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[ Concept of GCP \

Good Clinical Practice (GCP) is an international
ethical and scienfific quality standard

Designing
Conduecting
Recorelng

Reporting

\ Trials that involve participation of human subjects /
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Concept of GCP

To provide assurance that the
data and reported results are
credible and accurate, and
that the rights, integrity and
confidentiality of trial
subjects are protected’
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Good Clinical Practice (GCP)

A standard for the design, conduct,
performance, monitoring, auditing, recording,
analyses, and reporting of clinical trials that
provides assurance that

the Data and Reported Results are Credible, and
Accurate, and that = Quality Data

the Rights, Integrity, and Confidentiality of Trial
Subjects are Protected- Ethics

\ Quality Data + Ethics = GCPs /
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Clinical Trial

Any investigation in human subjects intended

to discover or verify the clinical, pharmacological
and/or pharmacodynamic effects of an
investigational product

to identify any adverse reactions to an
investigational product

to study absorption, distribution, metabolism and
excretion of an investigational product with the
object of ascertaining its safety and/or efficacy

develop generalizable knowledge to improve health
and/or increase understanding of human biology




/Clinical Trials: Application of the Scientific \
Method to Medicine and Public Health

Construct hypothesis

Design experiment

Perform experiment

Record and analyze results

Draw and Publish

Conclusions

\ Improve health /
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Types of clinical trial

It can be a phase |, Il or lll trial

It can be randomized or not

It can be blinded or not

It can involve a placebo or not
And it can be a pilot study or not

\_




Phase |

15-30 people
Determines
®*what dose is safe
® How the treatment should given

® How the treatment affects the body
® safety

/
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Phase 1

Less than 100 people

Determines

®* Whether the treatment does what
it is supposed to

®* How the treatment affects the
body

® If the drug or intervention has an
effect on the cancer

® Does not compare with other
freatments
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Phase 1l

\_

From 100 to thousands of people

Equal chance to be assigned to one
of two or more groups

Determines

® How the new treatment compares with
the current standard

®* Or how it compares with placebo

/
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Phase IV

From hundreds to thousands of people

Usually takes place after drug is approved
to provide additional information on the
drug’s risks, benefits and optimal use

Hh 14 ’_‘_:'.:-."T;_i ] e
|, A




(1

ypes of Clinical Trials

Treatment trials
Prevention trials

Early-detection trials/screening
trials
Diagnostic trials

Quality-of-life studies/supportive
care studies

\ Genetic trials

/
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CONCEPT OF GOOD CLINICAL PRACTICE

@  World Medical Association
Declaration of Helsinki (1964)

¥ WHO Guidelines for GCP for

trials on pharmaceutical products (1995)

¥ ICH Guidelines for GCP (1996)

(International Conference on harmonisation of Technical

K Requirements for Registration of Pharmaceuticals for Human Use) /
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History

o0 1948 Nuremburg Code

Voluntary & Informed Consent
Favorable Risk/Benefit Analysis

Right to withdraw without
penalty

/
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History

~

\_

o0 1964 Declaration of Helsinki

Builds on Nuremburg Code

Interests of subjects be given
higher priority than those of society

Every research subject should
receive the best known treatment




é, DECLARATION OF HELSINKI \

S

Hel

Recommendations guiding physicians in
biomedical research involving human subjects

Adopted in 1964 (Helsinki)

Amended in 1975, 1983, 1989, 1996, 2000

\_ /




K WHO Guidelines for GCP (1995) \

Protection of subjects

v Independent Ethics Committee

v" Informed consent

v" Confidentiality

\_ _/




nCH - Guidelines for GCP (1996) \

Recommendations on the best way to
harmonise drug registration requirements

Global Dossier =)  Mutual recognition

The guideline should be followed when generating
clinical trial data that are intended to be submitted

\to regulatory authorities /




*Organization

6 sponsors : for each region

Health Authorities and Pharmaceutical Companies
K + WHO, Canada, Nordic group, Australia /




fDimensions of GCP \

General Frameworks
WHO GCP
ICH GCP

Regional/Applied Frameworks
EU GCP
US CFR

National/Applied GCP
Guidelines

Bangladesh, India, China,

Russia, Singapore, Malaysia,

Indonesia, South America,
outh Africa, Turke




éCP: Basic Principles \

1. Protection of Rights, safety and well-being of trial subjects
2. Credible trial data

'‘Respect for Person
Beneficence
Justice'

The clinical trial subject's protection is safeguarded through risk/benefit
assessment based on the results of pre-clinical studies prior to any

clinical trial, reviewed by Ethics committee and regulatory authority./
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Clinical Trial

Conduct in accordance with:

vl Ethical Principles
V] Declaration of Helsinki

vl Good Clinical Practices
vl Regulatory requirements




/Before initiation of aTrial

@ Inconvenience I é& Risk
\ Benefit for trial subject & Society
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Guidelines

1. The potential risks to participants
- identified

- minimized

2. The potential benefits to participants
and society are proportionate to or

K outweigh the risks /
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Risk/benefit analysis

¢ To assess the probabilities/magnitude of
possible harm and anticipated benefits

¢ To assess whether the risk or inconvenience
is justifiable in relation to the value of
information sought

¢ To determine a balance between personal
risk borne by participant and potential
societal benefit




Importance of Risk-Benefit Assessments

Clinical research develops generalizable
knowledge that improves health & increases
understanding of disease.

