should be practically used. 

5. Expand the clinical trial consultation services 

To comply with all demands for consultations on clinical trials, the Agency’s top priority task

should be to increase the number of the consultants.

As for the clinical trial consultations, global clinical trials have been given a privileged status

since FY 2006, and some kind of privileged status has been considered for consultations

on issues related to pharmacogenomics. The Agency will add a section in its home page

that provides information on clinical trials.

II. Strategy for improving environment for conducting clinical trials in Japan

1. Promote understanding of the GCP, expand consultation services, and
simplify GCP documents

The Agency will promote understanding of GCP through expanding the consultation

services including consultations for medical institutions after GCP inspection, disseminating

information through its home page and Q&A section, and holding briefing sessions for

medical institutions. The Agency will reevaluate the necessity of mandatory GCP

documents and consider the possibility of reducing the items required on a protocol to be

submitted.



2. Enhance the GCP inspections

With a clarification that GCP compliance will be confirmed mainly through on-site

inspections, the Agency will increase the size of the on-site inspection team and the

number of medical institutions subject to inspection, while carefully assigning the staff

within the audit division. Further discussion should be held on a desirable on-site inspection

for on-going clinical trials and registration of IRB of medical institutions that conduct a

clinical trial.

3. Improve the operation of GCP document-based review

To streamline the process of document-based conformity audits and reduce the applicant’s

burden, the Agency will consider the practical plans for introducing electronic Case Report

Form (eCRF), utilizing video conferences, and conducting on-site inspection of medical

institutions where a clinical trial is being conducted.

Chapter 2 : Medical Devices

I. Reassessment on evaluation and evaluating methods of clinical trial data 

1. Utilize and accept the data of foreign clinical trial for medical devices

The Agency will inform drug manufacturers in Europe and the U.S. through seminars that it

is actively accepting foreign clinical data under the provision of “Handling of foreign clinical

trial data on medical devices” (Notification No. 476, PAB, MHW, dated March 31, 1997) and

“Handling of foreign clinical trials regarding medical devices” (Notification No. 0331006,

Office of medical devices, PFSB, MHLW, dated March 31, 2006).

The Agency will deal with this matter according to a guideline for evaluation of clinical trial

data, which is in development by GHTF.

2. Strategy to promote consultations prior to clinical trials and applications

The Agency will promote consultations prior to clinical trials and applications by some ways,

such as demonstrating drug case examples where consultations were proved effective. The

Agency is also considering introducing new categories for clinical trial consultation.  

3. Strategy to facilitate Japan’s participation in international collaborative
development of innovative medical devices

With close communication with FDA and MHLW, the Agency needs to examine the

possibility of global clinical trials (developments) of medical devices.

The Agency will make efforts to realize international collaborative development by giving
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appropriate advice through the pre-application and pre-clinical-trial consultations from an

early stage of development, and to promote understanding among relevant organizations

including foreign institutions. 

II. Strategy to improve environment for conducting clinical trials in Japan

1. Enhance the system to conduct clinical trials in Japanese medical
institutions

Cooperating with FDA, the Agency provides HBD program for Japanese medical institutions

conducting clinical trials to achieve the overall quality of clinical trials same as in the U.S.

The Agency will broadly implement this program in Japan to help the Japanese medical

institutions strengthen the organizational system of conducting clinical trials.

2. Strengthen GCP inspection

Regarding the current system of inspecting Japanese medical institutions conducting

clinical trials for medical devices, the Agency will work to develop more efficient and

effective inspection methods through experience of GCP inspections. 

Chapter 3 : Innovative medical technology in life science

- The technical advances in life sciences and innovative medicines, such as gene therapy and

regenerative medicine, have been speeding up in recent years, and pharmaceuticals and

medical devices that utilize those advanced techniques will be studied for clinical application,

then be subjected to clinical trials, and eventually be filed for approval.

- To comply with this, the Agency needs to quickly increase the competency and the number of

the staff to deal with expeditious and adequate approval reviews and clinical trial consultation

services (including consultations prior to filing to start clinical trials on specific biological

products). The Agency needs to provide researchers and corporate personnel with detailed

advice through clinical trial consultations.

