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Be Enthusiastic, take the initiative, enhance competitiveness,
and keep up with global development

It has been four years since Center for Drug Evaluation (CDE) was established.
The performance of CDE has been remarkable in the reviewing of clinical trial
protocols and the New Drug applications. In the area of bridging studies, the Center
has also played a very important role internationally. We will continue to strive for
excellence and further strengthen teamwork.

However, with the advancement in medical technology, and changes in medical
and health policies, health insurance system and the patterns of diseases, the
competition between nations of Asian-Pacific region in the development of
biotechnology industry has been heightened. CDE will have to utilize its current
advantage, not only to maintain the strength of the present, but to enhance the
competitiveness in the future. What do we have to do to maintain the Center’s leading
edge? The best resources of the Center are colleagues who possess professiona
knowledge and skills. Therefore, al colleagues have to try their best to learn from
case reviewing and other relevant matters; increase the depth of their specialized
fields and expand their horizons;, understand the background of related policy
decisions; develop the ability to analyze the influence of each policy; and, at the same
time, observe the trend of international development, and formulate new strategy to
keep up with the advanced nations.

Since CDE is a non-profit organization founded by the Department of Health
(DOH), its responsibilities go beyond reviewing and evaluating cases contracted
through the DOH. We should use our expertise to actively take the initiative in
analyzing pertinent information, and share them with the decision-making body of the
DOH, thereby establishing an integrated decision feedback support system to help the
decision makers understand the results of policy implementation, and make necessary
policy modifications.

When CDE was first established, the DOH hoped to introduce the experiences of
the FDA to promote the capability in new drug evauation in Taiwan and to upgrade
the quality of the new evaluation process up to the international standard. The greatest
challenge for the Center lies in developing the capability to independently evaluate
the new drugs; and this goa certainly cannot be reached overnight. At the present,
CDE is capable of reviewing new drug applications simultaneously with the other
advanced nations. For the next five years, however, obtaining the recognition by the
international communities of our capability in the evaluation of new drugs
independently will be the utmost goal of CDE.

President,
Mei-Ling Hsiao 4
(Specidist-Genera of DOH)
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Srict reviewing system, proficient regulatory environment

Time flies, and the Center has entered its fifth year .Past four years, with the
increasing volume of our business, the Center has seen substantial growth in its
personnel and office space. In spite of stressful environmental changes associated
with office relocation, our colleagues continued to do their best in reviewing clinical
trial protocols for investigational new drugs and evaluating new drug applications, in
drafting guidelines, and in helping to promote the pharmaceutical industry. Building
on to our early experiences, we have established standards and mechanisms for the
evaluation of new drugs to safeguard public safety in drug usage, and provided
consultation services to the industry on regulatory requirements to facilitate the
research and development of new drugs.

It has not been an easy journey, but, it is gratifying for me to see the Center grow
steadily. One of Center’s principal tasksis to review the new drug applications, which
reguires the participation and expertise of many full-time faculty members in different
specialty fields. In keeping with the government’s efforts in promoting the research
and development of the biotechnology industry, and the advancement in new
technologies in the bio-pharmaceutical industry, we have recruited various experts
into CDE, for example, Medical Doctors in different specialty fields (including
physicians in traditional Chinese medicine and physicians with other advanced
degrees such as J.D. or Ph.D.), as well as scientists with a Master’s or a Ph.D. degree
in statistics, chemistry, pharmacology, and other related fields. In addition to carefully
recruiting professional members, we have also paid attention to important matters of
training and passing of experiences. Furthermore, in order to keep up with the
international standards in regulatory requirements, we have actively participated in
various international events and communicated with the regulatory agencies in
advanced nations. Through conferences and visits, we have introduced reforms in
policies and laws by the Pharmaceutical Administration and the related achievements
in Taiwan to other nations in the world, established good models for interactions, and
provided timely assistance to the Department of Health in the drafting and updating of
related guidelines and regulations.

At the present, reviewers at CDE are capable of reviewing the new drugs that are
not yet approved for marketing in any countries in the world, and are also devoting
their efforts to the promotion and improvement in gene therapy and clinica trial
environment. However, in order to meet the challenge of the changing big
environment we not only have to maintain the present competitiveness, but also to
enhance the professional capability in reviewing to gradually keep up with the
international standards. In the future, CDE will be actively in providing various
evaluation and consultation services based on a professional review and service
system with the best quality, high efficiency, transparence and consistency. Ultimately,
CDE would like to improve and perfect our country’s regulatory environment to move
toward internationalization.

