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— iz /B A @EE‘-%%ET% bR R BB & 2 am B
A H’7 B 1E F‘
RIER &R B IR BRETE B R
(GLP/GTP) =B (Approval)
(TFDA/IRB)
EERAEHE HiEMmBE RFIEE(GMP)
= o [ iz = 3 [7 [ = E 5t = (REMS/RMP)

ARm/AREHBEH(ADR)
ZZEHRARENREE (GPVP)
ZY)57i 3% (GDP)

&R

wERI5 (GPP)

N

GLP : Good Laboratory Practice (B R B 5= R1EHRE0)

GTP : Good Tissue Practice( A 5240 At 40 48 18 R 1R E R &0)

GCP : Good Clinical Practice (B RERIK:E8ARE0)

IRB : Institutional Review Board (A faid i EZE )

GMP : Good Manufacturing Practice (B RS %)

ADR : Adverse Drug/Device Reactions (24K R & FE)

GPvP : Good Pharmacovigilance Practices (BRE L& Z & &%)
GDP : Good Distribution Practice (%% 8 B iE 5 iR &)

GPP : Good Pharmacy Practice (18 B &25 {F 2R E0)

REMS/RMP: Risk evaluation and mitigation strategy/risk management plan(EREIEFTE)
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The Science of Pharmaceutical Regulation

CERTER)

m Science and Risk-based regulation
ZmizEEERAINREZERAI (Sound scientific
principle) - /&L E BEEEfE (Risk evaluation) B2 H B
BEIENEZ T MERX -

Risk/Benefit assesshe ment

= Safety (risk) is always relative to efficacy (benefit)

SFEFERAEEERN  AEE—EEIE
(intended use) + ¥ AZEA (significant portion
of the target population) EB R AW = - HEW

m (benefit) EBEEEE (risk)

R,

A 7



The Science of Pharmaceutical Regulation
Regulatory Science
Pure science £ Practical Science (limited by reality) 2 7

42 H?JE’\J%EE% W AMBERIEE ™ (undue delay)

ENEEEX - BREEMNRE (regulatory burden)E i = B4
%EE’J (appropriate and responsible)

No perfect answers (evidence-based)
Consensus building, common opinion of experts (advisory
committee)

Update of Regulation
M AEED - JRFRINE A B
B2 KEER B RRD







2238 15 IB T B o MAERBHEMHER
e ZEj(PK/PD/BA/BE) (bioequivalence, BE) Ut IE
o ERIES i PR K fim PR ml B

o LEEEEFI ( Chemistry, Manufacturing and Controls,
CMC)

e GLP, GCP, PIC/S GMP

e Labeling ( direction of use )




KitEE
Requirements for Drug Approval (1)
m BEWHEZZMHBER (Safety, Efficacy)

22/3 38 (Pharm/Tox): Drug substance, excipients

&4 &) S1E2 (PK/PD/BA): Drug substance, pilot
formulations
i AR &5 5

= Phase | & Il clinical trials: Drug substance, pilot formulations

= Phase llI clinical trials: Pivotal clinical formulation (exhibition
batch)
L&

it i AT
4RSS (BE): Drug products
= Marketed formulation
= Generic drug products

= Post-approval changes for both brand and generic drug”™
products

N

QN

Arpa




KRitEE
Requirements for Drug Approval (2)

m mmEMEBEAER (Quality)
Chemistry, Manufacturing and Controls (CMC)

= Quality-Raw materials, drug substance, excipients, drug
product, container/closure, equipment, process, specifications,
release, stability

= Demostrate manufacturing capacity
= Validation, specifications, controls, scale up, PAI

Direction of use (Labeling)

*PAI
Data integrity and honest communication | (Pre-approval inspection)

AT E
= PAI-cGMP, GLP, GCP audit
Continue to commit to product quality and performance
Post-approval commitments and post-marketing monitafin
: pp p g monitafing \/O

O(FDA .




n ERREERE

Phase | study

* First Human Dose

« #17PK/PD profile
(ADME ~ X 51FH
%)

cERANBZEEH
T S5EE

« D&% (10-100
A BESRBEA)

Biss R 53 B

-+

.I.

