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6th Asia Pharmaceutical Regulatory Asia Conference \)f’
Arpa
Review and Updates of Drug
Regulation Landscape
in Taiwan

Hwei-Fang Cheng Ph.D.

Director, Division of Risk Management
Taiwan Food and Drug Administration
Ministry of Health and Welfare
28 Aug 2013
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Taiwan Profile

O Land area: about 36,000 sq.km.
(14,400 square miles)

O Capital: Taipei

O Population: 23 million

O Population density : 636 per km?

0 99% Citizen Covered by NHI - a Single
Payer and Single Database (IC Card)

O 17 Medical Centers, 917 Hospitals (2010)

O Pharmaceutical Market: $4.68 Billion
(2012) e _

Taiwan FDA
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About Taiwan FDA

Medicinal Products Regulation in Taiwan

Initiatives of Modern Product Registration

B New Review Track for NDR

B Fast Track for Unmet Medical Needs

B Modern Clinical Trial Environment in Taiwan

B Regulatory Consultation System

Elaboration of GXP Inspections throughout Products Life
Cycle

B NEW Approach of GMP Assessment on overseas manufacturers
B Elaborating Products Quality through out whole Supply Chain
Strengthen International Cooperation

Future Prospects

Taiwan FDA 3

Taiwan FDA

Taiwan FDA 4




Organization of MOHW

[ Ministry of Health and Welfare ]
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Department
Offices

Department of Health was reorganized into Ministry | Personnel, Accounting—
of Health and Welfare on July 23, 2013

!
\
L

Food Safety \ - ’ Pharmaceutical
Affairs

National Lab. ‘C/ FD Aﬁ

of Food and Drug

Talwan Food and Drug Administration
Inaugurated on Jan. 1 2010

Medical
Devices

Vision / Missions

* tosafeguard food and drug safety
* to begin a new technology era
* to create a safe consumer environment




Organization of Taiwan FDA

Chief Secretary

Office of

Director-General

Deputy Director- General

Congressional Liaison
& Public Relations

Administrative Center for Science P;:d:lt;ttz:d
Management and Technology Ma:agemesrl\t
Division of Office of _é Division of >
— Planning & Cross-Strait ~_ Drugs _~
Research —  Medicinal
Development Products Division of
- i Medical
Office of Affairs [ Deveitéllecsa&
Secretariat Risk Cosmetics
Office of —| Assessment
[ Personnel Center Division of .
Office of Regulatory Food Safety
Accounting | Affair Task
- Force Division of |
— Ofﬁce Of, —  Controlled
Service Ethics Drugs
Office of
— Information .
Management

Quality Assurance,
Distribution and
Border Management

Division of Risk
Management
GMP Inspectorate

Division o
Research &
Analysis

Northern Center
for Regional
Administration

Southern Center
for Regional
Administration

Central Center for
Regional
Administration

Affiliated and
Cooperating Institute

Factory for
Controlled Drugs

" Center for Drug
Evaluation

Taiwan Drug Relie
Foundation

:r National Center for |
! Food Safety |
; Educationand |
R Research ___|

Center for

Pharmaceutical
£ uIat_o_rxg.cien =

Core Value of Taiwan FDA

from Product Center to Consumer Center

Consumer Protection

Risk Assessment

Food

Administration

Drug

* To protect public
health by ensuring
drug quality, safety,
& efficacy.

* To increase drug

availability

Administration

Taiwan FDA




Medicinal Products
Regulation in Taiwan

EDaM Fidik 9
> i;m Regulatory system
through out Product Life-cycle
"N preclinical '\ NDA/BLA/

" research Testing

=Clinical trials

Consultation GLP

IND/IDE Pre-Market
(TFDA/IRB) Authorization
Products
GCP/GTP

Registration

|

production

Post Market surveillance

Manufacturing Authorization and GMP
Inspection of Manufacturers

REMS/RMP

GLP : Good Laboratory Practice

GTP : Good Tissue Practice

GCP : Good Clinical Practice

IRB : Institutional Review Board
GMP : Good Manufacturing Practice
ADR : Adverse Drug/Device Reactions

