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T kR 2 Dr Alison Cave. “Challenges in using RWE to generate
evidence of sufficient quality for decision making.

iy RALF it enR® 4E gk izt RWE 7 e ¥ fagé#%“,fgﬁ.%%yi
(P42 @ * NATELRE oL RAA R~ BATH G g -t 2

* BN F H @ (off-label use) & Ry M it BT ITH o

( J

EUROPEAN MEDICINES AGENCY

Real World Evidence

Why now? Opportunities 0

; - « Effectiven in br r “real rid”

» Lack of generalisability of RCTs EifSCHenesssli braader ™ real womld EUROPEAN MEDICINES AGENCY

. g « Validation of surrogate endpoints SCIENCE MEDICINES ALTH

« Ever increasing cost of drug development ¢
« Provision of historical control data Alison Cave, PhD

Principal Scientific Administrator,

Pharmacovigilance and

« Pragmatic trials (EHRs/registries) Epidemiology

« Changing scientific landscape )
« Long term safety surveillance
« Increasing data availability & IT advances

« Legislative requirements

Challenges Regulatory Considerations
Y U.S. FOOD & DRUG

)
« Data quality, completeness and validity + Acceptability depends on context of . ADMINISTRATION

« Integration of heterogeneous sources use e.g., stage of product life cycle,

disease severity and prevalence, Peter W. Marks, MD, PhD
» Unknown factors influencing clinical treatment options, outcome Director, Center for Biologics
practice 5 s . Evaluation and Research
* Uncertainties should be discussed at
« Identifying exposure and outcomes with an early stage of the development
sufflaent accuracy| process

A F = > T %k - EMA/FDA Question Time ° Co-chaired by Dr
Sabine Haubenreisser (EMA) and Dr Sandra L Kweder (FDA) o
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Bo R A BB AR T G feehph R 2 3k

No. P B [ERE e

1| g i p B | BER B R A

2 A AR REZ 4 2 R emeRed | 0 R R B H AT AR D

e BB £ T 4
3 L=/ 25 gkt el AR A S ¥
BAREHRE AR FRREAPRES AFERET 22T

EFEAA A2 AR RE LRI G it 2 A 2 R



EiAEe T - 2o F A2 RSh2 FE @0 £ £ pFoRVD & RUE

/Patients \ / Clinicians/ Trialists/ \

Health Policy Leaders

R YE MR A 0 BN 3F Ay 240 RWE endp ~ o

Patient Engagement as a Dialogue

* Expertsin how they

experience their disease * Experts in clinical trial
* Identify what matters Patient-centered design and conduct
most to patients Scientifically Rigorous + Medical expertise
* I|dentify areas to make Drug Development * Assess feasibility of
clinical trials more trial modifications and
patient-friendly outcome measures

- ) - /

A Bl > T4 %k : Paul G. Kluetz. “Thoughts on Patient

Engagement”

ROPEAN MEDICINES AGENCY

feedback

Committee
meetings

360° view
Patient
Engagement

Regulatory Medicines Lifecycle

Individual Patient Civil Society General
patients organisations representatives public

A FI > FH Xk Juan Garcia Burgos. “The future of patient

engagement: measuring what matters”
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Successful Regional Collaborative Experience in
Global New Drug Development: TFDA Perspective

Chao-Yi (Joyce) Wang
Director, Division of Medicinal Products
Taiwan Food and Drug Administration (TFDA)

DIA"4:4" @OPE

Disclaimer

» 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, Communities or affiliates, or
any organization with which the presenter is employed or affiliated.

» For work prepared by US government employees representing their
agencies, there is no copyright and these work products can be
reproduced freely. Drug Information Association, Drug Information
Association Inc., DIA and DIA logo are registered trademarks. All other
trademarks are the property of their respective owners.
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Outline

01 Taiwan Profile

O@®O DIA "

Taiwan Profile

Area: about 14,400 square miles
Capital: Taipei City

Population: 23 million

99.8% Citizen Covered by NHI—a
Single Payer and Single Database
(IC card)

Taiwan’s pharmaceutical market
will expand in value from $5.4
billion in 2013 to approximately
$8.4 billion by 2020, according to
a GlobalData report.
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Outline

02 Organization and Responsibility of TFDA

O@®O DIA

Establishment of TFDA

2013

2013.07.23 TFDA Elevation (M5 MM W2 W)
The Ministry of Health and Welfare (MOHW) was
restructured from the Department of Health (DOH).

