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GCP

Basics - refresher
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Brief History of GCP

A1964
ADeclaration of Helsinki, written by the World

Medical Association (WMA), an international

organisation representing physicians.

Blncorporated the Nuremberg code
BProvided the highest ethical standards at that time



Brief History of GCP

A1996 - International Conference on Harmonisation
(ICH), consisting of authorities of Europe, US and
Japan and experts from pharmaceutical
Industries.

ALed to an international, uniform standard to accept
the results of clinical trials, as long as they are
conducted according to the ICH-GCP guidelines.
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Brief History of GCP

A2001 7 ICH GCP evolved from an economic
Incentive to a legal requirement in Europe
ADirective 2001/20/EC

ACommonly known as 6The C
BCame into force in all European member states in May 2004

A2005 i Directive 2005/28/EC

ACommonly known as 6The G
BCame into force in all European member states in Jan 2006
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Brief History of GCP

A2014 i Regulation 536/2014

AThe Clinical Trial Regulation
BApplies from May 28th 2016 (at the earliest*)

* - dependent upon the availability of the EU Portal and EU Database

B Will be available by October 2018.(according to EMA homepage)




GCP Regulations




GCP Regulations

Regulations relating to GCP - US

A Electronic Records; Electronic Signatures (21 CFR Part 11)

A Protection of Human Subjects (Informed Consent) (21 CFR Part 50)

A Financial Disclosure by Clinical Investigators (21 CFR Part 54)

A Institutional Review Boards (21 CFR Part 56)

A Investigational New Drug Application (21 CFR Part 312)

A Foreign Clinical Trials not conducted under an IND (21 CFR Part
312.120)

AForms 1571 (Investigational New Drug Application) and 1572
(Statement of Investigator)

A Applications for FDA Approval to Market a New Drug (21 CFR Part
314)

A Bioavailability and Bioequivalence Requirements (21 CFR Part 320)

A Applications for FDA Approval of a Biologic License (21 CFR Part 601)
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GCP Regulations

Regulations relating to GCP - EU

ADirective 2001/20/EC i implementation of GCP in
conduct of clinical trials on medicinal products for
human use

ADirective 2005/28/EC i detailed guidelines for
GCP as regards IMP for human use

ADirective 2003/94/EC i principles and guidelines
of GMP In respect of medicinal products for
human use and IMP for human use

ARegulation 536/2014 (not yet applicable)



GCP Regulations

Regulations relating to GCP - RoW

Aé ééé. .



Good Clinical Practice (GCP)

ICH E6

Aprovides a unified standard for the European
Union (EU), Japan, and the United States

Afacilitates the mutual acceptance of clinical
data by the regulatory authorities in these
jurisdictions

Aapplicable to drug and biological products
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What does it mean?

A The Code of Federal Regulation is law in US and
non-compliance can in worst case be handled as a
criminal offence

A In Europe the directives and associated GCP
regulations have been (country specific) laws since
2004

A In Japan GCP is law as stated in MHW Ministerial
Ordinance No.28 (Mar.27,1997), No.106 (Jun.12,
2003), No.72 (Mar.31, 2006), No.24 (Feb.29, 2008) &
No 161 (Dec 28, 2012)
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ICH Guideline for GCP

Introduction states:

AGood clinical practice (GCP) is an international ethical and
scientific quality standard for designing, conducting,
recording, and reporting trials that involve the participation
of human subjects.

ACompliance with this standard provides public assurance
that the rights, safety, and wellbeing of trial subjects are
protected, consistent with the principles that have their
origin in the Declaration of Helsinki, and that the clinical
trial data are credible.

Aand by inference, the converse is also true!
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ICH Guideline for GCP
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Good Clinical Practice

The principles of ICH GCP



The Principles of ICH GCP

2.1

AClinical trials should be conducted in accordance
with the ethical principles that have their origin in
the Declaration of Helsinki, and that are consistent
with GCP and the applicable regulatory
requirements.



The Principles of ICH GCP

2.2

ABefore a trial is initiated, foreseeable risks and
Inconveniences should be weighed against the
anticipated benefit for the individual trial subject
and society. A trial should be initiated and
continued only If the anticipated benefits justify the
risks.
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The Principles of ICH GCP .

2.3

AThe rights, safety and well being of trial subjects
shall prevall over the interests of science and
soclety:

Blinformed Consent

BEthics Committees
BRecords of Adverse Events



The Principles of ICH GCP

2.4

AThe available nonclinical and clinical information
on an investigational product should be adequate

to support the proposed clinical trial:
Bl nvesti gator o0s Brochure
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The Principles of ICH GCP .

