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- 2010.01.01 TFDA Inauguration (B RV EIEE)
- Integration of 4 bureaus: :

- *Food Safety (FHi7/%) .
. *Pharmaceutical Affairs (%) @
- *Food & Drug Analysis (E1ia B 191888/5)
- *»Controlled Drugs (&7#/# 7 &%/5)

Establishment of TFDA

2013

- 2013.07.23 TFDA Elevation (B REY BEEE)
- The Ministry of Health and Welfare (MOHW) was
- restructured from the Department of Health (DOH).
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TFDA Organization Chart
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Mission of Regulatory Agents

Protect Promote

Facilitate the
Development of

| | Public
Health

Assure Quality,
Safety, Efficacy

of Medicinal Innovative Medicine
Products and Speed Drug
Accessibility
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Life Cycle Management

Medical Care -

' P Pre-clinical Postmarket

Needs/Basic Devé?::nitent ) ) !ND . ND.A . Production .
Research Studies Clinical Trial Market licensing Surveillance

Pre-Market Approval . Post-Market Control

_ GP_ | GCP | Registration | | lLotrelease
“ A i Supplement (post-licensure ‘

SUSAR
Reportin

GDP
Insurance
GLP: Good Laboratory Practice A “
GCP: Good Clinical Practi
ood Clinical Practice GPP

IRB: Institutional Review Board

SUSAR: Suspected Unexpected Serious Adverse Reactions l ADR & Product Defect Reporting ]

GMP: Good Manufacturing Practice

. ng Fract ICH - Based —
ADR: Adverse Drug/Device Reaction ) Drug injury relief
GPvP: Good Pharmacovigilance Practices Regulations
GDP: Good Distribution Practice RMP

GVP: Good Vigilance Practice
GPP: Good Pharmacy Practice PICS/GMP
RMP: Risk management plan ®
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Review Process for Clinical Trial (IND) Applications

A standard review process: 30 calendar days

‘ Hospital, Sponsor, CRO
I

Aug 10th 2017 [ TFDA ]
® Streamline first-in-human
IND Review Process l:
® Refine IND Amendment Integrated Medicinal Products Review Office (iMPRO)
Marnag Technical Section v
degree of changes Administrative
Section cMc  TharmM - oy/pb  Clinical  Statistics IRB
/Tox
‘l' Assessment Report
Ethnic/Ethical concern, Consult with AC experts if needed
Cell/Gene Therapy, etc.
Advisory Committee > [ TFDA decision ]
Hospital, Sponsor, CRO C\\/ B K B R =

EREPERE
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Enhance IND Review Efficacy-Fast Tract Review
for Pharmaceutical Product

Review Tracks
for IND

Not applicable:

first-in-human

Standard
Review

30-day J |7 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 10 medically advanced countries; Taiwan’s medical center

' invol Aug, 201
& hospital also involved (Aug, 2010) )

g ®
O'%AFE

Fast Track

\

%Et

&0l
m .,

i@ Al
EE
istrar

QEI

nd Drug Admin

(Q
3
g
3



Enhance IND Review Efficacy- Expedited Review

for Cell/Gene Therapy

Review Tracks

for IND

Standard
Review

150-day

Applicable for (Aug, 2017):

1. MRCT conducted in one of the medically advanced countries & non-FIH study
2. Same lab production for investigator-initiated trial but not for pivotal study

Expedited
Review

Reduced
review time of
4/5

30-day

J
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To control IRB review time and synchronize the trial schedule in multiple sites.

IND application from

Sponsors
— i
Uly g5t Review by the Central IRB
2013 (9 hospitals)

20 Days | inform

inform

> Sponsor J
10 Days =
l, Submission
Abbreviate Review by the

IRB of each clinical trial sites
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IND Applications in Taiwan by Local/MRCT Type

No. of Applications

350
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B TW single site = TW multicenter ®m MN multicenter

MRCT:
70~75%

2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016
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IND Applications in Taiwan by Study Phases
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m Phasel m Phasell 1 Phaselll m Phase IV/Others

302
274 274

168 174

155
119 120 =

2016
Phase
1, Il:
52%

2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016
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Accelerate

