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Basic Workshop on GCP clinical inspection
May 27-30, 2008 Bangkok

FDA inspectors = 3, APEC & 3Jd* & %3¢




Advanced Workshop on GCP clinical inspection
March 2-6, 2009 Bangkok

FDA inspectors 7 3, APEC B d™ & %+«




Good Practice in Drug Development

« GMP : Good Manufacture Practice
« GLP : Good Laboratory Practice

« GCP : Good Clinical Practice

« GSP : Good Statistical Practice

« GRP : Good Review Practice



GCP : Good Clinical Practice

» |CH-GCP
« WHO-GCP

 DOH-GCP

R R4
(REXE 5421 5 258)



Good Clinical Practice (GCP) Is.. ..

« A standard by which clinical trials are
designed , iImplemented and reported so
that there Is assurance that the data are
credible, and that the rights, integrity and
confidentiality of the subjects are
protected.

--ICH EG6






The 13 principles in ICH-GCP

1. Clinical Study Conduct

» Ethical principle in the Declaration of Helsinki
» Consistent with GCP
» Applicable regulatory requirements

2.Risk vs. Benefits

» A study should be initiated and continued only if the
anticipated benefits justify the risks

3. Subject Protection

» The rights, safety & well-being of the study subjects prevalil
over the interests of science



The 13 principles in ICH-GCP (cont)

4. Study Drug Information

» Adequate & available non-clinical & clinical information to
support the proposed study

5. Clinical Study Protocol

» Described in a clear, detailed & scientific way

6. Compliance with Clinical Study Protocol
» Prior IRB/IEC approved CSP

/. Medical decisions made by a qualified
physician/dentist



The 13 principles in ICH-GCP (cont)

8. Qualified Individuals

» By education, training & experience to perform his/her
respective tasks

9. Informed Consent

» Obtain from every study subject prior to clinical study
participation

10. Clinical Study Documents

> Be recorded, handled & stored in a way for allowing its
accurate reporting, interpretation & verification



The 13 principles in ICH-GCP (cont)

11. Confidentiality

» Respect the privacy and protect confidentiality of records

12. Handling Study Drugs

» Should be manufactured, handled & stored in accordance with
GMP

» Should be used in accordance with the approved CSP

13. Quality Procedures
» Assure the quality of every aspect of the study



Who are responsible for GCP

The responsibility for GCP is shared by all
of the parties involved, including:

— SpONsOrs

— Investigators and site staff

— contract research organizations (CRQOs)
— ethics committees

— regulatory authorities

— research subjects.
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GCP Compliance

A Shared Responsibility among 3 research partners

I
‘Gl

Investigators §

Sponsor

IRB/IEC
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Investigator Responsibilities

3P

1 Patient protection
 Study conduct
 Data handling/quality

Patient | Protocol

Paperwork




REE O FA

RELFBMRATLFTHRE & (GCPE - ix)
RE.FHRTES... 0 (GCP% - iX)

PR TR AR E AR R & R (GCPF Y = i)
FexXRFRACHLERAEMY > TERZ PPN E Iy T
2. 515 » (GCP% ¥ = %)

FEWATH %M A R HBR VAL 2L ESLAL T2
2 H AN gRpk kY 2 F @80 1 o (GCP & ¥ ~ 1%)

960518 = £ @ zEZe A 4F A THLIE 12


../../../../../Local%20Settings/share/960518試驗主持人.pdf

Jov 1y

=4

96. 6. 6% % % 5 096031763755 5
TR RHLRERER L CARERE) 2 ENRY 0T REP A E -

CHRFRAEART AN G
%%i%Aﬁ?%%ﬁ°$$%#}§£% G B R ERT © 1 &
RRIEE o ERLGTHRE KPR R EARIE A X IR S
CREREAEG TARNFAERE LY F
LSBT EREEE L 2 BT IR -
EAE T RIS R AR DO IR T 2 B g A
FRHEHT X PRI ATR AATES 7 ARE Y o e
WAL RT EE ALY PR G AT
RATRAEH S SE2 L g BHS AR L R €1 o
& % »’;,%’E‘P B~ T gEA G B 57[’531%%}]‘1 et E < F o
@z Al A AT LB B P
Hupgd Ljpd 13 L2 @FIF2 N5 o



Definition

Serious Adverse Drug
Reaction

Suspected Unexpected
Serious Adverse Reaction

SADR
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4% (AE) 272 2 F & (ADR)
# 2% (Adverse Event) cops-inons)
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Expected ?

