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Disclaimer

The views and opinions expressed in the following PowerPoint
slides are those of the individual presenter and should not be

attributed to DIA, its directors, officers, employees, volunteers,
members, chapters, councils, Communities or affiliates, or any
organization with which the presenter is employed or affiliated.

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. DIA and the DIA logo are
registered trademarks or trademarks of Drug Information
Association Inc. All other trademarks are the property of their
respective owners.
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2013

' 2013.07.23 TFDA Elevation (B R ENEEE)
- The Ministry of Health and Welfare (MOHW) was
- restructured from the Department of Health (DOH).

2010

£ 2010.01.01 TFDA Inauguration (&unﬁ%iﬂﬁ)
- Integration of 4 bureaus: .

: *Food Safety (R3/) ?

. *Pharmaceutical Affairs (&) @
- *Food & Drug Analysis (R 51718 8/5)
- *Controlled Drugs (&7#/# 47 %%/5)
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Generic drugs
19,856 (80.37%)

New drugs
1,821 (7.37%)

Taiwan Market

Biologics Population: 23 millions

297 (1.2%)

AP *160~240 thousand
2,611 (10.57%) newborn babies/yr

Orphan drugs *16~18 million doses/yr
72.(0.29%) released by TFDA

_ 11 million doses/yr for EPI
Total license: 24,706
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Approved Vaccine

Bacille Calmette-Guerin vaccine (BCG)
Mouse brain-derived JE vaccine

Immunization (EPI)

Measles, mumps and rubella vaccine(MMR)
Cell -based JE vaccine

DomEStIC +  Seasonal flu vaccine
*  Tetanus toxoid
Im port *  Hepatitis B vaccine (HepB)
+ DTaP-Hib-IPV5in1
+ DTaP
.. + Inactivated polio vaccine (IPV)
Vaccinations for Pneumococcal vaccine (PV)
The Expanded Varicella vaccine (Varicella)
Programon

Others

HPV Vaccine

Seasonal flu vaccine

Rotavirus vaccine (Rotavirus)
Hepatitis A vaccine (HepA)
DTaP-IPV-HepB-Hib6in 1
DTap-IPV4in1

Rabies vaccine (Rabies)

Human Papillomavirus vaccine Type 16 and 18
Quadrivalent Human Papillomavirus (Types 6,11,16,18)
Human Papillomavirus 9-valent Vaccine, Recombinant
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Specific Import by CDC

Typhoid fever vaccine (Typhoid)
Yellow fever vaccine (YF)

© 2018 DIA, Inc. Al rights reservileningococcal C conjugate vaccine (Men C_conj)

Others (Vaccines in Delay or Shortage)
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o
Pre-Market Approval . Post-Market Control

.Reﬁistrationl . Lot release '

st o IRB Supplement (post-licensure
changes, i.e., new indication or
GLP: Good Laboratory Practice SUSAR
GCP: Good Clinical Practice Reportin

IRB: Institutional Review Board
SUSAR: Suspected Unexpected
Serious Adverse Reactions

GMP: Good Manufacturing Practice
ADR: Adverse Drug/Device Reaction
GPvP: Good Pharmacovigilance
Practices

GDP: Good Distribution Practice
GVP: Good Vigilance Practice

GPP: Good Pharmacy Practice

RMP: Risk management plan
Lot release: Each lot must be tested for

urityopotency, identitysand sterilit

10 Dl/‘\

{8

il

Insurance




REGULATIO
GUlaance

Legislation and Regulations on Vaccine

Law Pharmaceutical Affairs Act
Medical Care Act

Regulation Regulation for Registration of Medicinal Products
Regulations on Human Trials
Regulation on Good Clinical Practice (GCP)
Regulation on Good Manufacture Practice (GMP)
Regulation of the Lot Release Procedures for Biologics

Guidance for Registration of Vaccines

Guidance for Registration of Pandemic Influenza Vaccines
Guidance for Strain Change Supplements of Seasonal Flu
Vaccines

Guidance




$ PAA 48-2

When a special case happened in the following circumstances...