Executive Director,
Dr. Mong-Ling Chu



(Establishment)

1998 7 13

As drug products affect citizens' health greatly, advanced nations in the world all
have considered it a priority and devoted a great deal of human and monetary
resources to establish a regulatory agency with professional and technical proficiency,
and to strengthen the function and efficiency of the drug review system. In order to
ensure drug usage safety of the consumers, to promote public health and welfare, and
to develop the nation’s bio-pharmaceutical industry, our government amended
Executive Yuan's "Promotion Program for Biotechnology Industry” in 1997 and
directed the Department of Health to establish, under “sound statute system”, a
specific organization for the evaluation of new drugs.

To balance between consumer protection and industry development, and to
bypass the constraint of the administrative system and solve the problem of lack of
professional reviewers for drug evaluation, the DOH founded the Center for Drug
Evauation on July 13, 1998. The Center would be entrusted by the Bureau of
Pharmaceutical Affairs to assist in the technical review of new drugs and new
biological products, establish regulatory requirements that comply with international
standards, provide consultations on plans of pertinent clinical trials for the purpose of
new drug application and other matters related to new drug registration.



I / (Vision/Mission)

Vison (TIGER)
@ rAnsparency
@ Integrity
@ Globalization
“ Efficiency
@ Responsiveness

Mission

Establish a transparent, efficient and responsive system for regulatory
applicationsin Taiwan

Facilitate Taiwan's participation in global new drug devel opment
process by establishing guidelines in line with ICH requirements for
clinical protocol and drug approvals

Play a leading role in building up regulatory expertise with
educational efforts aswell as examining the need for special
regulatory requirements for the region



I (Role & Function)

2002

The principa functions of CDE are: to help Bureau of Pharmaceutical Affairsto
set up the review system and enhance the ability to review new drug applications, to
support DOH to establish a mechanism in drafting guidelines, and to provide
consultation service to local bio-pharmaceutical industries, to upgrade Taiwan’'s
ability to review the new drug applications of products developed domestically and
those have not been approved in any other advanced countries. CDE isa
non-governmental and non-profit organization, communication with worldwide
regulatory agencies through active participation in international convention is



necessary. In order to keep path with current trends, CDE fascinates DOH to
communicate and exchange experiences with international experts. In addition, other
major functions of CDE include introduction of Taiwan’s progress to international
communities and further strengthen international cooperation.

In recent years, through the development of biotechnology, the related research
has been enthusiastically conducted. Our government devotes many resources and
efforts to upgrading the pharmaceutica industry and the development of
biotechnology. Gene therapy, stem cell therapy, and recombinant DNA technique that
have been focused worldwide, have become a challenge for us. Because of these
reasons, CDE began to plan and set up procedures to review biotechnology techniques
and products. In the era of globa trading, the goal of the development of
biotechnology is to target global marketing, The development of biotechnology, in
addition to the local guidelines, as well as the quality, efficacy and, safety, has to meet
the international standard.

Chinese medicine is a very important resource in Taiwan. Because of thousands of
years of clinical experiences and vast documents, Taiwan has leading edge compared
to other nations in conducting research of Chinese medicine. However, its value is
difficult to be recognized internationally due to lacking of well-designed experiments
and scientific data. Like other industry, Chinese medicine industry must have
sufficient large market, in order to survive. If Taiwan intends to develop the Chinese
medicine industry, “globalization” is the choice and no other alternative can be
substituted. In order to enhance the competitivenes of domestic Chinese medicine
industries, CDE cooperates with the Chinese Herbal Medicine Committee to establish
a modernized mechanism in reviewing clinical trial protocols and new Chinese
medicine registration. CDE aims to build up an innovative technology platform
through integration of regulations and successful marketing experiences regarding
Chinese medicine development worldwide. CDE provides consultation to sponsors in
line with the rapid growth of Chinese medicine worldwide. The present government’s
goal isto promote Taiwan as a major research center for Chinese medicine.

10
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BRT XM
(Function of CDE)
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(Organization & Human resour ce)

Regulatory
Science ( )

2001 /
(14) (18) (18) (21) 71

CDE is governed by the board of directors which consists of eleven members
with different expertise. The daily operation of the Center is overseeing by Executive
and Deputy Executive directors. Underneath the Executive Office, CDE is supported
by six different divisions. The organization structure of CDE is depicted in the
following chart. CDE recruits professionals with biology, medicine and pharmacology
backgrounds. With proper training, they become the reviewers and assume the
responsibility in reviewing technical documents. They review drug applications based
on regulatory science principles and they conduct business using professional and
high efficient approaches. As of the end of 2001, CDE has recruited professionals
with medicine, pharmacology/toxicology, chemistry, biologics and pharmaceutical
regulations backgrounds. They include 14 physicians, 18 PhDs, 18 masters, 21
bachel ors and professionals with other backgrounds.