IND review
efficiency /
Consolidate Strengthen
regulatory | % Get sufficient | consultation
and CT Asian/ system /

environment~ Taiwanese Data

% Earlier access
to innovative
therapies Relaxation of

10% drug price _ CPP
addition with | requirement
local data  / forNDA
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Generic drugs
20,300 (81.27%)

New drugs
1,778 (7.12%

Orphan drugsJ ‘ _

56 (0.22%
( 6) Biologics

359 (1.44%)

Total: 24,978

(up to Dec 31, 2016)
API
2,485 (9.95%)
. & £ & A S
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Rationalization of CPP Requirements

| Non-CPP I

Full Technical
Dossier
+
Early Development
in Taiwan
+
GCP GLP GMP
Preapproval
Inspection
+
RMP

e
—

Full Technical
Dossier
+
CT in Taiwan
+

RMP if Necessary

7

CPP: Certification of Pharmaceutical Products
RMP: Risk Management Plan
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I 2-CPP I

Any 2 of the 10 Medically USFDA, EMA, MHLW
advanced countries (2in 3)
Full Technical
Full Technical Dossier
. +
Dossier .
N Abbreviated
RMP if Necessary Re\ﬂew
RMP if Necessary
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Expedited Program of NDA

NDA review track

»
Unmet medical need
Regular )
AA applicable
n | | | | |
Standard Review Abbreviated Review Priority Review Priority +
L (360 days) L (180 days) L (240 days) Abbreviated

*Abbreviated Review . NCE + US FDA, EMA, MHLW approved (2 out of 3)

*AA: Accelerated approval (AA): Surrogate endpoint CT accepted

E oo
. ‘FDA Food and Drug Administration
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MRCT

v
v

PR R R

New Chemical Entity
Target therapy drug
for advanced non-
small cell lung cancer
Non-CPP

Review Time: 89 days
Approval: May 17,
2013 in TW (globally
first approval)

19

Fast Track l -

{ ,
AFATINIB DIMALEATE\

~ First Approval in
| the world

IRINOTECAN (liposome)

v

AN

R RN

New indication &
new dosage form
Treatment of
pancreatic cancer
Non-CPP

Review Time: 74 days
Approval: Oct 22,
2015 in TW (globally
first approval)
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Domestic Innovative New Drugs
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Nemonoxacin Flu Vaccine Ferric citrate Irinotecan liposome

*NCE * Flu vaccine with *NCE

*New indication & new
adjuvant (Virosome)

dosage form

Soft Copsulas 1000mg
= A5 :5s
e FHETF
\ Wi s TOO00 F= 5=
Omega-3-acid
Methtlene blue Phenylbutyrate Fomepizole
Y y P Ethyl Esters 90
*Orphan drug *Orphan drug *Orphan Drug *NCE
£ £ p 227 (R BURREY
“M ﬂ & E‘J ﬁﬁ ﬁ WA swzna ?m'ﬁmﬁ_
I/| APONE Atk T I...-E e
Atropine/ ) . .

. . ) Nalbuphine sebacate Flu vaccine Opinercept
Pralidoxime chloride P P P
*New combination *NCE *4-strain Flu * Biotechnological products

vaccine
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Statistics of New Drugs Approval

The number of approval in 2011-2017.06
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51

Import

5 (10%) 46 (90%)
Chemical Biologics Chemical Biologics
3 2 38 8

New chemical entity i Vaccine 1 | New chemical entity 13 Vaccine 0
New combination 0 1 Plasma derivative 0 | New combination 14 3 Plasma derivative 2
New indication 0 Toxoid 0 | New indication 5 Toxoid 0
New route of administration 0 Biotechnological products | 1 | New route of administration 0 Biotechnological products | 6
New dosage forms il New dosage forms 0

New dosage and administration [ 0 | 2 New dosage and administration | 3 | 6

New strength 1l New strength 3

21




New Drugs Approval Number

The number of new active substance (NAS) approval in 2011-2016

W2011 w2012 w2013 w2014 w2015 w2016

Taiwan Us EU Japan

Reference: CIRS
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Median Approval Time for New Drugs

H2011 w2012 w2013 w2014 w2015 w2016
600

500 489 478

400
Day 349

200
100 -

2ALO 261 >
~°7346 77 343 351 333
g 01 305304304

Taiwan UsS EU Japan

Reference: CIRS
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Enhancement of Review Efficiency

i,\dinical N Marketing Approval >

IReview process and Timeline (2016) |
IReview time for non-NCE NDA (2016) |
I Refuse-to—File (2016) ‘ I
I Pre-NDA meeting (2016) |
IA Points to consider for all types of NDAs (2017) '
'On-line submission platform (2017) |

