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Safety Pharmacology Studies in Korea

Young-Ok Kim, Ph.D.

Deputy-Director, Chemistry and Cardiovascular Drug Team,
Drug Evaluation Department Pharmaceutical Headquarter
Korea Food & Drug Administration

The Korea Food & Drug Administration (KFDA) has been reorganized on September 30,
2005 to maximize it's specialty and efficiency. We, Pharmaceutical Headquarter, one of the
six Headquarters in KFDA, review IND and NDA documents for approval of manufactured
or imported drugs. Recently, we notified the revised draft of "Regulation for review of
safety and efficacy of drugs". In the revised draft, the safety pharmacology study is
added in the animal pharmacology, although we have reviewed the safety pharmacology
data before the notification of revised draft of regulation. Until now, we reviewed the
safety pharmacology data according to the ICH guidelines because we don't have our own
guidelines. So, In 2003, the National Institute of Toxicological Research (NITR) have
started study to establish the draft of the guidelines on safety pharmacology and it will be
notified after a while. We will issue the certificate to the GLP facilities for safety
pharmacology study item, after revising of the "Regulation for review of safety and
efficacy of drugs" and " KFDA GLP guidelines" and enacting the "Guidelines on safety
pharmacology".
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Korea Food & Drug Administration

Young-Ok Kim

1. Organization & Review Process

2. Current Status

3. ideline on Safety f Studies
4. Review on the Data of Safety Pharmacology Studies

5. Future Plans
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1AB Process :
Parallel review with KFOA process

- Protocal, ICF
JB.CRECY,

1. Organization & Review Process

2. Current Status
3. Guideline on Safely Pharmacology Studies
4. Review on the Data of Safety Pharmacology Studies

5. Future Plans

« Regulations

« 1997.7.11: on Ph:

logy Studies
{Korea Food and Drug Safety Headquarter Notification 1997-2)
« 1998, 5. 29 : Guldeline on General Pharmacology Studies

{KFDA Notofication 1998-2)

* Draft of Guideline
« 2003~2004 : Study on Safety Pharmacology Studies
(NITR)

- 2004 : Guid: logy Studies

on Safety Ph

* Now : Review

« Nothing is about Safety Pharmacology Studles in the
regulations for IND /NDA

« ICH guideline (S7A)

1. Organization & Review Process

2. Cument Status

3. Guideline on Safety
Pharmacology Studies
4. Review on the Data of Safety Pharmacology Studies

5. Future Plans
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Safety Pharmacology

Non-Clinical study
Dose : More than therapeutic dose levels
: Potentlal ble P

GLP
Test systems

Contents : 15 Articles

- Duration of Studles

- Objectives

- Definition - Test Substance

- Scope - Safety Pharmacology Core Battery
- General Principle - Follow-up & Supplemental Safety
- Subject of Evaluation Pharmacology Studies

- [o - p

- Tost System - Timing

- Dose Levals - Application of GLP

Objective of Guideline

. R of the Phar ical Affalrs Act
Article 27

= P ing trial subj & p from drug
reaction

= Protecting too much using of Anlmals & Resources
» General Principle, Test Method, etc. (Confidence)
+ Safety

of P [4

Definition

Safety pharmacology studies are defined as those studies that

I the ) 4, bl h o .

p y

effcets of a on phy in relation to

exposure in the therapeutic range and above.

Scope of Guideline

1. New Chemical Entities

derived
2. [

for human use

3. Marked pharmaceuticals
+ Adverse clinical events

» New Patient population or New Route of Administration

General Principle

1. Rational Methods

» Interr recognized

« Scientifically valid methods
2. Safety Pharmacology Studies, Design

+ Properties of test substances, Intended Use
3. New technl &

4, Others

: Scientific

» Toxicology, Kinetic, Clinical studies
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Objective of Safety Pharmacology Studies General Cosiderations in Selection & Design

1. To identify undesirable rmacodynamic  properties of a
ity pa w 1. Effects related to the vary deponding on the specific properties of sach test

sub: that may have rel toiit's human safety substance{mechanism of action may suggest specific adverse offocts)

2. To evaluate adverse phammacodynamic and/or pathophysiological . 2. Advarse offacts assoclated with members of the chemical or therapoutic class
effects of a substance observed in toxicology and/or dlinical 3. Ligand binding or enzyme assay data suggesting a potential for adversa effects.
studies 4. Results from safety studies,

. . B B studies, toxicity studies, o from hurman use
3. To investigate the mechanism of the adverse pharmacodynamic

effects observed and/or suspected = imore

Guidsling { KFDA

Test Systems

[Exvlm Isclated organs, Tissues, Cell cultures, Cellular fragments, Receptors ]

- of Model, Profiks
" Subcellular organeils, lon Channels, Transporters, Enzymes
~ Species, strain, gender, age of the experimental animals,
- of test systems. 3 N N
- Background data on the substance In vitro Supportive studies

- Data trom vitro

- Profile of the activity of the substance

- tnvestigating the mechanism of effects observed In vivo

in vivo L i i i of di or pain)

«Tolometry ete.