Board of Directors

Officeof {4 Scientific Advisors/
Executive Director Consultants
Div.of Div.of Strategic D'V'.Of. Non- Div.of Project Div.of Clinical
- ) . clinical  J{roceef SO e ’
Administration Planning Sciences M anagement Sciences
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I (Major Task & Perfor mance)

Human - |
I esour ces & h_'I'radltlon;.;l .
o training Chinese Medicine |
Genomic project 5% 5% IND review

5% 23%

I nternational
relationship
9%

Guiddine dr aft

8% NDA review
25%
Consultation
10% BSE/CTW
10%
NDA Review
A
New Drug Application, NDA
2001 120 100

CDE reviews the technical information for the New Drug Application, entrusted
by Bureau of Pharmaceutical Affairs, fairly and transparently. CDE evauates cases
through internal primary and secondary review to control the quality. By the
accumulation of the review experience and the increasing number of cases reviewed,
CDE gradually increases the categories of review, including new chemical entity, new
combination, new formulation, new indication and biological products, and also
increases the review efficiency by reducing the average review time from 120 daysin
2001 to 100 days (sponsor time excluded).

14



case No.

*

60

50

1998 1999 2000 2001 2002

year

NDA Review system

review evaluation
primary review
secondary review Assessment report

The procedures for NDA Review can be divided into two parts, review and
evaluation. CDE conducts the primary review, secondary review, internally,
and presents the assessment report to the Drug Committee in DOH. A
consensus is reached by discussing our assessment in the drug committee.
When necessary, we consult the committee members or outside experts.

2001
Non-Free Sales Certificate

Effective in 2001, to comply with DOH’s policy, we began to review and
have evaluated four applications that have Non-Free Saes Certificate
status. We review these applications concurrently with the advanced
countries, which can be a great challenge for us.

15



Supplement, counseling the reply system

For applications requiring supplement of additional materials or counseling,
we provide the opportunity to do consultation to the sponsors. Through
explaining the required materials, we help the sponsors to provide what
should be additionally submitted. If necessary, face-to-face communication
and discussion with the reviewers will be arranged.

16



IND Review
AR

sponsor meeting

(approval rate)
20
2002 36%
phasel 2 3a 60%

Through the transparent review mechanism, CDE reviews all the clinical tria
protocols entrusted by DOH. By holding the sponsor meeting, there will be an
opportunity for reviewers and sponsors or investigators to communicate, discuss, or
revise the clinical trial protocols, face to face, to increase the approval rate. Excluding
the sponsor time, the average review time for aclinical protocol is about 20 days.

In 2002, 36% of the cases evaluated by the CDE are multi-national clinical
trials, and early phase trials (including phase 1, 2, 3a) constitute 60% of the cases. In
Taiwan, the ratios of early phase trials have been increased and we participate in
multi-national clinical trials. The ability to conduct clinical trials effectively and
promptly in the Asia Pacific region has been recognized, which is an important part in
the development of a new drug research environment in Taiwan.

2000 2002

Ophase 4
ORT

Ophase 3
W phase 2

Ophase 1

2000 2001 2002

(Year)
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Qo

Review of Bridging Study Evaluation
(bridging study)

(The International Conference on
Harmonization of Technical Requirements for Registration of Pharmaceuticals for

Human Use ICH 1998 5 E ¢©fficacy 5
ICH-E5
2000 12 12 2000 1 1
( ) 2001
3 55 53
2

The purpose of bridging study is to provide clinical trial data on the efficacy, safety,
and drug use dosage so that foreign clinical data can be extrapolated to the Taiwanese
populations. In the past, many Asian countries did not evaluate whether the drug
efficacy is influenced by ethnic differences. The Internationa Conference on
Harmonization of Technical Requirements for Registration of Pharmaceuticals for
Human Use, abbreviated as ICH, in 1998, issued the E5 guideline, which consists of
information on measures to review of the ethnic influence on drug efficacy, based on
10 scientific properties that are sensitive to ethnic differences. This guideline is used
as areference for the review of foreign clinical data.

In compliance with the E5 guideline, DOH announced that, effective on January
1, 2001, there was a gradual implementation of bridging study evaluation, which
assessed ethnic sensitivity. CDE began to evauate bridging study applications in
March, 2001. As of March 2003, a total of 55 applications have been reviewed. Fifty
three cases are bridging study evaluation and two cases are clinical trials fulfilling
bridging purposes.

18



55 Bridging Study Application

- .

- .

(Bridging Study Evaluation*)

53 *(96.4 %)

2

2 (3.6 %)
(Bridging Study for Registration)

ERpaaaa.