~ *Consultation and
Rolling Review
(2016)

*Breaking Through
Destination
(coming soon™)

— YTLWA Food and Drug Administration



Points to Consider for All Types of NDAs

— NCE/Biologics
— New indication
—— New route of administration

CMC

Clinical PK/PD

26
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Filing RTF (Refuse Review ’ Inquiry * Complete Approval Notice of
Meeting to file) Meeting Assessment Report V Letter (AL) Licensure
Normal H’ A W N Q
Review (D50) (D60) (D100)  (D120) (D210) (D300) (D315) (D340)
Priority * ’ * ’ * * 0 ’
(dRQVietW) (D50) (D60) (D100) (D120) (D170) (D200) (D210) (D240)
esignation
Abbreviate * ‘ * ‘ * * <> ‘
g ReVlt_eW) (D50) (D60) (D80) (D90) (D120) (D140) (D150) (D180)
esignation
*¢  * ¢ * * 0 73
(Wi t': IcDIi'?;icaI (D50) (D60) (D100)  (D120) (D180) (D240) (D255) (D300)
data)
Ok & * X
(wl\ilt[k?cﬁj ; (D50) (D60) (D80) (D90) (D140) (D160)(D170) (D200)

clinical data)

M1 >M2>M3> M4> M5>M6>M7>M8> M9 >M10>M11 M12

27
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QA/QC Meeting

Integrated Medicinal Product Review Office
Internal Control Monitoring & Auditing

A

AN
AN
AN

Resource Integration
Job Integration
Process Integration




Consultation System

Transparency

Consultation System 1

| | | |
h " Industrial

Consultation Active
Consultation

Online

Domestic Innovative National Research Program

Consultation for Biopharmaceuticals

() @ % 8 B B
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Transparency

Meeting types:

» Kick-off meeting
» Sponsor meeting
» Pre-filing meeting

»‘E To facilitate medicinal
-~ products development
#_\'\ and marketing approval

Regular
path

Consultation

() & &£ B 7 B
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ExPRESS (E Platform for Review &
Submission

E-PRESS

FDA E Platform for Review & Submission

The E Platform for Review & Submission (EXPRESS) is for accepting electronic
submissions. The EXPRESS enables the secure submission of premarket and
postmarket regulatory information for review.

©O O

Information Easy to Retrieve Paperless Enhancing Review
Database Efficiency

. # £ & F W
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Promoting Good Registration Management

(GRM) in APEC

Good Registration Management

Good
Submission
Practice

(GSubP)

Review =
A licant
Authorities “ il 2o =

Roles in RHSC

* GRM Roadmap co-champion

* GRM CoE hosting institution
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ﬁw 2017 APEC GRM CoE Workshop

* Date: Oct 31 to Nov 2, 2017

2017 APEC Good Registration Management (GRM)
Regulatory Science Center of Excellence Workshop

* Venue: NTUH Convention Center, Taipei

vy .
[ ]

ﬂo
}/'.4 Save the date

Target Audience: regulators and industries

Date:  October 31 to November 2, 2017
Venue: National Taiwan University Hospital (NTUH)

International Convention Center, Taipei

Target Audience: Travel & Accommodation:
(1) Senior regulators with at least 3 years of Funding for travel eligible economies may
hands-on experience in the management be available
of regulatory reviews
(2) Industry managers with at least 3 years of CoE Hosting Institutions:
hands-on experience in the management * Taiwan FDA
of regulatory submissions * RAPS Taiwan Chapter ° ° e
economies are invite
Program Overview: { | Contact Information:
(1) On-line and self-paced learning to develop * RAPS Taiwan Chapter

knowledge base in advance of in-person training Email: rapstaiwan@tcfst.org.tw
(2) In person training: 3 days with plenary sessions

for all attendees and parallel sessions for

regulators and industry based professionals.

In person training is designed with lectures,

group discussions and applied case studies

* Dr. Yu-Hua Huang
Email: yhhuang@tcfst.org.tw

N & £ B A3
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Food and Drug Administration Ministry of Health and Welfare
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