- The Agency should gather experience in this field and develop guidelines. It also needs to

improve, strengthen, or simplify various regulations and post-marketing safety measures as

needed. Furthermore, the Agency should build a closer working relationship with FDA and

EMEA, for example, by facilitating human exchanges.

- The Agency needs to make efforts to assure the timely availability of helpful medical technology,

while dealing with risk associated with innovative technologies by requiring mandatory provision

of risk information to patients and healthcare professionals, and conducting approval reviews

with a view to require post-marketing follow-ups as conditions for approval.



Reference 2.
Proposal from the Council for Science and Technology Policy

Institutional reform for promoting

science and technology and passing on

the benefits to the society

excerpt

December 25, 2006

Council for Science and Technology Policy
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6. OVERALL PROMOTION OF CLINICAL RESEARCHES
INCLUDING CLINICAL TRIALS

II. Reform for Improving Infrastructure
(3) Improving environment for conducing approval reviews and

fostering clinical researches

(b) Streamline the approval review process at the Pharmaceuticals and Medical
Devices Agency (PMDA)

Chronic understaffing of drug reviewers at the Agency has been pointed out repeatedly. Most of

all, it is needed to increase the competency of reviewers to expedite the review process as well

as to recruit physicians with clinical experience and staff specialized in biostatistics since these

areas are severely understaffed. According to a FY 2005 comparison of countries by the size of

approval review division in the regulatory authorities, the number of reviewers in Japan is 197,

2,200 in the U.S., 693 in the U.K., and 942 in France. This may cause the longer review time,

which has been creating a delay in providing Japanese people with new drugs and medical

devices. Recent efforts at the Agency have resulted in shortening its review time to some extent,

yet the reduction in total review time is not satisfactory to be on a par with that of the U.S. The

waiting time for the pre-submission and pre-clinical-trial consultations has been improved from

the abnormal state where applicants had to wait eight months or longer, but consultations are still

not provided in a timely manner as requested by applicants, compared to Europe and the U.S.

Moreover, the quality of the consultations is not satisfactory for drug companies at present.

Therefore, it is recognized that the Agency does not provide timely and appropriate consultation

services which are needed in corporate activities.    

In order to eliminate such delays in providing clinical trial consultations and conducting approval

reviews, it would be needed to increase the transparency and efficiency of the approval process

as well as highly qualified staff. To achieve this goal, the Agency should clearly show a road map

that describes how to increase the number of staff (doubling the number of reviewers within

approximately 3 years), shorten the time between the start of clinical trial and approval, and

develop human resources. What should also be planned is utilizing the vigor of the private sector

by increasing user fees from pharmaceutical companies to strengthen the review system.

[Implemented in FY 2007]

It is also an urgent task to increase competency of reviewers to quickly and accurately deal with

clinical trial consultations and applications for new pharmaceuticals and medical devices that

utilize innovative technologies. [Discussion started in FY 2006, conclusion expected in the

summer 2007] 

In the US., enactment of Prescription Drug User Fee Act (PDUFA) in 1992, which gave FDA the authority to collect
application fees from the medical industry, provided FDA with funds to hire more reviewers. Regarding this system,
however, some critics question the neutrality of the regulatory authority. 



However, increasing large number of reviewers is restricted by the following law from the perspective of employment
cost: the law entitled “Promoting administrative reform for the simplified and efficient government” (Law No.47, June
2, 2006). The Article 53 of this law states that “incorporated administrative agencies and similar organizations
(incorporated administrative agencies (excluding legal entities designated by government ordinance) and national
universities, same as in the next article) should make efforts to reduce employment cost within 5 years after FY 2006
by at least 5% of the total employment cost in FY 2005”. 

In order to streamline the review process, it is effective and required to recruit new staff with

actual experience of clinical practice or research and development of drugs. However, it has been

suggested that being regulatory reviewer is not an attractive choice to physicians and

pharmacists who are in their most productive years in their career. 

Thus, the treatment for reviewers should be reconsidered to establish a career path, for example,

by introducing a privileged status for physicians and pharmacists with clinical or R&D experience.