BERAEYZEE - BN REREREKE

Phase Il study Phase IV study

* First Efficacy Dose
« B EEmBMMY

 WERERMNE
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R R i o o BB
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244 . e
SRENES

RSB - i s

ER SR R R EE R

fER EEEA

B KRB
Phase lllZ &%

SEBEZHTFA)
PORBRA00-200 | pemedngs
A) 5

AT

« ALEHEEY) EHRRY
BER - srHEy A
RNESH - £17
RHEARVEN - BB
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T 14wl A

RIBE R B E AR AE (ICH) ES Guidance- Ethic
factor in the acceptabllity of foreign clinical data
ErEHARER
BT R (Bridging study) 4 O] 12 £ B3 B A A 8 ~ 2 &)/ 22
MBEY ~ ZF - HEHESRKREBEIE - FEIIMEK
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HH s 2k A
FREEE MR
Bioequivalence Study, BE
m B REEE T
R EE AN RER (B AR RER) B
R TN
m FE SRR P B R ETHE
BEEHEREUNT R HE—SHEHERERK L
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2% oo B PRV AR B 38 20RIR KR (1)

o5 5%

m SE8IF : NEAMBAREG R - RiEEREENRSSEIERR AT SRR -
@i MR REREEROTHE - FIRHSH ZHERRE - AlRHRR ZhE
TREERRHREZBEEIERN @ TRIEEEREESERTLE -

B F78% : ARSEABEKXIMKERFAMNRRLZEE - AEERERESS -
Wi PREEHEAIZE - SAEPRIERAEITSE - ST ARG R - BERE
FRUHAER ERHESFUZABHBHAGREPREIEKA 2ZE

m FHBERATHETAREHR - EEREEARRER EPREIEHBRES -
SEHIERE -

AN R E IR A
m 98.12.14 EEhEIT -

n KIEEEATI-IREIEZ - (BRARBBRZEBFERER FEFFEEER MH
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@ m bR Rl B I 2 RR MR
2
= 5 ASAFERMARY - RISERMARRS MAGEE - BHE

V)55 14 2% 38 5T (e =) B PR 5l B R 2 2247 -
m SFA4F : sligREEY) BEPREELTERRZERGHREZI ZHE
o5 b b PR EVER - DUMERR LR T BB ARE -

2 o (8 B IR IR B 2E Al (GCP)

m 25305 BREBES: MU RRRREgR - EPaEhEs -
EFRBBR - TR AT ZHE
n REEEEAREEREITEZ -
= B8 :
RIESHENERN  Z2REL (HE)
RRERSREENIEE (F8) (;w/
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MEA¥EES

m 1964, Declaration of Helsinki

55 BV R = B A B Z tH FR B8 B2 K& (World Medical
Association, WMA)

= 1975, 1983, 1989, 1996, 2000, 20082 WMAPEZEZ5]

EREBINEBMRAEETARBED R MIERE
B[R H|—"The health of my patient will be my first
consideration”
s K BUABHR RIS N AR EMEEERZEE
(Ethic Review Committee) B EE 212 &
— AN REEEEZE T VRERUWKIE
s ERTAEIRE
— R EBEENEZE( Inform Consent)

GCPEIUMNEESZEIRIE L —

QP2

lioa.




GCP%1a

Sl e

EZ#l(monitor) -

&tz (audit)
K &EtZ (inspection)

EHEREE  HBHEE || BRES | HRAT | nEs
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AR EE

Protocol

=08~ EmiE

= B PR E B 2 Al

Conduction

EIE I
Results or

2 m bR IR B ER R 2
%nnﬁuuﬁnﬂ%ﬂﬁg
(88.3.6 90.8.7)

B Bl E A
(90.8.23~91.8.23)

B Y EEFh G IRl B B 2
(98.3.31)

FriE Ml Br E £ (98.7.9)

ZmiE R BRETEEXTEEES
15(93.2.18)

Zmig R BAEBREEHAK
(96.5.30)
?ﬂ?#@ﬁln“ﬂﬁﬁn%zx TE=lE
=ERNBFE£E155(94.10.13)

AZB4%0(102.2.25p

ZErpbe KAl iR A

A= H((96.6.6)

O ZEYNIR oS o e R
(92.4.30)

® Eﬂ:j'bﬁHAﬁE ﬁﬁgh(m
BfPRTRESEIR
(95.8.18)

o FYpieasEm AR LE

=Z2(101.1.5) [

ANEEEYEREEE

CCIIANG ==K 2k

AP Tna k=Pt

E]