46 (88.7 %) 6 (11.3 %)
(Cases Evaluation) (In Process)
33 (7.7 13 (28.3 %)

%)(Cases Waived) (Bridging Study Requested)

* Including one case withdrew by the sponsor. *

5B

46 33 71.7%
Of 46 applications that have been assessed, 33 (71.7%) were waived to conduct
bridging study.
(New (New (New (New
Number of cases Chemica o Administration| Dosage (Total)
. Combination)
Entity) route) form)
(Cases Evaluation) 28 ° 9 4 46
(Cases Waived) 21 3 > 4 33
(Bridging Study 7 2 4 0 13
Requested)
0 0, 0, 0 (0)
(The waived ratio) 75.0% 60.0% 55.6% 100.0% 71.7%

19




Qo

Review of clinical trial waiving

2010 6
2002 44 28
63.6%

In compliance of relaxing policy of new drug registration issued by the Bureau of
Pharmaceutical Affairs, CDE began to evaluate “Clinical trial waiving” in June 2001.
As of the end of 2002, a total of 44 applications have been evaluated and 28 cases

were waived. Theratio for waiving was 63.6%.

57 *
(Clinical Trial Waiving)

o EDpaaaa.

44 (77.2%) 12 (21.1%)
Cases Evaluation (In Process)
28 16 (36.4 %)
(63.6 %) (Clinical Study
(Cases Waived) Regquested)

* Including one withdrew case by the sponsor. *

20



(Guid€line preparation)

2002
(1) 2002 8

2 2002 7
(3) 2002 7

(4) 2002 6

(5) 2002 9

D
2)
3
(4)
()

Entrusted by DOH, CDE drafts guidance’s and guidelines that are in line with
international standards. Those that have been finished and have been implemented
by DOH are as followed:

(1) “Good clinical trial” guideline (Implemented August, 2002)

(2) “Guideline on pharmacokinetics studies in patients with impaired kidney
function” (Implemented July, 2002)

(3) “Guideline on the evaluation of pharmacokinetics in pediatric populations’
(Implemented July, 2002)

(4) “Guideline on necessary documents to apply for the clinical trias’
(Implemented  June, 2002)

(5) “Guideline on the application and operational standards for gene therapy”
(Implemented September, 2002)

The guidelines that are currently still in the process of preparation and
amendment are asfollows:

(1) “Theinvestigational new drug (IND) process’

(2) “Theclinical trial report format and its content”

(3) “The ethical standard for human research”

(4)" The non-clinical safety guidelines for investigational new drug’
(5) “The common technical document for new drug registration”

21



Consultation Services

1999 1 1 2002 12 31 322

(pre-IND meeting)
14

For responding on the flourishing global development of biotechnology, the CDE,
ever since her establishment, has provided the domestic R&D institutions and the
related industries (including Chinese herbal medicine and biopharmaceutics) with the
regulatory consultation service during their developing stage to improve the
implementation quality in clinical trial, and has led multi-national trials of early phase
into this country. Consequently, the prosperous development of biotech-industry in
Taiwan has been motivated.

The consultations accepted by CDE can be categorized as: New Drug R&D
(including small chemicals, bio-products, and Chinese herbal medicine), Clinical
Trials, Bridging Study, and Regulatory Inquiry, etc.

From January 1%, 1999 to December 31% 2002, CDE had consulted 322 cases.
The sponsors of the pharmaceutical industry are encouraged to bring up inquiries
earlier, and to discuss problems with us face to face throughout the R&D process.
CDE provides the professional advice according the specia need of each individual.
Up to date we have already organized numerous pre-IND meetings regarding early
phases of clinica trials for the domestic and multi-national new drugs. For domestic
new drug development, CDE has provided professional opinions based on the
regulatory point of view. After consultation, 14 cases are currently entering the next
developing stage, 3 cases are seeking license-opportunity or technology transfer, and
2 cases are waiting for further evaluation, while 2 cases were terminated for further
investment.

Through the consultation mechanism provided by CDE, the sponsors are able to
resolve the bottleneck and regulatory problems raised during the R&D of the new
products, both the time-span and the cost on R&D have been effectively cut down,

22



and indeed, initiation of unnecessary/wrong investments was therefore be avoided.

@ 1999~2002

Case No.

350 322
300 | —lcaselyear
7—0—accumulation

250
200 |
150
100
50
0

206

l46|

1999 2000 2001 2002

(year)

@  1999~2002 (Classification of 1999~2002 consultations)

Case No.