- For the life-threatening, severely disability diseases
- No appropriate drugs or alternative treatment 'l

In responding to the necessity of emergency public health #
circumstances

TFDA can approve to manufacture and import the specific drugs
that are not licensed in Taiwan, ex. Yellow Fever Vaccine (YF).
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Q PAA 6-1

® Government:

v’ Announcing drug items to be tracked and traced

v'Establishing e-reporting system
® Stakeholders:
v’ Uses unique identification number to uniformly used by manufacturers, wholesalers and pharmacies
v'Documentation retention period: 5 years

reporting system
ad drug information,
. name, lot, shelf life)
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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 31t Dec 2017)
« Domestic pharmaceutical drug product
manufacturers: 137
« Companies not comply with PIC/S GMP
shall cease manufacturing and be delisted.

Participating Authority
cGMP

GMP validation
1982~ 1995~ 2007.12~

PIC/S GMP
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« GDP

Good Distribution
Practices

« GDP

Good Dispensing Pract

« GMP

Good Manufacturing
Practices

Ensuring the quality and
package integrity during the
manufacturing, storage and
transportation. \ D -
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Quality Assurance
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http://www.google.com.tw/url?url=http://www.nipic.com/show/3/19/41fc63ff8c955f3f.html&rct=j&frm=1&q=&esrc=s&sa=U&ved=0CBkQwW4wAmoVChMI6rKYs_DBxwIVxLaUCh0sEQCw&usg=AFQjCNFCpgigQkE3R1Or2_1lo82RXGAdtA

Announcement of “ Guide to Good Distribution Practice
for Medicinal Products” [2015-7-16)

»

From July 1, 2016, By January 1, 2019,
all new the existed
manufacturer, manufacturers,
logistics company logistics
and license companies and
applicator shall license holder
comply shall comply
\_ / \§ /

Inspection: with GMP, or application before 2017-12-31, whicheyer comes fﬂsﬁs
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Surveillance

Refinement and Evaluation
/Quality Investigation

V

Safety

Surveillance | |

Risk management
» Risk communication
» Labeling change
» Restriction of clinical use
» Withdrawal/Recall

Active

Global Safety Information
Monitoring

Quality
Surveillance

Drug Injury Relief System

Active Assessment of Drug
Safety by using National Health
Insurance Database

PBRER from Drug Companies

Passive

\ 4

National ADR Reporting System

Active

Drug Injury Relief Database

Monitoring

™ Global Drug Quality Information

L,

National Quality Surveillance
Program

—| Passive

4

GMP Inspection

Drug Defect and Therapeutic
Inequivalence Reporting
System

Inform by Drug Companies
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Healthcare providers, MAHs,
eneral public...

Contract hospitals/clinics,
vaccination stations, schools,

Reporting Form

Submit Vaccine Adverse Event

Local health bureau/office

Submit Vaccine Adverse Event

Reporting Form

! Patient follow-up

Everyday Data :
TDRF exchange ., TCDC
(National ADR Reporting System) ) I
' |
Signal assessment and management — Weekly Summary ——  TFDA
Report (Internal ver.) I

Weekly Summary Report (Public Ver.)

Evaluation Report

-\ )cltlggllglatory actions o
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Drug Safety
Advisory Committee
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» During 2009 pandemic influenza A (H1NT) season,
the ADR reporting system was integrated into the
mass influenza vaccination campaign program
operated by Taiwan Centers for Disease Control
(TCDC) to serve as a tool for Adverse Event
Following Immunization (AEFI) collection and
vaccine safety signal detection

» This collaborative surveillance mechanism has then
been routinely conducted during the following
influenza seasons.

DEVELOP
A INNOVATE
ADVANCE
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2012 tovere When submitting NDA, ICH Common Technical
01 Document (CTD) Format should be used.

Regulatory admin
info

Overall su
(Quality, Non-cl
CI ﬁ

Non-clini

© MexrBuiargle, Tha { PEVBENL B Ot Intofive Module 1is
reglon specificand modules 2, 3,4 and 5 are Intended to be common for all reglons.