Termination

o [RIRAERIE 28T
RABE#(92.2.8)

o [RIRALERFAZEmIEE
#7£(100.9.27)
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BREEmEENRAE
Integrated Medicinal Products Review Office

(iIMPRO)
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BB EHRE s B AMEE T EHM RSB SRRE E B R R E]
PR B2 ag AP

é‘i‘én':'u FRABETENRRER - sIEF/EANREE

o MR EESTE=2E ( Clinical Trial Protocol )
MEERAEIHER - HEERETEEFARE

o ZHEREZE (Informed Consent Form )
MEEARAEEHER - BHAREIFASZE

o AEIFHER ( Case Report Form)

o BEYARREBHEEE

o #misERIENERE AFM (Investigator Brochure )
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E2
B '75
it 722 Bim PR Rl B2
B8R (9%)

e iE 5 B B PR
AR b 2R (B5X)

IF R E R 55
B 53 (18%)

MAEFIEN ARt A
fE{Chs R (18X)

2t Z= M i
Bt 53 (10%)

J\N5E R Bt B
(10%)

X’t

g1 £

£d

7kn1

IE_'-
filg ='1"2
BEEFREE

Lung Cancer Clinical Trial

Consortium

EEFHERTEEDR

Oncology Phase | Consortium

EMEEREESE

:I Gynecologic Oncolegy Group

LRk L R

Consortium of Lipid and

Atherosclerosis

Bt EE I mREE

COPD consortium

MWRERERE

Pediatric Infectious Diseases

Alliance

E bw

M

%M Iﬂ 1lE HU%J:I:I:

BE

i =
ik
X

FE

Eﬂ 1-|J

SEfu R EEFRsREE

Taiwan LiverNet Consortium

SZERERRMEREEERS
Lig )

Taiwan Gastrointestinal Disease

and Helicobacter Consortium
EEFRARSEESE

Breast Cancer Consortium

EmMEERERARER

Consortium of Hypertension

associated Cardiac Disease
EhEREAEES

Fabry Disease Consortium

EnEREFRARER

Consortium for Mental Disorders

EEERARSUSR S (FHEE

%2 Taiwan Clinical Trial Consortium |

}

2= N7 &
IiLT =3

EEAT 3 BT R
PRI BRI 2 (14)

2B BER &m
Fﬁ¢5+*ﬁuufnf£%22 Yp
BB(14%)

44

|~]
I~

__72[;9::5 ﬁuu V nft %EE éﬁJE:IuE:

(17%)

= [N BAAH B8 = fm s
SRl BE (6%)
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NDA Classifications (US FDABYh#2TESR)

m CDER(Center for Drug Evaluation and Research)
New molecular entity
New Salt (not a new molecular entity)
New Formulation (not a new salt or a new molecular entity)
New combination of two or more drugs
New manufacturer (Duplication)

New indication (claim)
= Including switching marketing status from prescription to OTC

Already marketed drug products with no previously
approved NDA

m CBER (Center of Biologics Evaluation and Research)
Biological products (vaccines, serum & blood products)
Human cells, tissues, and cellular- and tissue-based products

US FDA- Drug Development and Review Definitions C \\/

O@

DA :



http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/InvestigationalNewDrugINDApplication/ucm176522.htm
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/InvestigationalNewDrugINDApplication/ucm176522.htm

Definition of a new active substance

(EMARYFZERE

A chemical, biological or radiopharmaceutical substance not
previously authorised as a medicinal product in the European Union ;

An isomer, mixture of isomers, a complex or derivative or salt of a
chemical substance previously authorised as a medicinal product in
the European Union but differing in properties with regard to safety
and efficacy from that chemical substance previously authorised ;

A biological substance previously authorised as a medicinal product
in the European Union, bur differing in molecular structure, nature
of the source material or manufacturing process ;

A radiopharmaceutical substance which is a radionuclide, or a
ligand not previously authorised as a medicinal product in the
European Union, or the coupling mechanism to link the molecule
and the radionuclide has not been authorised previously in t \N \ -
EuropeanUnion

DA 36




Review Checklist for NDAs
(US FDABINDAEEEIR)

Introduction
General issues
Organizing the main folder

Organizing the electronic
submission

A.

m

Item 1: table of contents (Index)