GPvP : Good Pharmacovigilance Practices

GDP : Good Distribution Practice
GPP : Good Pharmacy Practice

REMS/RMP: Risk evaluation and mitigation strategy/risk management plan

Quality Defect Reporting System

ADR Reporting System

Pharmacovigilance (GPvP)

GDP Inspection on Distributors

GPP on Pharmacy

ullllllllllllll
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e 'FDA

Regulatory Framework

[ Taiwan FDA ]

BB Division of Risk Management

(GXP Inspectorate)
(Marketing Authorization> <Manufacturing Authorization>
Product Registration, Clinical GMP / GTP / GDP / GLP
Trial, CTD review
Taiwan FDA 11
Aron . .
Legislations

O Pharmaceutical Affairs Act (1970, amended in 2013)
O Regulations
B Regulations of Medicinal Products Registration
B Regulations of Good Manufacturing Practice
B Regulations of Medicament Manufacturer Inspection

B Regulations of Manufacturing Licence and
Certification

B Medicaments Products Recall Implementation
Directions

B Regulations of Contract Manufacturing and Contract
Analysis, and etc.

DM FidA 12
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'Milestone of Pharmaceutical Regulation

Quality 2013 PIC/S

Member

Clinical Trial

[1983 PV/PMS

g Pharmacovigilance

( .
| 1998 Taiwan Sweden LOI
| 2003 Taiwan UK LOI
dnternational Cooperation 2010 Taiwan Australia MOU
4 n )
1971 Bureau of Pharmaceutical Affairs Established cjesy TFDA
Established

1998 CDE Established
2001 TDRF Established

13

Pharmaceutical Administration 2011 iMPRO

' 4

S = Statistics of Pharmaceutical

Licenses in Taiwan(2012)

* Generic Drugs:

23131, 82.4%
(Domestic:
New Drugs: 20734;
1836, 6.5% Import: 2397)

(Domestic: 523;
Import: 1323)

APls:
2693, 8.4%
(Domestic: 607;

“ Orphan Drugs Biological .
45, 0.2% Products: Import: 2086)
(Domestic: 9; 350, 1.2%
Import: 36) (Domestic: 21;
Import: 329)

Taiwan FDA 14




C/’:QA é@lcls
The 43th Member of PIC/S

ARMACEUTICAL INSPECTION CONVENTION

Cplc l|l S PHA.RH.!JZ‘EL‘I‘]E.-\I. INSPECTION CO-OFERATION SCHEME

Taiwan FDA has R s

- ITRENT
Wab s oD s SCICRATAZT

been accepted by -

Dear Dir. Eang,

P]:C/ S Committee ACCESSION OF TATWAN FOOD AND DEUG ADMINISTRATION
as a full PIC/S s e i e D S ey

Taiwan Food and Drag Administration. (TEDA).

PartiCipating The FIC/S membership of TFDA will become effactive as from 1 Tamuary 2013.

In my capacity a: Chairperson of Pharmaceutical Inspection Co-operation Scheme,
Twould like to wannly welcome TFDA fo the PIC Scheme. I take thiz opporimiry to

L] .
Authority starting e S
requitements.
1 2013 The timing o fm;?crasmmlﬂdmbempuﬁn_as it coincides with the 30
On ]an' J ° mmfw&mmnﬁ:;ggmmﬁr:e{iﬂﬁwmmmie&m@g
of this 30" anniversary.

Yours sincerely,
s e o
Helena Baido
(Chairperson

Taiwan FDA 15

Initiatives of Modern
Product Registration
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Aeoa Initiatives of Modern
Product Registration

0 New Review Track for NDR
O Fast Track for Unmet Medical Needs

0 Modern Clinical Trial Environment in
Taiwan

B (Clinical Trial and Research Centers in
Taiwan

B New Review Track for IND
O Regulatory Consultation System
0 Case of Achievement

Taiwan FDA 17

“droa NDA Standard Review Process
| : Sponsors Application

Archives TFDA
1
Global New Products, Integrated Medicinal Products Review Office (iMPRO)
NCE/Biological Products Technical Section
(except USFDA & EMA approvedP, Administrative
Botanical Products, Section CMC  Pharm/Tox LY Clinical  Statistics
Biosimilars, NCE-2, etc) PD
| |
1 } PMF/PIC/S GMP
Advisory Consultation with AC Experts if
. needed
Committee
TFDA
> Decision
v