B Source Controls
(Reagents, Excipients)
M Virus or Cell Banks
(Size, Passage number)
M Characterization
B Manufacturing
M Process Control
> Safety issues
* Sterility
* Purity/Impurities
* |dentity
» Efficacy issues
* Potency
* Stability
M Batch analysis
: M Stability p

P mmmm—

S
e
S
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Non-Clinical

B Pharmacology
(relevant animal
models of disease;
injury if possible)
M Toxicology
(relevant healthy a
nimal species)

R

M Current clinical
experience

M Study design

(administration

procedure, proposed

dose levels, regimen,

escalating)

M Selection of patients

(inclusion/exclusion

criteria)

M Safety evaluations

M Efficacy evaluations

M Statistical -
considerations
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<IND> ppplicants <NDA>ppplicants TEDA
(Sponsor * CRO -~ Hospital) (Sponsor) -

C¥FDA

Consultation ‘ Consultation ‘

v

Registry on Taiwan
Clinical Trials Network

d 4

Submission Submission
Administrative part and Administrative part and
Technical part Technical part
Registration
User Fee User Fee
30,000 NTD 800,000 NTD

©20__ _ . g
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Application submitted to TFDA

/Documentation Evaluation

Project
management cMC  Pharm/Tox

L 4

Technical part
PK/PD Clinical

Integrated Medicinal Products Review Office (iMPRO)

Statistics

> 4

\ [ Assessment Report }

/

: Asking for suggestion
MY e
Committee Providing opinion

’ Final Decision made by TFDA

IND: 30 days
NDA: 360 days

|
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NDA review track

NCE/Biologics | Unmet medical Need Non-NCE

Clinical efficacy Clinical efficacy
and safety data and safety data
(o) (X)

Standard J Abbreviated Priority Standard Standard
Review Review Review Review Review

( Priority Review (meet 2 of the following criteria):
- new drug
- serious disease + unmet medical needs
- priority counseling + R&D grants + unmet medical need

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




Consultation System

: ,_ I B |
Online W

Active Industrial
Consultation

Consultation

National Research Program
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Meeting types:

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

To facilitate medicinal
products development
l)\ '\ and marketing approval

<

What is needed at consultation?

» Well-developed & -controlled manufacturing information

» Preclinical studies to show safety and effect of products

» Provide evidence to support human dosing and scientific rationale

Rolling | i
Review :
Reg “'3: CI'IDr':?C'aI “ Phase | |- Phase Il NDA Review
pa

Consultation,.. re& ----- 0

DIA



g anizatienran e RESPENSIBIIRACTAIIEDA

2 CUREntiReg U ate R AEEMEWLTKIOINACCINE

3 ApplicatienianciEyal UatiGNnIRIOCESS

© 2018 DIA, Inc. All rights reserved. D IA



Collaboration with
Taiwan CDC on the

VaCCINESCCTRUCTe Intense oversight of the

vac;‘gmoert?gvirssetgr\;ent manufacturing of vaccine
P 9sy in the post- marketing to
ensure the safety product

0 establish”a sustainable
platform for promoting
5 regulatory convergence,
‘;:‘ ||Sh personnel capacity cooperatlon in
mecha - areaso products

N
To participate / 3 es forr a
mternatlo 2 a», - rmonlzatlon or
to acquire update ' vergence

inforpfation o ' DIA




Ensure drug safety, efficacy,
quality and accessibility

Public Health

Harmonization
with international
regulations Prodm.:t
promotion
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Thank You for Your Attention!

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

2018
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Manufacturing

Seed virus
development
Potency testing
method and

reagents
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Considerations

Antigen dose,
number of doses
Timing of
availability of
clinical data

Regulatory

Pathways and
regulatory process
to speed vaccine
approval
Facilitating
vaccine
manufacturing and
availability

Public
Health

Vaccination

program
Assuring safety
and public
confidence
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