120

100)

N

80|

o

I I I
1999 2000 2001 2002

(vear)

2001 10 25
(one stop for all)
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Beside that, for the sake of assisting the sponsors who come across the regulatory
problems during their R&D stage, CDE has provided communication channel to make
them become awareness about the government's strategy and policy toward
biopharmaceutical industry. With respect to the diversified inquiries raised by
sponsors from various pharmaceutical fields, the joint industry-academia meetings,
including “Clinical Trials’, “Domestic R&D”, “Biotechnology R&D” and “Chinese
Herbal Medicine”, have been scheduled and organized by CDE.

On October 25, 2001, the officia “Single Window Consultation for
Biotech-products’ was established by the DOH, Executive Yuan. Program Managers
of CDE have been working with the Hi-tech Group colleagues of the Bureau of
Pharmaceutical Affairs (BPA) to provide the sponsors with the “one stop for all”
service in al professional aspects, which include R&D of pharmaceuticals, medical
devices, health foods, cosmetics, and Chinese herbal medicine, and the regulatory
consideration about setting up factory, clinical trial, and marketing management, etc.
The objects of this consultation service cover al individuals, the domestic
pharmaceutical R& D sponsor, the foreign invested pharmaceutical factory, the dealer,
the local/foreign biotechnology R&D company, the food company, the medical
equipment apparatus company, the law/consultant firm, the information company, and
the academic ingtitutions, the incubation center and related division of the
government.

The future goa of the “Single Window Consultation for Biotech-products’ is
being expected to integrate all resources and manpower from the industry,
government, academia, and research ingtitution, to coordinate and to establish the
domestic research environment, to resole potential development difficult for domestic
biotech/pharmaceutical industry, eventualy to promote investment and international
cooperation in Taiwan.

24



(National Genomic Project)

(FDA) (NHRI) Afssaps
PEI

Followed by decoding of human gene and the expeditious development of the
biotechnology, the biopharmaceutical industry has already become the worldwide
endeavoring target of the 21% century. Such as the application of gene therapy, stem
cell therapy, and the development of recombinant DNA, all these newly developed
medical techniques and products need appropriate regulatory strategy and policy, and
a corresponding management to follow up.

It has been realized in depth that the universal demanding and conditions on new
medical techniques and products, the CDE has provided her support to the DOH to set
up the administration mechanism with this regard.

By visiting international regulatory organizations, pharmaceutical companies and
related academic/R&D institutions, such as the Koseishoo of Japan, the FDA and NIH
of the U.S,, the Afssaps of France, and the PElI of Germany, etc., we have been
intensely aware of the entire environment of the gene therapy, and actively assisted
the DOH in drafting guidelines, for example, “The Application and Implementation
Guidelines for Gene Therapy Tria”, “Good Operation Practice for Somatic Cells and
Tissues’, and “ The Guidance for the Institutional Reviewing Board Operation”, etc. In
the mean time, CDE has made suggestions to the Bureau of Medical Affair, DOH, to
draft the reviewing procedure for the gene therapy trial proposal, and provided our
assistance to the National Health Research Institutes (NHRI) in the primary reviewing
for the gene therapy trial proposal. At the same time, CDE has provided the service of

consultation for three cases, and has organized severa related forums and seminars.
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The flow diagram of the DOH for the application and reviewing of the gene therapy
trial.
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(Traditional Chinese M edicine Project)

2001
2002 12 31 14

human experience

Since 2001 CDE has commissioned for the Committee on Chinese
Medicine and Pharmacy (CCMP), DOH, to review the clinical trial protocol for
traditional Chinese medicine (TCM), including herbal remedies. Up to the end
of 2002, a total of 14 clinical protocols had been evaluated by CDE and
submitted the assessment reports to the board of the CCMP for final decision.
Among these, 6 cases had been granted the permission to initiate the trials.

CDE aso has commissioned by the CCMP to draft/revise related guidelines
by consulting with the related management stipulations of the Europe and the
U.S., and considering the current status of new drug R&D of TCM in this
country as well. We have revised “The Guidance for New TCM Application”,
and we have drafted “The TCM Trial Guideline in Osteoporosis Treatment”.
Meantime, the joint CDE-CCMP team has carried out a simulating clinical
inspection in order to enhance the implementation quality of TCM clinical trial.

In addition, CDE has been keeping a clear communication channel with
sponsors and R&D ingtitutions by holding regularly the *“Joint
Industry-Academia Meeting” focused on the topics, such as “the R&D
consideration of singular TCM selection and regulatory restrictions’, “how to
evaluate and interpret the toxicology data generated in China’, and “how to
verify the TCM human experience’, etc., which are the current concerns of the
TCM industry. Through these active meetings, mutual interaction and effective
communication are anticipated to be achieved.