2010
2010.01.01 TFDA Inauguration (R & W32 /8)

Integration of 4 bureaus:
+Food Sofety (M)

+Pharmoceutical Affairs (224) @) 7
Drug Analysis (REMSRES) 4 >
*Controlled Drugs (WA #75) o
mp] A
XL
P ==
Ll =1
{rww NS
’\ e

TFDA Organization Chart

Depuly Director-General

[ st Jm| Iokoce |Lcm."..w.
L | o B
oo |
Pnamocal\c
Office of o' vy e
e — Sontecio o
R | sgenge” |
Analysis
Northern Office ot
Region |
e
e
Region —
oomar |1 .
wthern NS S
= g
s ach

Life Cycle Management of Medicinal Products in Taiwan

S M o B <= )

M&\ﬁ Approval PﬂlNﬁllm Control

< ICH-Based :
RB:institutional Review Board >
Regulations — :
SAR:Suspected Unaxpected Sarious AdverseReacions = 1oBUFRUIREY
GMP: Good Manufacturing Practce Rl
ADR: Adverse Drug/Devie Reaction Y
(6PvP- Good Pharmacovigiance Practices
GDP: Good Distrbution Pracice:
°

GVP: Good Vigiance Practice
P

RMP: Risk management plan .

O@®O DIA



Statistics on Pharmaceutical Licenses

Generic drugs
. 20,300 (81.27%)

Total: 24,978
(up to Dec 31, 2016}

- O@O DIAzis

Regulations for Quality

PIC/S Participating Authority since 2013
All manufacturers shall fully comply with the current version of PIC/S
GMP Guide since 2015

Current status: (up to 31 May 2017)

— Domestic pharmaceutical manufacturers: 132
— Companies not comply with PIC/S GMP

« shall cease manufacturing and be delisted. .
a h | ospacincs
IPharmacies

2016.07.01 (ll
20101231 2018123100
PIC/s GMP PIC/S GOP
1015 1231
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Outline
l 02 Organization and Responsibility of TFDA
l 03 Current Status of IND Regulation in Taiwan
l 04 Current Status of NDA Regulation in Taiwar
+ 05 International Coop ces

Enhance IND Review Efficiency- fast track review

Review Track
for IND

Fast Track
Review

30-day 15-day
Applicable for:
1. IND with ﬁ\e Same US m-upwm IND Number (July, 2004)
2 i i inone
ofthe untries; Taiwan’s dical

hospital alsoinvolved (Aug, 2010)

- O@O DIA-zss

Enhance IND Review Efficiency- central IRB system

ntrol IRB review time an nchronize the t

edule in multiple

IND application from Sponsors
Ji Review
Pty R
013
V.o 20 Days | inform

Submission

- Q@O DIA -zt~

Strengthen Clinical Trial Quality

Regular inspection
* First-in human, pivotal, phase IV (30~40 cases/year)

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

For-cause inspection (- cases/yr)
+ Clinical trial with GCP violation and safety concern

+ Changhua Christian Hospital
+ ChiMei Medical Center

* China Madical Uriversity Hospital

+ National Taiwan University Hospital

* Clinical trial with serious adverse event (SAE) occurred | . [0 Medical Univorsity Hospital

Toigel Miedical University -Shuang Ho

Hospital
+ Taipel Municipsl Wanfang Hospital,
Taipel Medical Universicy
Taipel Vetezans General Hospitst

. @@O DIA™#

IND Application in Taiwan by Study Phases

®mPhasel w»Phasell © Phaselll mPhase lV/Others

Sm
g % pr.««
L. 7"‘
Tmp—
5 ,,,m
E
glw
-

0
2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016

- Q@O DIA" it

IND Application in Taiwan by Local/MRCT type

M Twsinglesite ' TW multicenter ™ MN multicenter

350

Number of Applications

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

. m DIA*ss=

Outline

Organization and Responsibility o

ND Regulation in Taiwar

- O@O DIA"t

Optimize NDA Regulations

© Pharmaceutical Affairs Act
. - The definition of new drug (draft)
- Patent linkage (draft)

for of Medicinal Products

Regulation on Human Trials
Regulation on Goed ﬂn\ml Practice (M)

(GMmP)

- Guidance for Registration of Biosimilar Products

- Guidance for Registration of Vaccines

- Designation process for combination products




Rationalization of CPP Requirements (NCE Review) Domestic Innovative Consultation

To facilitate

approval

- |

1-cpp 2-cPP
> Kick-off meeting
* Full Technical « Full Technical  + Full Technical > Sponsor meeting
< ttvdhes > Pre-filing meeting

Dossier
* Clinical Trialin * RMP if
* Early Development Taiwan (Phase Necessary
in Taiwan (Phase Lz/or8)

Approval: May 17, 2013in TW
(globally first approval)

+ Approval: Oct 22,2015 in TW
(globally firstapproval)

