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Disclaimer

B The views and opinions expressed in the following PowerPoint
slides are those of the individual presenter and should not be
attributed to Drug Information Association, Inc. (“DIA”), its
directors, officers, employees, volunteers, members, chapters,
councils, Special Interest Area Communities or affiliates, or any
organization with which the presenter is employed or
affiliated.

B These PowerPoint slides are the intellectual property of the
individual presenter and are protected under the copyright
laws of the United States of America and other countries.
Used by permission. All rights reserved. Drug Information
Association, Drug Information Association Inc., DIA and DIA
logo are registered trademarks. All other frademarks are the
property of their respective owners.
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Outline

B Taiwan Profile

B Organization and Responsibility of TFDA

B Current Status of IND Regulation in Taiwan
B Current Status of NDA Regulation in Taiwan

B Current Status of Post-Marketing Management in
Taiwan

B Direction of International Collaboration
B Future Prospects

IND: investigational drug
NDA: new drug application
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Taiwan Profile

B Area: about 36,000 sg.km.
(14,400 square miles)

B Capital: Taipei City
B Population: 23 million

B 99.8% Citizen Covered by NHI - a
Single Payer and Single Database (IC
Card)

B Pharmaceuticals Market:
NT$ 82.4 Billion(US$ 2.75 Billion) in 2013
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Q )/ Organization and
C/'{D A Responsibility of TFDA
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Establishment of TFDA

Organization Act TFDA MOHW .
9 Inauguration Restructure TFDA Elevation
4 bureaus: \/Q
‘ 2013.07.23 QlFD A\
Food Safety TFDA
EmE

" Pharmaceutical
Affairs

\_ ﬁwk{ﬁ& J

& Food & Drug A
Analysis

| BYERBRRE

" Controlled

Drugs
. EHEREER
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CC)FODA Vision & Core Value

Safe Food

-2014
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Food and Drug Safety
Management System

VIATERIAL &
DDITIVE

— ~
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Chief Secretary

TFDA Organization Chart

Director-General

Deputy Director-General

Core Business

Regulation

Quality

Division of Food
Safety

Division of I\
Medicinal
Products

Division of

Medical

Devices &
Cosmetics

Division of
Controlled
Drugs

| | Division of Risk
‘| | Management

[ ..
| Division of

Research &
Analysis

Northern Region

Center
Region

Southern
Region
N

Development

Affairs

Office of
Information
Management

g)fficef of ’r Office of Risk
ecretaria Management
Office of
Accounting Pharmaceutica
: | Plant of
Office of
Slsal Controlled
. . Drugs
Off!ce of Service Workforce:
Ethics All: 1,131

Supportive office Task Force Collaborative Institute
Division of Office of CENTER FOR DRUG
Planning Congressional EVALUATION (CDE
&Research Liaison &Public

Taiwan Drug Relief
Foundation (TDRF
Center for Regulatory
Science

Division of medicinal products: 132

Budget (2014): USS74million
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Pharmaceutical Regulation in Taiwan

B Life cycle management of medicinal products

New Drug NAPreclinical
Discovery Testing

Marketing

Consultation |[ GLpP/GTP GCP : [ safety & Quality
. Surveillance
IRB .
SUSAR : S
Reporting . GDP
Insurance . GPP
r = GRevP . Drug Injure Relief
ICH -Based PIC/S GMP
Regulations REMS/RMP
\. i, -

Pre-Market Approvals :Post-Markei Management
11
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Statistics on Pharmaceutical Licenses
in Taiwan (up to date)  <24,654>

Generic Drugs, }

21,814; 82.0%
(domestic 19, 638;
Import 2,176)

" New Drugs

1,767,6.6%
(domestic 492;
Import 1,275)

API

2,658,10.0%
n "5 . (domestic 582;
Orphan Drugs Biologics _
t2,076
49,0.2% 357,1.3% mport 2 076)
(domestic 9; (domestic 21;
Import 40) Import 336) 12
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Q'\ﬁ Current Status of IND
CYFDA

Regulation in Taiwan
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'\/O Current Status of IND
“¥FDA  Regulation in Taiwan

B Objecftives
® To enhance IND review efficiency

® To strengthen clinical trial quality

® To promote international collaboration of
clinical trials

e encouraging multi-regional clinical trials
(MRCT), and early phase ftrials in Taiwan
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Enhance IND review efficiency

Review Track
for IND

Regular Fast Track

Review Review

30-day

15-day

~

Applicable for:
1. IND with the Same US FDA-Approved IND Number (July, 2004)
2. Multinational multicenter trials simultaneously conducted in one of
the medically advanced countries; Taiwan’s medical center hospital
also involved (Aug, 2010)

J

-
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Strengthen clinical trial quality
-GCP Inspection in Taiwan