27



(Clinical Trial ADR Evaluation)

(SAE)

( SAE)

To assist the National ADR Reporting Center, CDE has been in charge of
evauating the Clinica Trial SAE reports. According to the primary data
provided by the Reporting Center, CDE completed the “Clinical Trial ADR” and

“Reporting Quality” evaluation and the assessment report was forwarded to the
ADR Reporting Center.

In addition, CDE has cooperated with the National ADR Reporting Center
to assist the DOH to renew the Chinese and English versions of “ADR
Reporting Form” (including TCM Trial SAE). Hopefully through such a
well-organized responding system the reporting quality and time efficiency of
the Clinical Trial SAE could be enhanced.

28



International Alliance & Har monization

I nternational Alliance

U. S. Food and Drug Administration, FDA
The European Agency for the Evaluation of Medicina
Products, EMEA

In order to strengthen the cooperation among loca and foreign
regulatory agencies, CDE has actively assisted DOH in mutua
communicating with the U.S. Food and Drug Administration (FDA), the
European Agency for the Evaluation of Medicinal Products (EMEA), and the
regulatory organization/evaluation center of France, Germany, Japan, and
Australia, etc., and CDE has enthusiastically participated in related
international activities. .Hopefully the channel of mutual regulatory dialogue
and the training opportunity for the CDE staff could be established because
of these efforts.

38" DIA -

To participate 38th DI A Annual meeting—To introduce our
pharmaceutical regulation system and clinical trial conduction
environment

6
Drug Information Association, DIA IND/NDA
Processin Asia

In June, CDE assisted the DOH to lead a group of delegates to attend the
Drug Information Association (DIA) Annual Meeting in Chicago, and hosted

29



the session of “IND/NDA Process in Asia’ in the meeting. At exhibition
booth, CDE displayed the regulatory environment and the integral ability in
conducting early phase clinical trial in Taiwan, which has drawn enthusiastic
feedback.

After convention, CDE has shared the DIA meeting experience with
domestic industry, government officers, academia, and research institutions
by providing the points regarding the challenge for the Asian pharmaceutical
industry in clinica trial, and Taiwan's response and strategy under the
upcoming trend of global regulatory harmonization.

The efforts of these activities are intended to lead early phase of clinical
trial or new drug development into this country, to enhance Taiwan's
competitiveness in participation of international biopharmaceutica R&D,
and to promote local biopharmaceutical industry.

Harmonized international guidelines to cooperate with Asian
economic— Asia Pacific guideline of pharmaceutical affair
contacting network

(ICH & APEC)
2000 ICH-5 ICH-6
2002 9
ICH GCG meeting : 9 18
2002 APEC Workshop on Bridging Study 2003
ICH-6 ICH

Based on the pre-meeting experience in the year 2000 ICH-5 meeting,
CDE has suggested that non-membership nation’s opinion should be
included in ICH-6 Meeting. This suggestion was derived from the decision
in the ICH GCG Meeting, Washington DC, in the beginning of September,
2002. By September 18 the “2002 APEC Workshop on Bridging Study”,
Japan, announced that the non-ICH membership nations pre-meeting would
be held one day preceding ICH-6 Meeting (2003), Osaka Japan.

APEC Network of Pharmaceutical Regulatory Science

APEC Network of
Pharmaceutical Regulatory Science 2002 9 18
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The 2" APEC Workshop on Bridging Study

14 ICH E5 Guideline
E5
Regulatory dialogue
APEC 2003 11 17~18 "ICH in
APEC” ICH ICH

For the purpose of expanding the harmonization of pharmaceutical
guidelines in the Asia Pacific region, CDE has assisted the BPA, DOH, in
establishing connection with Koseichoo, Japan, to transfer the “APEC
Network of Pharmaceutical Regulatory Science” project led by Taiwan over
to Japan. On September 18, 2002, “The 2" APEC Workshop on Bridging
Study” was held in Tokyo University. Professional scholars from 14 nations
attended this meeting, which focused on ICH E5 Guideline (how to accept
foreign clinica data) to exchange the experience in “bridging study”
evaluation, and to discuss the impact of E5 on clinical trials conducted by
Asian countries. In the meeting the Asia Pacific membership nations
presented the current status of their clinical trial guidelines and bridging
study evaluations. CDE reported the bridging study evaluation method and
case study carried out in Taiwan. Our abundant experience based on the
scientific point in evaluating “The Acceptability of Foreign Clinical Tria
Data’ has gained the consistent affirmation by al meeting members.