[Discussion started in FY 2006, conclusion expected in the summer 2007] 

Experience of working for the private sector including pharmaceutical and medical device

companies would be a help in conducting approval reviews; thus, new rule should be considered

to facilitate human resource exchanges with the private sector. Since the work regulations at the

Agency are restrictive for those who are willing to work in the Agency, such regulations should be

alleviated with a careful consideration on relationship between the Agency and the companies

subject to the restriction. [Discussion started in FY 2006, conclusion expected in the summer

2007]

The Agency’s work regulations Article 5 states “For 2 years after separation from the Agency, former PMDA
employees are not allowed to accept a work assignment in a commercial enterprise which overlaps the work
responsibility at the Agency that he/she has taken on for 5 years before the separation, without permission from the
Agency’s Chief Executive”. The Article 8 also states “For 2 years after hire, the Chief Executive shall not appoint a
new employee hired from a commercial enterprise to a duty position that overlaps the work assignments that he/she
has performed in the commercial enterprise for 5 years before the hire.” 

It has been pointed out that in some cases, the unclear review criteria results in delay in the

review process. In order to make the review process more transparent and streamlined, the

Ministry of Health, Labour and Welfare should clarify the review criteria by immediately

developing review guidelines through communication with the industry. [Discussion started in FY

2006, conclusion expected in the summer 2007]

Since the review criteria for medical devices have been developed as an extension of criteria for

pharmaceuticals, there are many inappropriate review items left. Japan’s approval review time for

devices has been longer compared to foreign countries, for example, the approval of PET/CT

took two years and 10 months from the preparation of application to completion of the review. In

FY 2005, the Ministry of Health, Labour and Welfare and the Ministry of Economy, Trade and

Industry formed a “Committee on evaluation index for next-generation medical devices” to hold

discussions on evaluation indexes in order to expedite the development and approval of medical

devices. Insufficiency in the Agency that conducts review for medical devices has been noted

including the fact that the Agency has a shortage of reviewers specialized in engineering. 
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The conventional approval criteria for medical devices should be revised to meet today’s

standards of medical device development [implemented sequentially since FY 2006]. One of such

possible revisions necessary for keeping the speed of ever-progressing medical device

development is to expand the areas which do not require regulatory approval and to clarify the

criteria for such exemption; for example, to exempt small changes that do not affect its safety and

efficacy from requiring approval. [Discussion started in FY 2006, conclusion expected in the

summer 2006]

The regulatory authority has initiated to accept foreign clinical data, and simplified the review

processes for medical devices that are already approved in other countries; however, the Agency

should continue to streamline the review processes in order to make the latest medical devices

available to Japanese patients. [Discussion started in FY 2006, conclusion expected in the

summer 2006]

Furthermore, the Agency should increase and foster the reviewers specialized in medical

devices. [Start in FY 2007]

Estimating risks for the medical devices and pharmaceuticals that utilize cellular tissue is difficult

because of their novelty, thus applications prior to clinical trials is required to confirm safety and

quality of products (Notification No. 906, PMSB, MHW, dated July 30, 1999). It has been pointed

out that reviews of applications for pre-clinical assurance, which is required only for cellular

tissue-based products, is taking up much time, and many of the required documents are

overlapping with documents included in the protocol submission. The above mentioned issues

are thought to be a major cause to prolong development time of cellular tissue-based

pharmaceuticals and medical devices. Moreover, current safety evaluation standards for cellular

tissue-based medical devices in regenerative medicine are not clearly specified. For example, the

difference in approval reviews between homogenous/heterologous products and autologous

products (that utilize the patient’s own cell) is not clear with regard to the handling and evaluation.

Since knowledge has not been accumulated on these products that utilize innovative

technologies compared to chemically synthesized products, safety of products should be carefully

evaluated before administering them to human. However, to expedite and streamline the review

processes for the cellular tissue-based pharmaceuticals and medical devices, it is needed to

clarify safety evaluation standards and eliminate overlapping requirements between applications

to start a clinical trial on specific biological products and ordinary protocol submissions.

[Discussion started in FY 2006, conclusion expected in the summer 2007]
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