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/ Concept of GCP \

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

Designing
Concducting
Recoreling
Reporing

\ 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 pr ol

\_ /




4 A

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 Tnal

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




Basic Research Applied Research -

« Obtain a better understanding : Charfacterize the vacci.ne :
ofadiceaceior conditon candidates by measuring immune

. - e response to antigen
* Requires discoveries in ; : :
epidemioloqy, microbiology » Decide how to produce antigen in

and immunology large quantities '
« Discover which part of the + Determine best method for delivery \¢

microbe, or antigens, would
make a promising vaccine

( (

Pre-clinical Development- Clinical Trials =
+ Validate vaccine candidate in animal 7 * Phase |: Safe dose range and side %@Q
models » Phase II: Effectiveness of t e &
» Produce antigen at a commercial scale clinical tjal
following Current Good Manufacturing ; 5 Phase ||| W@% vaccine in large
Process :; s against standard of care
e Develop manUfaCturing facility Regu|atory Approval \

. Phase IV: Post—approval testing of long-term safety
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Phase | Clinical Trials Phase Il Clinical Trials

First in Humans Testing First in Patients Testing
» Tested in a small number of healthy » Efficacy and safety in target population
volunteers (>100) » Can include study of dose range and
« Evaluate safety and side effects |:> variation of composition if multi-
» Early evidence of effectiveness and component vaccine
immune response « Establish clinical performance of the
vaccine

+ Expand the safety database

§

Phase |ll Clinical Trial§*~--- Phase Ill Clinical Trials

The study vaccine is given to large groups lead to
of people (20,000 to 70,000) to:
+ Gather extended safety and RegU|atOFy Approval

tolerability data in subjects |:>

» Collect efficacy data along with health
economics information

» Demonstrate consistency of
manufacturing process



CONCEPT OF GOOD CLINICAL' PRACTICE

@  World Medical Association
Declaration of Helsinki (1964)

2 WHO Guidelines for GCP for

trials on pharmaceutical products(1995)

@ |CH Guidelines for GCP (1996)

(International Conference on harmonisation of Technical
k Requirements for Registration of Pharmaceuticals for Human (se /
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History

0 1948 Nuremburg Code

Voluntary & Informed Consent
Favorable Risk/Benefit Analysis

Right to withdraw without
penalty

/
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History

™

\_

o 1964 Declaration of Helsinki

Builds on Nuremburg Code

Interests of subjects be given
higher priority than those of society

Every research subject should
recelive the best known treatment
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Hel

\_

DECLARATION OF HELSINKI

™

Recommendations guiding physicians in

biomedical research involving human subjects

Adopted in 1964 (Helsinki)

Amended in 1975, 1983, 1989, 1996, 2000

/




/ WHO Guidelines for GCP

™

Protection of subjects
p Independent Ethics Committee

P Informed consent

P Confidentiality

\_




/ICH - Guidelines for GCP \

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

kto regulatory authorities /




6 sponsors : for.each region

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




/Dimensions of GCP \

General Frameworks
WHO GCP
ICH GCP

Regional/Applied Frameworks
EU GCP
US CFR

National/Applied GCP
Guidelines

India, China, Russia,
Singapore, Malaysia,
Q]donesia, South America,
South Africa, Turkey




/GCP: Basic Principles \

1. Protection of Rights, safety and welbeing of trial subjects
2. Credible trial data

'Respect for Person
Beneficence
Justice'

The clinical trial subject's protection is safeguarded throughrisk/benefit
assessmerhased on the results of prelinical studies prior to any

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

Conduct in accordance with:

X' Ethical Principles
X Declaration of Helsinki

X' Good Clinical Practices
X' Regulatory requirements




/Before Initiation of aTrial \

L Inconvenience/ M Risk
\ Benefit for trial subject & Society /
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Guidelines

1. The potential risks to participants
- Identified
- minimized

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

K outweighthe 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 iInconvenience

IS justifiable in relation to the value of
Information sought

+ To determine a balance between personal

risk borne by participant and potential
societal benefit

]

\ . I ical di -/




Importance of Risk-Benefit Assessments

Clinical research develops generalisable
knowledgethat 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/




[ N

our Categories of Risk

Physicalrisks Socialrisks
Bodily harm Employment or social

simpleinconvenience  discrimination

Psychologicalrisks = Economicrisks

Emotional suffering Financial costsrelated

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 Economic benefits

Improvement of disease Financial benefits related
to research participation?

Psychological benefits  Benefit to science/society

Comfort from suffering Generalizable knowledge
Feeling of helping effective interventions in the
others in the future? future

change in practice standards®

K morbidity/mortality) /




/Which 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 ?




/Magnitude of Risks and Benefits \

Magnitude of potential harm and potential
benefits

Organ dysfunction versusslight discomfort
Cure versustumor shrinkage

Duration of potential harm and potential
benefits

onetime harm versuslong-term level of harm
Indirect from chemotherapy(acuteinfection

k versuschronic fatigue) /




Initiate & continue a Trial

kOnIy If anticipated benefit justify RISK /




Supporting Information

Adequate norClinical and
Clinical Information

: ]

Support Proposed Clinical Trial

\_ /
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Protection of Trial Subjects

™

\_

A Scientifically Sound

A Presentiin a.clear& detailed protocol

A Conduct in compliance with IEC/IRB

approval protocol

/




/Protection of Trial Subjects \

AMedical Care & decision
=> Qualified Physician

AEach individual involved
=> Qualified by Education,

Training & Experience

\_ /




/Protection of Trial Subjects

™

The rights, Safety & Well-being
Must always...

Prevalil over the interest
of Science & Society

\_




/Protection of Trial Subjects

Adequately Informed:

Aims
Methods
Anticipated benefit

K Potential Hazards




/Protection of Trial Subjects \

Informed Consent
OFreelwy gi ve




Protection of Trial Subjects

AConfidentiality of Record
that could identify Subject

=> Should be Protected

Kespesing the privaay