“Regulatory Dialogue” was discussed during the APEC meeting in
order to construct the discussion mechanism as well as the consensus among
members. The next APEC Meeting is going to be held in Taipe on
November 17~18, 2003, with the main issue on “ICH in APEC”. Hopefully
the utilization of the ICH guidelines would be encouraged in non-ICH
members, which might further enhance interactions among the
pharmaceutical regulatory organizations in the Asia Pacific region.
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I (Training & Education)

[
I
IND
Process
/
2002

2002

In addition to its own expertise (such as medical science, pharmaceutics,

pharmacology, toxicology, statistics, biotechnology, Chinese herbal medicine etc), an
effective reviewer also needs knowledge and the accumulated experience in the
related fields of drug review guidelines. Due to the talents are rare and difficult to
recruit, CDE hastaken efforts to provide on-job training in various areas of tasks.

New coming members orientation training includes. Comprehensive summary
of new drug developmental process, IND Process, Application of clinical tria
protocol, New Drug Application, Chinese herbal medicine and biotechnology
categories products, statistic, and the review process with related guidelines as
described above. Then focus on individual’s discipline, CDE provides one to
one advanced training.

The courses of on-job training includes pharmaceutical regulatory guidelines,
Development of Chinese herbal medicines, biological products, bridging study,
pharmacokinetics / pharmacodynamics, biostatistics, and others related to the
drug review. Reviewers at CDE also gained their training through invited
speaker’s lecture, attending domestic/international conference and taking short
course at renowned international pharmaceutical companies.

Driven by DOH commission to manage gene therapy and other advanced
biotechnologies, as well as the GCP inspection of on Chinese herbal medicine,
CDE is providing new training courses to meet the demand.
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(Quality Management & e — system)

To enhance the quality and efficiency of drug review and consultation service, to
effectively manage the confidential information of our sponsors, and to comply with
the DOH-directed policy of implementing an electronic operation system, CDE has
undertaken to set up a quality management and electronic system of operation.

Q
Quality M anagement

(SOP)

The Quality Management of CDE includes the following elements:

1. File management
To establish an e-operation and database management system to control the
document’sreceiving, transfer, sending and filing.

2.  Standardized operation
In order to ensure the consistency and effectiveness of drug review, and quality of
our consultation service, CDE has set up standard operating procedures (SOP) for
different itemized activities, including the review processes, consultation process,
check list, and reporting format etc.

3. Knowledge management
This system aims to assist colleagues of CDE to assess information effectively, to
share valuable reviewing experience and to enhance productivity and quality of

33



our services.

=
Operational e-system

A 0D PR

With an am to comply with the DOH-directed policy to electronize the drug

registration and reviewing system, CDE has outlined the following strategies:

1. Establishing an electronic information exchange system, according to the
timeline defined by the Bureau of Pharmaceutical Affairs.

2. Electronizing the operating procedure by setting up a system platform in the
Quality Management System of CDE.

3. Electronizing the database management, materializing the knowledge
management of CDE.

4. Strengthening the security of data management by setting up a decentralizing and
authorizing system in the access of e-information. Setting up emergency

management procedure to increase the capabilities of coping with crisis.



I (Prospective)

CDE has aready been established for four years and striding into its fifth year.
During the past four years, we have been actively recruiting and training talents. Regarding
proactive support the development of pharmaceutical biotechnology, the review of the new
drug application and ensuring safe usage of drug in Taiwan, CDE assisted DOH to establish
related system, to cooperate closely with the related departments of the Executive Yuan, and
to strive to promote Taiwan becoming the leader of regulatory sciencesin Asian countries.

Considering the past four years as the rapid growing period of CDE, with the endeavor
foundation of different areas, and the continuous training for the quality members, the
unspoken consensus of the teamwork has aready been established. Hopefully by the year
2004, we can enter another stage of maturity. On account of the entire large environment,
which still has many rooms for improvement, CDE can actively contribute and develop the
influence in the areas, such as the warning system of adverse events for the post-marketing
surveillance, and the promation of legitimate drug usage concept, €etc.

As to the future challenge, because the core knowledge of the regulatory science has
aready been established, and its trend for revolution has been reveded, CDE has the
confidence to grasp the opportunity to control suitable direction and strategy. Furthermore, in
order for CDE to maximize its function, we will continue to strengthen system management,
performance appraisal and organization restructure. For future continue growth, CDE is
considering to implement the “ User Fee”.