5

* RMPif
143 or Phase 2+3) Necessary L .
« RMP if Necessary IRINOTECAN  FERRIC  FLUVACONE  SODIUM
EE— CP¥: Cencaton of Phamaceutical roducs i [F18)
RMP: Risk Management plan L
Jriving insights
@@ DIA“:4
NDA Review Track Outline
NCE/ Unmet |
Biologics medical Need ® r
L L U
Accelerated |
Approval
I o
® '
standard | Abbreviated Priority |
— — — e 05 International Cooperation Experiences
“Priority Review (meet 2 of the following criteria): |
o davese + et mecicalnaeds
oty counselog + RAD grants + unmet medicaineed _— Sl
“Abbreviated Review: NCE + US FDA, EMA, MHLW approved (2 out of 3) V"’g:‘&adié"‘t o ® m DI A{"‘i"ﬁm’fﬁ =
Case Sharing International Cooperation
- Japan: Arrangement -
) y : - China; Agreement -
([ Aramnip DiMALEAT [HOTEEAS - Philippines: MOU s B Multilateral Cooperation:
 New Chemical Entity + Newindication & new ; MGSISE
- Austria: MOU . - IcH: 15 Working Groups
v Target therapy drug for formulation - Poland:MOU - IGDRP: Quality and Bioequivalence
advanced non-small cell lung ¥ Treatment of pancreatic g m&wm o - APEC: LSIF-RHSC
. " B b AR - IPRF: Gene Therapy Products, Call Therapy
i ¢ Products, Nanomedicine, and Biosimilar
¥ Non-CPP ¥ Non-CPP a . wro
V ReviewTime: 89 days ¥ ReviewTime: 74 days ) g )’ -
P - -

- @@ DIA

Case Sharing Cooperation Between Taiwan and Japan

» TDrug

* New chemical entity (NCE)

* phase | and |l clinical in Taiwan

*  BSE waived

Priority Review + Accelerate Approval

« Information exchange
* Future: share review reports

* Revision of BE regulation
* Future: recognition of BE reports

DA sub 01 5ERPEY * Comparisons of regulations
B = us emA Taiwan e —( pommnang
Submission 2015/06/05 2015/06/05 2016/02/26 2
| Approval 2015/11/13 2016/02/02 | 2016/10/14 AVOID REPETITIVE REVIEW AND INSPECTION.
Review time (days) ALY L e ACCELERATE MARKET APPROVAL!

@@ DIA - Q@O DIA" "

Enhancing Review Efficiency gm?;sliglttsh C:ftg)ierls'atlon Agreement on Medicine and

ﬁ\cﬂdﬂ}\ Marketing Approval > This agreement is signed on December 21, 2010. \\
(| Review process and timeline (2016) l

Consultation and | Refuse-to-File (2016) J
Rolling Review

il
(2016) ‘ Pre-NDA meeting (2016) |
|__Points to consider for all types of NDAs (2017 l
| On-line submission platform |
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A Successful Collaborative Experience in New Drug
Development between Taiwan and mainland China

) Establishpharmaceuticalsafety management
and R&D working group and four sub working
groups

[ set up medical safety and rapid notifcation
system

Harmonize mutual technical standards and
regulations (ICH, IMDRF)

] Establishthe platformof cross-srait drug and
medical device technical review

Conduct training programs, workshops,
seminarsand meetings

Cross-Straits Cooperation in Clinical Trials
C Strait ition for Clinical Trials
i Conducted by Four Hospitals on Both Sides

¥ Chang Gung Memorial Hospital

Peking Umversrtv First
Hospital

v Beijing unlon Medical College
Hospital

¥ Shanghai Jiaotong

University’s Ruijin Hospital

+ Shanghai Fudan University's
Zhongshan Hospital

© @®O DA

¥ National Taiwan University
Hospital

¥ Taipei Veterans General Hospi

¥ Tri-Service General Hospital

Concept Model for APEC Training Center of Excellence for
Regulatory Science (CoE)

Topicfocused CoEs
Hosted by Academic Institutions or Organizations with
Appropriate
Expertise

Quality -
Supply Chain
CoE

Clinical
Trials Cof
(oversight)

nd expe .
Biotherapeutics s il Pharmacovigilance

CoE CoE
Center coordination)

Good Registration
Management
Cof

Cellular Therapy
CoE

* Champion economies: Chinese Taipel & lapan
* Cok: (1) TFOA & RAPS Taiwan Chapter, (2)
COFEPRIS (pilot)

Networks of Coks for a topic arca
are possible

wsights

: DA%

2016 APEC GRM Regulatory Science Center of Excellence Pilot
Workshop

Good

in APECLSIF-RHSC in Collaboration with Japan

Facilitators:3
(APAC/TFDA/COE)

Venue : Chang Yung-Fa Foundation, Taipel
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New Southbound Policy

2017 Regulatory harmonization

2016 National Pharmaceutical teering committee (RHSC) meetng

Regulatory Agency (NPRA) visit

(9575:] DI/\*”L“@: v

- @@ DIA

Thank You

arcode Scanning APP
Chao-Yi (Joyce) Wang

Director, Division of Medicinal Products
Taiwan Food and Drug Administration (TFDA)

For more information please visit our website :
http://www.fda.gov.tw

= m - - Join the conversation #DIA2017

O@® DIA =
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