ICH-GCP

B Regular inspection

® First-in human, pivotal, phase IV (30 ~ 40 cases/ yr )

® with 1~2 cases/yr unacceptable (3~7%
unaccepted)

B For-cause inspection (~3 cases/yr)
® Clinical trial with GCP violation and safety concern

® Clinical trial with serious adverse event (SAE)
occurred
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Strengthen clinical trial quality
-Qualified Clinical Trial Sites for IND

B 131 tfeaching hospitals (Qualified sites) in Taiwan
W 26 sites with government funding

Excellent | 6 Excellent Center of 8 | General Clinical 12
Center* Oncology* Research Center*

H International recognition certificate and accreditation
W23 sites (Ethics committees and IRB) in Taiwan have
received SIDCER # / FERCAP# Recognition
certificate ( 2005-2012)
W 2 sites in Taiwan have earned AAHRPP#
Accreditation (~2013)

#SIDCER: Strategic Initiative for Developing Capacity in Ethical Review
DI #FERCAP: The Forum for Ethical Review Committees in the Asian and Western Pacific Region 1®7
#AAHRPP:The Association for the Accreditation of Human Research Protection Programs g
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International collaboration in Clinical Trials

B MOU between Taiwan Centers of Excellence and the
Intfernational Pharmaceutical Companies

Taipei Veterans‘éé‘neral Hospital
- 2009 Sanofi Aventis
« 2010 GSK

« 2011 Norvatis

National Taiwan University Hospital

« 2007 GSK
« 2009 Norvatis,

Boehringer Ingelheim
« 2012 Pfizer

Bayer

MSD

Chung Gung Medical Hospital

« 2010 Norvatis
. 2012 GSK
Chung Gung Medical Hospital 'y « 2013 MSD

+ 2010 Norvatis, MSD . |
« 2011 Norvatis

China Medical University Hospital —=_

e 2010 Norvatis ENE

P

DIA 2014

50™ ANNUAL MEETING




IND Applications in Taiwan

®m TW single site TW multicenter = MN multicenter
300
258
- 238
& 250
__|C:) 205
O 187 193
©O 200 Les 174
a
<
o 150 119 120 o
O
()
O 100
% - - 23
= 50 25 16 20
10 > 20
o
2004 2005 2006 2007 2008 2009 2010 2011 2012 2013
[ Increase of multiregional trials
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Ql\ﬁ Current Status of NDA
C¥FDA

Regulation in Taiwan
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7~  Current Status of NDA

“¥FDA  Regulation in Taiwan
® Objectives:
B Refine NDA review strategy
B Optimize NDA regulations

B Facilitate innovative medicine industry
BRegulation Paradigm shift
> from protection to promofion

. Assure QUALITY, SAFETY, EFFICACY of Medicinal
Public Products
Health _
Help to Speed the Development of Innovative

Medicine

\_
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Refine NDA review strategy

. " *NAS: new active substance
NDA review

|
Other than
NAS

[ Unmet medical need

Accelerated appro:

' Domestic,
Standard Abbreviated St rd g GYaY)
Review Review Review L
360 180 200 i Priority
days ?1%5) days Rﬂl\LOLg\AL +Abbreviated
days 150
days
e ; ~

® Siandard Review : NAS +US FDA and EMA approved + no ethnic issue
® Priority Review : NAS+unmet medlcal need
® Domestic, Innovative Produ :

\o AA: unmet medical need
SO ANNUAL MEEITING
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Optimize NDA regulation
-Relaxation of CPP Requirement

1-CPP [ 2-CPP 1
|
Any 2 of ihle 10 USFDAI+EMA
Medicall i
Full Technical : qdvare,céza ()llOA) (Abbreviated
: Full Technical . Review)
Dossier ) countries
N Dossier
+
Early CT in Taiwan Full Technical Abridged
Developmentin A Dossi Technical
. ossier ,
Taiwan : Dossier
N RMP if + . +
RMP Necessary RMP if RMP if
Necessary Necessary

CPP;: Certification of Pharmaceutical Products

DIA f%P_IRak Management Plan
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Case Sharing- Afatinib

B New Chemical Entity
B non-small cell lung cancer with epithelial
growth factor receptor (EGFR) mutation
B First approved in the world ( May 2013)  Afatinib dimaleate

B MRCT lead by Taiwan Principle Investigator

B 80% of the subjects in phase Il and 20% of subjects in phase
[IB/1ll were from Taiwan

B Non-CPP Review Track

B Review time: 120 days
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Facilitate innovative medicine indusiry
-Regulatory Consultation System

for Medicinal Products

I |
Online Consultatlon Active Industrial
Consultation

|
ay A Domestic Innovative National Research Program
{( ﬂ | l%‘l‘ Consultation for Biopharmaceuticals
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Facts and Opportunities

|

Come and conduct clinical trials
in Taiwan.
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Current Status of