The endeavor of CDE so far has already been recognized by public. In the future, the
expectation from them will be even more. With gratitude, we will focus on our vision to
fulfill the mission of CDE, that is, to ensure the safety and welfare of public health. CDE will
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actively cooperate with government in “the Project for Strengthening the Biotechnology
Industry” and “to develop Tawan as an Asiapacific operation and manufacturing
center—the promotion plan for biotechnology and pharmaceutical industry” achieving the
objective, based on customer-oriented attitude, to proactively support industry upgrade and
development.
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I 2002 (A Summary of Minute)

2002.1.27-2.1

2002.2.8

2002.2.26

2002.5.31

2002.5.20-6.5

2002.6.4

The 6th Symposium on the Interface of Regulatory and
Analytical Sciencesfor Biotechnology Health Products FDA
CBER NIHRAC
The Deputy Executive Director attended “The 6th Symposium on the
Interface of Regulatory and Analytica Sciences for Biotechnology
Health Products’, and visited FDA CBER and NIH RAC for the
regulation of gene therapy.

2001
2002
CDE summoned the first board of directors for the second round,
discussed the accomplishment & account settlement of the year 2001,
and proceed with year 2002 project and discuss budget report.

2001 CDE performance”
2001 2002
DOH summoned the meeting on “ The performance of CDE in 2001”, to
assess CDE's performance in 2001, and to discuss the direction of the
major tasks in 2002.

CDE held its first business briefing, after the newly appointed Director
of Genera of Bureau of Pharmaceutical Affairs; Professor Hui-Po Wang
has inaugurated.
FDA

OCPB FDA "Implementation of ICH
E5- Taiwan's Current Experience”
Dr. 1-Chun Chiu, a pre-clinical reviewer, attended a two-week OCPB
training session in FDA. She aso gave a briefing on “The
Implementation of ICH E5- Taiwan's Current Experience’” to the
Pharmacokinetics Department of FDA.

" Good Submission Workshop”

CDE held the “Good Submission Workshop”, aiming at application
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2002.6.10-14

2002.6.16-20

2002.6.21

2002.7.19

2002.7.22-26

2002.7.26

process and common deficiencies in dossier submission.
FDA CDER CBER NIH RAC

CDER

The Executive Director led the colleagues to visit the CDER, CBER in
FDA and the RAC in NIH, intending to draw experiences in the fields of
gene therapy management. They aso gave a speech in the pediatric
divison of CDER to introduce current status of clinical trials on
pediatric patients in Taiwan. Besides, they visited industries and
universities to realize the facilities required for early phase, small-scale
clinical trials in gene therapy.
38 DIA --

CDE assisted DOH to organize a team to participate 38" DIA annual
meeting - To introduce regulatory requirements on biological and
pharmaceutical products as well as the infrastructure of clinical trials in

Taiwan.

FDA CDER "International Regulatory
Science" " Current Status of TCM Regulation in China and
Taiwan”

Dr. Fang-Chih Chang, a clinical reviewer, gave a speech on “The
Current Status of TCM Regulation in China and Taiwan” in the Forum
of “International Regulatory Science” in CDER of the U.S. FDA. The
presentation was well recognized.

CDE held the first communication meeting with Biotechnical Industries
and Academic Institutions.

2002
The Executive Director, Dr. Mong-Ling Chu, reported on "The
International harmonization of drug research & development - the issue
& execution of government laws and regulations” in the Conference of
“Executive Y uan 2002 Biotechnology Strategic Review Board”.
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CDE held the first communication meeting with Industries and
Academic Institutions on “The Manufacturing and Academic Research
on Chinese Herbal Medicine’.

2002.8.30-8.31 Dr. Eric Abadie

2002.9.4

2002.9.18

2002.10.5-13

2002.11.3-4

/ /
ICH ICH

Dr. Eric Abadie, M.D., MBA (EMEA/CPMP Vice Charman/ICH
Steering Committee Member/Director, Registration and Clinical Trias
Department, French Bureau of Pharmaceutical Affairs, France), was
invited to visit CDE, to discuss“ how to enhance the interaction between
ICH and non-ICH countries, and the feasibility on the collaboration of
the regulatory authorities between Taiwan and France in the future”.

Non-FSC
CDE completed the NDA review of first Non-FSC case in Taiwan.

The 2" APEC Workshop on

Bridging Study
CDE delegates accompanied Hui-Po Wang, the Director General of
Bureau of Pharmaceutical Affair, to attend “The 2" APEC Workshop on
Bridging Study” in Tokyo Japan.

2002 Biotech Delegation to Europe

(PEI BfArM Afssaps)

CDE took part of the group organized by the Ministry of Economic
Affairs “the 2002 Biotech Delegation to Europe’. They visited the
Regulatory Agencies of Pharmaceutical Affairsin Germany and France,
such as PEI, BfArM, and Afssaps, concentrating their interests at the
guidelines & points to review on herbal medicine and new technical
products in Europe.

CDE held a seminar on statistics with delegates from industries,
government agencies, and academic institutions, in which
statistics-related issuesin clinical trials were discussed.
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