Sponsors

18




*d;gA New Review Track for NDA(1/ 2)

Review Track for NDA

[}

Priority Rewew} [ Regular Rewew}

|
Abbreviated
Review

Abbrewated

Review Review

[} [
S

Standard
Review
® Priority Review :
NCE+ Serious Disease+ Unmet Medical Needs
® Abbreviated Review :

NCE+US FDA & EMA Approved
+ No Ethnics Difference & Same Indication

‘ Standard ]

\
Domestic,

Innovative

Products Review
I\ A

1. New drugs except
NCE/NME

2. Domestic
Manufactured
Products; fulfill
PIC/S GMP
regulation

3. Special Project

19

B 'FJI;)A

New Review Track for NDA (2/2)

-Relaxation of CPP requirements

[0 CPP: Certification of

Pharmaceutical Products M

_ NoncCPP 1-cPP 2-CPP
|
| |
. . Any 2 of 10 USFDA+EMA
Full TeChnfal Dossier Referenced Countries (Abbreviated Review)
Early Development in . . .
Taiwan Full Technical Dossier (No Ethnic
+ _ + . Differences, Same
GCP GLP GMP CTin 13|W3n FuI:DTechnicaI Indication)
Preapproval osster ] .
Inspection REMS ' + Abridged Technical
+ REMS if Necessary Dossier
REMS .
REMS if Necessary

20
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Fast Track for Unmet Medical Needs

iIMPRO : Integrated Medicinal Application
Products Review Office
v

Unmet Medical needs filled

Orphan Drugs for

v o l v i
W Orphan Drugs for non Rare Diseases Rare Diseases
J

Priority | IMPRO  Abbreviated Advisory Committee of
Review Review Committee Rare Diseases &

Surrogaete endpoint for CT Orphan Drugs

|

Approval

Conduct Phase 4 Post-market Conduct Phase 4
Study if necessary Confirmatory Trails Study if necessary
2

1

),
“Aioa Modern Clinical Trial Environment

1N Taiwan

O Goal
B Establishment of Software and Hardware to Meet International

Standard
B Introduce Early Phase Multi-National, Multi-Center Trial, Concurrently
with Global Drug Development
B Strengthen Quality of Clinical Trial
O Government Funded Research Centers :
B Grant $22 million (2011)
B Good Clinical Research Center, GCRC(12);Center of Excellence(5);
Cancer Center of Excellence(8)
O Qualified Clinical Trial Sites for IND : 134 Teaching Hospitals
O Training for Clinical Trial Professionals
B Include Medical Care Institutions, CROs, and Sponsors
B Require 30 Hours in 6 Years of Human Related Training for Pls
O Inspection
B Enhance IRB Quality
B Establish a Clinical Trial GCP Inspection System in Line with
International Standard
B Encourage Voluntary Non-Clinical Studies GLP Inspection

Taiwan FDA 22
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Chang Gung Memorial Hospital, Linkou*#

National Health Research Institutes”

China Medical University Hospital*#
Taichung Veterans General Hospital*

Clinical Trial and Research Centers

1N Taiwan

National Taiwan University

Hospital**

Wan Fang Hospital*

Taipei Veteran General Hospital #
Taipei Medical University
Hospital™*

Mackay Memorial Hospital*

Koo Foundation Sun Yat-Sen

Chung Shan Medical University Hospital*

Changhua Christian Hospital *
Jianan Psychiatric Center*

National Cheng Kung University
Hospital*#
Chi Mei Hospital*

Kaohsiung Medical University, Chung-

Ho Memorial Hospital®*
Kaohsiung Municipal Kai-Syuan
Psychiatric Hospital*

New Drug Clinical Trial Center*

Cancer Center*
Bali Psychiatric Center*

Yuli Hospital*

Center of Excellence for Cancer 8
Research?