Ql\ﬁ Post-Marketing
CYFDA Ma

nagement in Taiwan
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Post-Marketing

Safety and Quality Surveillance
—Risk Management

Drug product quality

defect reporting system

Post-
marketing — Passive Ih Hei val
product | Qualit il erapeutic inequivalence
quality and | Surveillance surveillar):ce reporting system
safety : National quality
surveillance — Active |— )
surveillance Program
Ll safety | Active - Global Safe’[y Ipformahon |
. T Monitoring
Reassessment | surveillance -
/inspection Retrospectively Review Sqfetyw
Issues from NHI Database
— Passive —| | PSUR by Drug Companies
Regulatory action National ADR reporting
Labeling change
Risk Management reques
Withdrawal/Recall
DIA 2014
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Risk Management Plan

By careful design, monitor and control, the
implementation of Risk management plan:

B Provides early access to new drugs (especially in
non-CPP cases)

B Prevents marketed drug withdrawn

B Ex. Currently 29 NDAs and 4 marketed ingredients
(Carbamazepine, TNF-Alpha Blockers,
Rosiglitazone, Pioglitazone) in Taiwan require RMP
conduction.
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|Carbamazepine(CBZ)
Risk Management

by Government
Signal Detection

- 3rd cause of drug injury relief cases
- SADR : Stevens-Johnson Syndrome/Toxic Epidermal

Necrolysis (SJS/TEN) !i

Refinement and evaluation

- off-label use?
-  HLA-B*1502 genotype and SJS?
- Health Care Professional remind the patients with the

ADR? r
Risk Management ——:l

e waw ~

- approved indications unified, labeling revision, bIack-
boxed warning
added...(2004 ~ 2007 ~ 2008 ~ 2010)

Carbamazepine
and gene screening

By researcher

The New England
Journal of Medicine

- HLA-B*1502 gene screening included in NHI(2010.06) e 25,
- Mandatory printed labels, Pharmacists are required to ; ,,pr%, /E
remind the patients of potential side effects when fill out X2, wm
the prescriptions (2010.07) ey,
- Revision of Drug Injury Relief Act (2011.05) il‘"'i%ﬁf;;g;ai‘i g(;{wﬁl" 31
- RMP by pharmaceutical companies (2011.09) g 1o £
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Taiwan Drug Injury Relief System

MOHW (TFDA)

Drug Relief

el Qe || P R AR

Request Review
for Review Decision

Paymenfl‘ Levies

HDrug relief cases and payment, (since 1999)

m severaill » Death, 357 cases, 30%
d 265,050,000 (NTD, 7

Disability, 64 cases, 5%,
64,424,630 (NTD, 18%)

HmDrug relief ranking, (since 1999)

ranking Active ingredient Case no.
. . 1 All inol 178
Taiwan Drug Relief - oprme
Foundation (TDRF) 2 Phenytoin 19
3 Carbamazepine 109
. 4 Isoniazid/Rifampin/Pyrazinamide 69/68/67
Drug Relief Levies = —— =
Application| | Payment Collection IClotenac
_ 6 Co-frimoxazole 36
Drug Hazard Licensed = ool -
VLQflm —-H-Q-lggﬁ— 8 Lamotrigine 29
9 Cefazolin 28
1A 2014 32

10 Ibuprofen 27
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Q\ Direction of
'7 International
CYFDA

Collaboration
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Current Status of International
Collaboration

B Regulation Harmonization ‘.',:» =
® Regulation Convergence, such as ICH standards rj"’:
® EP* observer ~ USP* observer

B Regular participation in international organization/conference

® Organization oriented: APEC -~ ICH ~ DIA ~ IGDRP ~ FIP ~ WTO
(TRIPS ~ TBT) ~ WHO (NRA ~ ICDRA)

® Topic oriented: orphan drug  biologics * bridging study * vaccine

B Active involvement
B MOU/arrangement/agreement:

® APEC GRP roqqup ® Japan: arrangement
® China: agreement
® MOU ® Australia: MOU
® UK: confidentiality MOU
*EP: European pharmacopeia ® EDQM: confidentiality agreement
*USP: US pharmacopeia 34

A 1964-2014

D I A 2 01 4 W l!s\‘::_;\ ".49
50™ ANNUAL MEETING s ) g " DEM ‘

\
sgmis




Step in to Taiwan Today
Step out to the World Tomorrow

Lor L
a: f' [ ) AWOJqpcm

' Coo rcmo - Arrangement
' Agr meni !a
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Future Prospects
Q%DA
L
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Q\m Thank You
FDA for Your Attention
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