« EXpected adverse events
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Causality assessment methods
® General design, usually two alternatives:
— Algorithmic
» Series of questions
« Answers are weighted
 Overall score defines causality category
« Example:
— Probabilistic

o Set of explicitly defined causality categories

e Example:

58



Causality Assessment: Commonality

The methods of causality assessments while different share
common factors for consideration:

« Temporal relationship

Dose relationship

De-challenge/Re-challenge

Recognized association with the product/class
Pharmacological Plausibility

Underlying ilIness/concurrent conditions
Other medications

Note: Regardless of number of factors present, the quality
of the information Is critical to the assessment >
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WHO Probability Scale

Certain ‘ Probable ‘ Possible ‘
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1. Introduction

2. Chemistry-manufacturing-control (CMC) considerations
for herbal products .

3. Non-clinical considerations for herbal products
4. Clinical considerations for herbal products

5. Ethical considerations in clinical trials with herbal
products



1. Introduction

Justification for a clinical trial of a conventional
drug involves four sets of Issues:

« chemical-manufacturing-control (CMC) issues,
* non-clinical 1ssues,

« clinical 1ssues,

« ethical Issues.



1. Introduction-cont

Two unique characteristics of herbal products
« Multi-component mixtures

« Substantial prior human use precedes their
formal investigation.



2.1 Overview of CMC evidence needed to support
clinical trials for herbal products.

— analysis of a chemical constituent that constitutes a sizable
percentage of the total ingredients, and a chemical fingerprint
of the total ingredients. The latter two analyses are surrogates
for --- contribute to efficacy.

— Variation of content from batch to batch may be an issue, and
several analytical procedures may be needed to adequately
quantify their constituents.

— levels of contaminating herbicides and pesticides as well as
toxic contaminations must particularly be addressed.

— Information on each individual plant species used must be
o0] | [T =T

— be made following the principles of GMP.




2.3 Information on the herbal product proposed
for phase 3 studies

« GMP standards are needed prior to phase 3 trials.

» In practice, this means performing generally the
same procedures as for phase 1/2 trials, but more
extensively and with more stringent oversight.




3. Non-clinical considerations for
herbal products

3.1 Introduction:

Information needed for a conventional drug non-
clinical information generally needed to support a
clinical investigation of a conventional drug
consists of data on efficacy, toxicity, and
pharmacokinetics.




3.2.1 Efficacy

It Is recommended that the appropriate literature
sources be searched for all available evidence on
efficacy. Examples of such sources are medical and
scientific journals, pharmacopeia, and articles on
traditional medicines.

Only iIf there are obvious gaps in the information or
the total amount of data is insubstantial should it be
necessary to perform new efficacy experiments.




3.2.2 Toxicity

« Similarities between the new and old preparations,
In terms of product characteristics, and usages In
clinical settings.

 scale and exposure (dosage/duration) of the
proposed new clinical studies.

« frequency and severity of any known toxicity.




3.2.3 Pharmacokinetics

 |tis technically difficult to work In this area as
often the APIs are unknown and there are likely to
be a large number present.

* Non-clinical pharmacokinetics is not absolutely
required.




4. Clinical considerations for
herbal products

» Good Clinical Practice should be applied in all
stages of clinical trials to ensure that quality and
ethical requirements for clinical studies are met.

It is expected that a traditional practitioner
familiar with the product proposed for
Investigation be an integral member of the
protocol development team, where those
traditional practitioners exist.

 For all clinical trials, biostatisticians should be
consulted to ensure that the sample size is
sufficient to satisfy the primary
endpoint/objective.




4.1.1. Important note on phase 1,
phase 2, and phase 3 trials

« Phase 1 studies in normal volunteers are generally
unnecessary for herbal traditional medicines.

« Care should be taken that phase 3 trials are not
undertaken prematurely, but are instituted only after
dose-ranging phase 2 data are available.

« Use of a suboptimal dose that Is safe but ineffective
does not serve the needs of the community.




4.2 Examples of safety parameter

Organ system Safety parameter

MNeurological: lack of neurclogic symptoms

Skin: clinical evidence of lack
of allergic reactions

Musculoskeletel: lack of arthritis or myalgias, normal values
of CPK

Gaslrointestinal: clinical evidence of tolerability

Liver: normal values of SGOT or SGPT, alkaline
phosphatase. total bilirubin,

Kidnev: normal values of BUN or creatinine

Endocrine svstem normal values of albumin or total protein, uric
and metabolism: acid, glucose, cholesterol, amvlase or lipase,
sodivm/potassium, calcium

Cardiovascular: normal EKG and blood pressure

Haematopoietic: normal values of complete blood count

Additionally: more intensive investigation of any organ
system likely to be particularly effected by
the product




4.3. Information needed to support
phase 3 trials

» Preliminary efficacy data from phase 2 trials.

» Evidence from dose-ranging trials that the chosen
dosing regimen is likely to be the optimum
regimen with respect to safety and efficacy.