12

Categories Number

Center of Excellence for Clinical 5
Trial and Research*

23

~t:Standard Review Process for IND

First-in Human,
Ethnic or Ethical Concern,
Cell Therapy,

v
Archives

¥

Integrated Medicinal Products Review Office (iMPRO)

Administrative

Section CMC

TFDA

Technical Section
IRB/
Pharm/Tox I;KD/ Clinical = Statistics J-IRB

Gene Therapy,
etc. |
<€—— Assessment Report

I Consultation with AC
Advisory experts if needed
Committee

| TFDA

"| Decision

v

Hospitals ~ Sponsors ~ CRO

24




C\_\/
“tox New Review Track for IND

New Review

Track for IND

Standard Fast Track

[

Review

1. IND with the Same US FDA-Approved IND Number

2. Multinational multicenter trials simultaneously conducted in
one of the medically advanced contries; Taiwan’s medical
center hospital also involved

25

Clinical Trials Network in Taiwan

X £EESRHABEIE - Microsoft Internet Explorex
#HEO BEE RO @) IROD HHEM

Q7 © MR Puee oz @ -2 ® - H B

HBUED) ] hitp vy elde.org vkl _trivenfindexchim v B s>
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o Flel=lm
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B ||| m|e

L Alravied=i
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Regulatory Consultation System
for Pharmaceutical Products

QI

C/‘FDA 27

Consultation System

" Regulatory Consultation System
for Medicinal Products

|

| 1 T
: ) 1 s _ - N
' Online ulta bv rial _

: ¥ ) . Communication

Information Request Consultation Platform
| | | !
Taiwan Special Domestic — Nat;::::aﬁf}irch
Innovative
Y

QI

Arpa 28
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C/ 'FDA

Active Consultation Project

KO: Kick-off meeting
P: Pre-filling meeting

S: Sponsor meeting NDA Submission Approval
Phase I Phase I NDA review Regular Patfk
Rolling review T'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'.'." Special Path
S KO s P S P S P Approval
Outcome NDA
(102.6.30) mmmm
Total 23
29
A

Aron

Case of Achievement

O Afatinib—a target therapy drug against non-small cell
lung carcinoma

B NCE (Non-CPP)
B Get first approval in Taiwan in 2013

B Multi-national, multi-center trial dominated by
Taiwan

B means that:

® A novel trend and choice for Lung Cancer first-line
therapies.

® The quality of clinical trial in Taiwan has earned
international accreditation.

30




Elaboration of

= GXP Inspections
T . ( \ through out Products Life Cycle
| , N\

Taiwan FDA 31

Q)
“dwa  Elaboration of GXP Inspections

through out Products Life Cycle

ONEW Approach of GMP Assessment on
overseas manufacturers

OElaborating Products Quality
through out whole Supply Chain

BGMP for medicinal Product: fully conform to
PIC/S GMP

B GMP for Active Substances
B GDP for Products Distribution

Taiwan FDA 32




4=, Transition of GMP standards in
Taiwan

O 1982~ : National GMP Guide
O 1995~ : National current GMP (validation)

0 2007.12~ : International
PIC/S GMP Guide

All manufacturers
of modern
medicinal
products shall
fully comply with cGMP
PIC/S GMP by Validation
Dec 31 2014.

PIC/S GMP

International
harmonization

DM FidA 33

4. Pharmaceutical Manufacturers
in Taiwan

4 + Pengjia lslet
OTotal of 199 manufacturers -~ TC?ZO .
B 143 pharmaceutical P 34 Nertapspf
Hsinchu Comnty -}
manufacturers ST i S
B 12 companies involved Taune gy j
packaging & labeling of crongi L v - ¢
mediCinal pI'OdU.CtS Yunilin Courty 4 Hualigh County
B 7 IMPs manufacturers Chiayi City Chiayi Couny
B 16 Medicinal Gas

manufacturers

M 21 APIs manufacturers

data collection until 2013.8.16

Orchid Island
Taiwan FDA =




D .
o Overseas Inspection since 2002

Total : 227 Manufacturers in 46 countries

Europe
128

Australia f
3 Updated May, 2013

Taiwan FDA i3

“Aion  GMP for medicinal Product:
fully conform to PIC/S GMP

T

13 (9+242) &§7F4*Y)
11 (10+1) 1(1)
1(1)
8 (7+1)
112 (2)
2 (2)1 )

e .- s dn till 2013.6.31,

O PIC/SGMP Logo [P r .\ There are 70 manufacturers
for products - . : has been fully compliance
with PIC/S GMP