Risk-Benefit assessment is to minimize
possibility of exploitation by ensuring

that the ratio is appropriate
sufficient value of the research

K research not too unfavorable to individual /
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our Categories of Risk

~
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Physical risks Social risks
Bodily harm Employment or social
simple inconvenience discrimination

Psychological risks © Economic risks

Emotional suffering Financial costs related
Breach of to participation
confidentiality

/
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enefit

¢ A benefit refers to any sort of favorable
outcome of the research to society or to
the individual

¢ In practice, 'benefit' often stands for the
combined probabilities and magnitudes
of several possible favorable outcomes

\_ /
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Potential Benefits

~

Physical benefits

Improvement of disease

Psychological benefits
Comfort from suffering

Feeling of helping
others in the future?

\_

Economic benefits

Financial benefits related
to research participation?

Benefit to science/society

Generalizable knowledge

effective interventions in the
future

change in practice standards (¥

morbidity/mortality) /




fWhich Benefits Should Count?

~

Directly from the research intervention
itself?

Not from the research intervention, but
from the research infrastructure in
general?

Whether indirect benefits should count
K when assessing benefits ?




f Magnitude of Risks and Benefits \

Magnitude of potential harm and potential
benefits

Organ dysfunction versus slight discomfort
Cure versus tumor shrinkage

Duration of potential harm and potential
benefits

one time harm versus long-term level of harm
indirect from chemotherapy (acute infection

K versus chronic fatigue) /




Initiate & continue a Trial

KOnly if anticipated benefit justity RISK/




Supporting Information

Adequate non-Clinical and
Clinical Information

: ]

Support Proposed Clinical Trial

\_ /
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Protection of Trial Subjects

* Scientifically Sound

* Present in a clear & detailed protocol

 Conduct in compliance with IEC/IRB
approval protocol

\_ /
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rotection of Trial Subjects

e Medical Care & decision
=> Qualified Physician

e Each individual involved
=> Qualified by Education,

Training & Experience

\_ /




Grotection of Trial Subjects

The rights, Safety & Well-being

Must always...

Prevail over the interest
of Science & Society

\_
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rotection of Trial Subjects

Adequately Informed:

Aims
Methods
Anticipated benefit

K Potential Hazards




/Protection of Trial Subjects

Informed Consent
“Freely given”




Protection of Trial Subjects

* Confidentiality of Record
that could identify Subject

=> Should be Protected

* Respecting the privacy

\_




/Quality of Data

Trial Information Recorded
Handled
Stored

Allows its accurate reporting
interpretation & verification

\_




ﬁ)uality of Data \

- Handled

Product - manufactured
} GMP
- stored

Use in accordance with Protocol

\_ /




fQuality of Data \

Implement systems

1 ]

Assure the quality of
every aspects of the trial

\_ /




/ Clinical Development \

Manager = Clinical Coordinator

[k

Clinical Monitor

Investigator ~
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Manual of Procedures

Standardized procedures

Clearly written, detailed
instructions

Timely updates and
clarifications

Accessibility is essential

\_ /
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Standard Operating Procedures

“Detailed written instructions to
achieve uniformity of the
performance of a specific function”

Aim Is to ensure high quality data

Relevant to all aspects of a clinical
trial

\_ /




e ICH GCP I

1.38 Monitoring (pefinition)

The act of overseeing the progress of
a clinical trial, and of ensuring that it
is conducted, recorded, and
reported in accordance with
the protocol,

Standard Operating Procedures
(SOPs), Good Clinical Practice (GCP),
and the applicable regulatory

\ requirement (S) - -/
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Monitoring of Trials

~

goal.

Monitoring assures, and the clinical
monitor ensures that good clinical
practices prevails in the clinical
investigation of a trial/study and that
all activities are aimed towards that

/
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Basic documents in a clinical trial

==> . Trial protocol — basis of the trial

Investigator’s brochure — science behind
the trial

Case report form — meat of the trial

==> . Patient information sheet — basis upon
which the decision is made to join the trial

== - [nformed consent form — basis of the
human subject participation in the trial

\_ /
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Contents of an ICH-GCP compliant protocol

1. General information

Background information

Trial objectives and purpose

Trial design

Selection and withdrawal of subjects
Treatment of subjects

Assessment of efficacy

Ks. Assessment of safety /
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/Archiving \

Essential documents NOT used in a
regulatory submission must be retained
for at least FIVE years after the end of the
trial

Destruction of essential documents and a
record of the destruction must also be
retained for a further FIVE years

Local R&D offices may also impose a

\ retention period /




/GCP principles summary \

Rights, safety & well being of
subjects prevail over interests of

science and society

Individuals involved in trial
should be qualified by education,
training and experience to
\ perform his/her tasks /
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GCP principles summary

Trials shall be scientifically
sound and guided by ethical
principles in all their aspects

Necessary procedures to secure
the quality of every aspect of the
trial shall be complied with

\_ /
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CP principles summary

Available non-clinical and clinical
information on an IMP shall be
adequate to support the trial

Conducted according to Helsinki
Declaration (1996)

Protocol shall provide inclusion
and exclusion criteria, monitoring

\ and publication policy /
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GCP principles summary

Investigator/sponsor shall
consider all relevant guidance

Information recorded, handled and
stored to allow accurate reporting,
interpretation and verification and

confidentiality of subjects’ records
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Conclusion

~

Quality 1s never an accident.

It is always the result of
intelligent effort.