B. Item 2: labeling
C.
D. Item 4: chemistry, manufacturing,

ltem 3: summary

and control (CMC)

Item 5: nonclinical pharmacology
and toxicology

Item 6: human pharmacology and
bioavailability/bioequivalence

. Item 7: clinical microbiology

H.

l.
J.
K.

ozzr

w O T

ltem 8: clinical
Item 9: safety update
ltem 10: statistical

Item 11: case report tabulations
(crts)

ltem 12: case report forms

. Item 13: patent information

Item 14: patent certification

ltem 15: establishment description
(CBER only)

ltem 16: debarment certification
Item 17: field copy certification
Item 18: user fee cover sheet
ltem 19: other




Guidance documents for NDA (US FDA)

Bioavalibility and Bioequivalence Studies m Submitting Supporting Documentation in
for Orally Administered Drug Products- Drug Applications for the Manufacture of
General Considerations Drug Products

Changes to an Approved NDA or ANDA ® NDAs: Impurities in Drug Substances

Container Closure Systems for m Format and Content of the Human

Packaging Human Drugs and Biologics Pharmacokinetis and Bioavaliability

Format and Content of the Microbiology Section of an Application

Section of an Application m Format and Content of the Nonclinical

Format and Content of the Clinical and Pharmacology/Toxicology Section of an
Application

Statistical Sections of an Application

m Providing Clinical Evidence of
Effectiveness for Human Drug and
Biological Products

Format and Content of the Summary for
New Drug and Antibiotic Applications

Formatting, Assembling and Submitting New

Drug and Antibiotic Applications m Drug Master Files

Required Specifications for FDA's IND,
NDA, and ANDA Drug Master File Binders

Submitting Supporting Documentation in
Drug Applications for the Manufacture of
Drug Substances m Qualifying for Pediatric Exclus

Submitting Samples and Analytical Data for m PET Drug Applications-Content (FO
Methods Validation C DA ::




ICHEH [REE 22 {7 FN 2B 488 5] =E BY

NDABEEIRNZEZK

International Conference on Harmonization (ICH) of
Technical Requirements for Registration of
Pharmaceuticals for Human Use

ICH-M4: Common Technical Document (CTD)
ICH-M4 2 557

Hl EZ L BAICTDIE

BN EZ LI RIEN B Z A ERER

BHEE M ANIRIETUIERR

;é?%ﬂuz\éj%% FBHRE - DIMIEEAEHAE - FEEREIR

2

XU EEIT  F1E MR FRBLEB

\\\\Q\ \ @
C¥fDA




ICH M4: Common Technical Document

Module 2 /

/

Module 3

Quality

J

Module 1

2.1
2.2

2.6

Module 4

Nonclinical
Study Reports

Module 1
Module 2
Module 3

Module 5
Clinical
Study Reports

i 2 T EEE R
A2 (EmBm)

O /A

AnE
SRR RIS (22 1E)
iR RAlBRER S (AUE)




ICH M4: Common Technical Document

Module 1. Administrative Information and Prescribing Information

This module contain documents specific for each region specified by the relevant
regulatory authorities

Application forms
Proposed label for use in this region
Module 2. Common Technical Document Summaries
CTD Table of Contents
CTD Introduction
Quality Overall Summary
Nonclinical Overview
Clinical Overview
Nonclinical Written and Tabulated Summaries

Clinical Summary

Module 3. Quality
Module 4. Nonclinical Study Reports

Module 5. Clinical Study Reports
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fEraE e A B R
Bridging Study Evaluation, BSE

m 98F02H13HEEZF 509803033665k <
DRI N =t WM e R et Nt == k= - ] A==
am o 1 M AT B R 1A

m 98F9HIHBHEZEF 509803250565 /2 5
BEERIT=E%m - BEEMA%%m - £YHEEUEZER - BT 77 52
MR B f B R B A& E R E I A R L Y & ammlE

n AERRETEEAREIER
REZHERAENE(ES © EB)RIEMH L - B
FEE  WHEEERK S 0EH
B = PR EE M A B W AR O IE &2 2 BR IR AL BB BB W BEUM
ZxHETHE
EREE i MR BR T h - FERR Y 2 o %%ﬁﬁ%%ﬁ%ﬁ%ﬂf%%ﬁﬂ\\/
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