2.5

AClinical trials should be scientifically sound and

described in a clear, detaliled protocol:

Blnput from external medical experts
Blnput from internal medical experts and statisticians

BReviewed and accepted by regulatory authorities
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The Principles of ICH GCP

2.6

AA trial should be conducted in accordance with the
protocol that has received prior institutional review
board (IRB) / independent ethics committee (IEC)

approval / favourable opinion:
BORegul atoryd6 Green Light
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The Principles of ICH GCP

2.1
AThe medical care given to, and medical decisions
made on behalf of, subjects should always be the
responsiblility of a qualified physician or, when
appropriate, of a qualified dentist:

BPrincipal Investigator (PI)
BSub-investigator



The Principles of ICH GCP

2.8

AEach individual involved in conducting a trial
should be qualified by education, training and

experience to perform his or her respective tasks:

BMaintain:
0 Job description, CV, Training record.

BPerform:
0 Activities in which you are trained and for which you have documentation.



The Principles of ICH GCP

2.9

AFreely given informed consent should be obtained
from every subject prior to clinical trial

participation.
Blnformation should contain details concerning Data Privacy
and potential transfer of data outside EU



The Principles of ICH GCP

2.10

AAIl clinical trial information should be recorded,
handled and stored in a way that allows its

accurate reporting, interpretation and verification:
BALCOACC

0 Attributable, Legible, Contemporaneous, Original, Accurate, Complete,
Consistent

BMaintenance of Trial and Site Master Files
BArchiving
BValidation
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The Principles of ICH GCP

2.11

AThe confidentiality of records that could identify
subjects should be protected, respecting the
privacy and confidentiality rules in accordance

with the applicable regulatory requirements:

BPatient ID Numbers
‘BData protection / HIPAA
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The Principles of ICH GCP

2.12

Alnvestigational products should be manufactured,
handled and stored in accordance with applicable
good manufacturing practice (GMP). They should

be used in accordance with the approved protocol:
BOTechnical 6 Green Light
BQP release for European IMP
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The Principles of ICH GCP .

2.13

ASystems with procedures that assure the quality of
every aspect of the trial should be implemented:

BQuality Control
‘BMonitoring
BQuality Assurance / Auditing

BAnd eéé.. anything else that I

%



Good Clinical Practice

Sponsor Responsibilities
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Sponsori1 5.1.1

QA and QC

AThe Sponsor is responsible for implementing and
maintaining quality assurance and quality control
systems with written SOPs to ensure that trials are
conducted and data are generated, documented
(recorded) and reported in compliance with the
protocol, GCP and the applicable regulatory
requirement(s).

‘BFollow current versions of SOPs



OOOOOOOOOOO

Sponsor i 5.1.3

QA and QC

AQuality Control should be applied to each stage of
data handling to ensure that all data are reliable
and have been processed correctly.
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Sponsori 5.2

Contract Research Organisation

AA sponsor may transfer a
trial-related duties and functions to a CRO, but the
ultimate responsiblility for the quality and integrity
of the trial data always resides with the sponsor.

The CRO should implement quality assurance and
guality control.

AAny trial-related duty and function that is
transferred to and assumed by a CRO should be

specified in writing.



Sponsori 5.4.1

OOOOOOOOOOO

Trial Design

AThe sponsor should utilize qualified individuals
(e.g. biostatisticians, clinical pharmacologists, and
physicians) as appropriate, throughout all stages
of the trial process, from designing the protocol

and

CRFs and planning the analyses to analyzing

and

preparing interim and final clinical trial reports.
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Sponsor 1 5.5.3 .

Trial Management etc.

AWhen using electronic trial data handling and/or remote
electronic trial data systems, the sponsor should:
BEnsure and document that the system is validated
BMaintain SOPs for using these systems
‘BEnsure an audit trail is maintained
BMaintain a security system to prevent unauthorised
access

BMaintain a list of individuals who are authorised to make
data changes

BMaintain adequate backup of the data

BSafeguard the blinding.

%
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Sponsor 1 5.5.6

Trial Management etc.

AThe Sponsor, or other owners of the data, should
retain all of the sponsor-specific essential

documents pertaining to the trial.
BTrial Master File
A(8.1.) Any or all of the essential documents may

be subject to, and should be avalilable for, audit by
t he sponsord6s auditor or

regulatory authorities.
BMaintain TMF up to date at all times
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