50 pharmaceutical
manufacturers

16 Medicial Gas
manufacturers

4 logistics companies

Tal

Taiwan FDA 36




“Aron NEW Approach of GMP Assessment
on overseas manufacturers

O GMP Assessment of Overseas Manufacturers
B 2 Pathways: Dossier Review (Plant Master File) and On-site Inspection

GMP Assessment
J l v
Manufacturers located in Manufacturers not located in
PIC/S Member Countries PIC/S Member Countries
. L

On-site Inspection

. . On-site Inspection
or Dossier Review p

I S

Follow-up inspection: 2-4 years based on risk.
On-site Inspection or Dossier review

< total of 805 overseas manufacturers (74 % located in PIC/S member countries)
Taiwan FDA 37

“¥on Elaborating Products Quality
through out whole Supply Chain

Active Substance +—» Drug 4.._> Distribution w—» Pharmacy
_Manufacturing | | Manufacturing ;  “ l
W to PIC/S GMP @
GMP for PIC/S
B GDP
APIs GMP
Expansion the GMP Expansion to Good
implement to all APIs Distribution Practice

Taiwan FDA 38
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GMP for Active Substances

O Current status

B Manufacturers of APIs voluntarily implement GMP for API

® 21 APIs manufacturers (totally 145 API items) has been inspected to comply in
GMP

B Manufacturers of Medicinal Products should qualify their suppliers of
APIs (PIC/S GMP requirement)

B Enforcement of GMP for APIs of Biological Products since Dec. 25, 2008
B Adopted the PIC/S GMP Part II-GMP Guide for APIs (=ICH Q7)
O On-going Projects: Expansion the GMP implement to
all APIs
B Manufacturers of APIs shall comply with GMP by Dec 31, 2015

B Manufacturers of Medicinal Products shall only use the GMP-grade
APIs for production by Dec 31, 2018

B Submit the request to be listed on the EC lists of 3rd countries to waive
the written confirmation

Taiwan FDA 39

e L
GDP for Products Distribution

O Current status
B Projects started in 2011 -
B GDP expert group was established -
B Drafting the GDP Guide (EU GDP Guides reference)
B Encourage voluntarily implement GDP

5
%

O On-going Projects:
B Integrity the legislations of
GDP
B Provide training courses
for industry
B Actively involve the PIC/S

Expert Circle on GDP to be
in line with international std.

40 Taiwan FDA 40
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Strengthen International
Cooperation

Taiwan FDA 41

“Aeos Establish the MOU and MRA

Ot RS T T s T Cwg—
T T, MR T .. - -

e

® Korea: MOU
® Canada: ® UK: MOU
SHEVP ® German: MOU ® China: Cross- ¢ j3pan: MoOU
® Austria: MOU ST
Cooperation
Agreement
L :
EDQI.VI . on Medicin(
Confidential and Public
agreement (on- Health @ _Philippines: MOU
going) Affairs
@ Malaysia: MOU
Regional Cooperation:
APEC (LSIF, ISTWG, RHSC) @ AustraliazMOU

ICH-GCG

IGDRP (International Generic Drug Regulators Pilot)
WTO (TRIPS, TBT)

WHO (NRA, ICDRA)

2013.1.1 PIC/S




Arpa
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Challenges

OFast Paced New Technologies
B New biologics products
B Novel cellular therapies
B Pharmacogenetics
B Nanotechnology
O Crisis & Emergency Preparedness
B Infectious diseases
B new & re-emerging pathogens (e.g. H7N9)
B Natural disasters

O With rapid globalisation and technological
advancement

Taiwan FDA 44
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Future Prospects
),
\ | dion
),
2 ) Thank You

for Your Attention

For more information
Website is at: http://www.fda.gov.t

RIEIN

Touch Your Heart

— 2

Taiwan FDA