Test Systems Duration of Studies
= Sample size :
- Blologically significant effects * Single dose toxicity

« Size of the biological effects = Rational duration

* Control Group : Negative & Positive control « Pharmacodynamic effects (after certain duration of treatment)

+* Well characterized In vivo test system : Positive control(X}

« Pharmacodynamic effects {only repeated dose toxicity)
. of controls :

= Route of Administration : expected clinical route, more than one route + Safety Pharmacological effect

= Dose levels : D« & duration of highest
tested dose, limit dose

- 128 -



R PR R Y N LT LT L L LT PRRRRY N T L ¥ L IX Y72 7]

Test Substance

1. Parent compound, Major metabolites

a. Major metabolites : parent compound
b. of of

. Active metabofites.

4 Metabolites(invitro} .

2. Isomers

Individual isomers{in vitro or in vivo tesy)

3. Finished Products ]

¥ h alter the PK.

Safety Pharmacology Studies

Safety Phammacology Core Battery
< to investigate the effects of the test substance on vital function

1 to provide a greate depth of understanding than that provided by the core

Follow up Study for Safety Pharamcology Core Battery
battery o vital function

Safety Phar gy Studies
: to gvaluate potential ndvarse offects on organ system functions.

Exemption

1. Local Appiled Agents :

Pharmacologlcal Cheactarization,

Low Systamic sxposure or distribution (Dermal, Occular)
2. Cytotoxic Agents :

of end. pationts of New

3. Biotochnolgy-Derived Products : Specific recptor

Sufficiont evaluation of taxicity or

(if novel therapoutic class and/or not spacificity of raceptor)
4. New Salt : New Sait having similar PK and PD

Timing

» Safety Pharmacology Core Battery :
+ Prior to First Administration in Human
« Adequate Follow-up Study & Supplemental Study
« Toxicity of Safoty
* Follow-up Study :
+ During Clinical Development
~To clarify adverse effects In animals & humans
<+ Safety Pharmacology Studies :
« Bafore Approval
« Adequate reason if not necessary

Application of GLP

* GLP Compliance
+ Safety Pharmacology Studies(USA, Japane, EU)
- Safety Pharmacology Core Battery
« Safety Pharmacology Studies(Toxicity)

* Follow-up & Safety P Studies
= GLP Non-compliance
. of GLP Ci of test system)
: to ensure the by the reason

+ Primary & Secondary Pharmacodynamic Study
{Influence on evaluation of adverse drug reaction:GLP Compliance)

1. Organization & Review Process

2. Current Status

3. Guideline on Safety Pharmacology Studies

4. Review on the Data of Safety
Pharmacology Studies

5. Future Plans
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2.6.2.4 Safety Pharmacology

In some cases, secondary pharmacodynamic studies can contri
bute to the safety evaluation when they predict or assess potent
al adverse effect(s) in humans. In such cases, these secondary
pharmacodynamic studies should be considered along with safe
ty phamacology studies.

The T =T

28.3 Pharmmacology

2.6.3.1 Pharmacology: Overview
26.32 Primary Pharmacodynamics
2.6.3.3 Secondary Pharmacodynamics
2.6.3.4 Safety Pharmacology

2635 P brug

2.6.3.1 Pharmacology

Overview

Test
System

Test Article:

Testing
Facilty

Method of
Administration

Location
Vol. Section

Study
Number

Type of Study

Primary
Pharmacodynamics

Secondary

Safaty

Phasmacodynamics
Drug Interactions

2.6.3.4 Safety Pharmacology

Test Article -
Organ  Species/ Methodof Doses Gender  Noteworthy GLP Study
Systems  Strain Admin. {mg’g) andNo. Findings Number
Evaluated Per Group

HUAAAMBIRE AN

AngR suaz | 2@ | azad

yrein aus 2 RI%
FoupAa Mnx SY-RESEE

TeJUNROIRE TB-4R

F822A% a0x BY-F50 1Y

gouIAROuE Fu-38

Fou2AR OINE BU-$T
2L NG ity HH-NE
ARIINA AR DY

amona w3

20006 B 9y

AfURE B2z 3y
R NS IY
Noa o 28

- 130 -

1. Organization & Review Process
2. Curent Status
3 ideli

on Safety f Studies

4. Review on the Data of Safety Pharmacology Studies

5.Future Plans




sveses 2005_;‘_74/9_';{;54/3,

1. 2005 : Revising the regulations

(G {ine on Safety Ph: gy Studles)

= Regulation for Review of Safety & Efficacy of Drugs
*  GLP Guideline
»  Regulation for clinical study approval

2. 2006 : To certify the test facllities

Revision of GLP Guideline
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Revision of GLP Guideline
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Regulation for Review of Safety & Efficacy of Drugs
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Regulation for Review of Safety & Efficacy of Drugs
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Safety

in Korea
Regulation for clinical study approval
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Thank You
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