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Introduction to ICH-GCP E6(R2) and ISO 14155 (medical devices)
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Good Clinical Practice
Part 1. Introduction to ICH-GCP
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cal aspects of drug registration

Extrapolation of ICH-GCP
Application of ICH-GCP guideline is possible
to other clinical investigations that may have
an impact on the safety and (physical and
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* Survey results (2012)
(The Netherlands)

= Organiser survery:
Medisch Contact
Magazine for Dutch
MD’s

= 800 participants |
(general practicioners,
medical specialists)
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Rl Protect * Claims of experiences -
= 15 % scientific results were made-up
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* ICH-GCP should be modernised to enab
implentation of innovative approaches to
clinical trial design, management, oversight,
conduct, documentation, and reporting
that will better ensure human subject
protection and data quality

* Facilitation of broad and consistent
international implementation of new
methodologies
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Good Clinical Practice

Part 2. Thirteen principles of ICH-GCP
12

12



Universiteit Antwerpen
l} I Faculteit Geneeskunde en
Gezondheidswetenschappen

13

Universiteit Antwerpen
G I Faculteit Geneeskunde en
Gezondheidswetenschappen

14

12/05/2021

clinical practice

1), estimation of risks involved in clinical research
ent rights (principle 3), review by an IRB/IEC (principle
e 9), assurance of confidentiality (principle 11)

ific aspects

ation (principle 4), described in a study protocol (principle
alified physician (principle 7), performed by educated staff

jality management

ch data (principle 10), GMP manufacturing of investigational
, implementation of a quality management system (principle
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oreseeable risks and incon-

gainst the anticipated benefit for the
iety (a clinical trial should be initiated
icipated benefits justify the risks)
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decisions made on behalf of,
sibility of a qualified physician
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recorded, handled, and stored
orting, interpretation and
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ordance with the approved
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Good Clinical Practice

Part 3. How to obtain an informed consent?
27
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of the subject to both understand the
a reasonable judgment based on the
is/her decision

he researcher to supply the subject with
y to make an autonomous decision, the

e that subjects have adequate comprehen-
provided: written in lay language suited for
s of subject population, as well as during the
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vjected to external pressure such
ulation, or undue influence.
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Good Clinical Practice
Part 4. Quality management of clinical research
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Quality assurance versus quality control

* Quality assurance (QA)

* All those planned and systematic actions that are established to ensure that
the trial is performed and the data are generated, documented, and reported
in compliance with
Good Clinical Practice (ICH-GCP) and the applicable regulatory requirement(s)

* Quality control (QC)

* The operational techniques and activities undertaken within the quality
assurance system to verify that the requirements for quality of the trial-
related activities have been fulfilled

31
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Monitoring of clinical research
* Monitoring
* 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 (ICH-GCP), and the
applicable regulatory requirement(s)
* Monitoring report
» A written report from the monitor to the sponsor after each site visit and/or
other trial-related communication according to the sponsor’s SOPs
* Monitoring plan
* A description of the methods, responsibilities and requirements
32
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Auditing of clinical research

* Audit

* A systematic and independent examination of the trial-related activities and
documents to determine whether the evaluated trial-related activities were
conducted, and the data were recorded, analyzed and accurately reported
according to the protocol, sponsor’s standard operating procedures (SOPs),
Good Clinical Practice (ICH-GCP), and the applicable regulatory
requirement(s)

* Audit report
* A written evaluation by the sponsor’s auditor of the results of the audit

* Audit certificate
* A declaration of conformity by the auditor that an audit has taken place

33
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Validation of computerized systems

* A process of establishing and documenting that the specified
requirements of a computerized system can be consistently fulfilled.
Validation should ensure accuracy, reliability and consistent intended
performance, from design until demissioning of the system or
transition to a new system

* Data management plan
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Good Clinical Practice

Part 5. Responsibilities of the Sponsor
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the sponsor

v control

a handling and record keeping
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the sponsor
vestigators
egulatory authority (authorities)
IRB/IEC
tional product(s)
sing, labelling and coding investigational
g investigational product(s)
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sponsor

spension of a trial
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Good Clinical Practice

Part 6. Responsibilities of the
(Principal) Investigator 40

40
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onduct of the clinical trial at a trial site; if a trial
dividuals at a trial site, the investigator is the
eam and may be called the principal investigator

ar of the clinical trial team designated and supervised
a trial site to perform critical trial-related procedures
yrtant trial-related decisions (e.g. associates, residents,

41
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and his/her team
) assign co-Pl’s 11!
Coordinator / Study Nurse
/ Imaging Department / ...
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Adequate resources

* |Investigator is responsible for supervising any individual or party to
whom the investigator delegates study tasks conducted at the clinical
trial site

* If the investigator/institution retains the services of any party to
perform study tasks they should ensure this party is qualified to
perform those study tasks and should implement procedures to
ensure the integrity of the study tasks performed and any data
generated

45
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Records and reports

* |[nvestigator should maintain adequate and accurate source
documents and trial records that include all pertinent observations
on each of the site’s trial subjects

*» Source data should be attributable, legible, contemporaneous,
original, accurate and complete

* Changes to source data should be traceable

* Changes to source data should not obscure the original entry and
should be explained if necessary
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ource documents

cords and certified copies of original records of
ns, or other activities in a clinical trial necessary

d evaluation of the trial. Source data are contained
ginal records or certified copies)

data, and records (e.g. hospital records, clinical and

ory notes, memoranda, subjects’ diaries or evaluation

y dispensing records, recorded data from automated

or transcriptions certified after verification as being
crofiches, photographic negatives, microfilm or magnetic
ect files, and records kept at the pharmacy, at the
medico-technical departments involved in the clinical trial)
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Good Clinical Practice

Part 7. Essential documents within Trial Master
File (TMF) and Investigator Site File (ISF) 48
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of documents before start

Location of documents before start of a clinical trial ISF (Investigator) TMF (Sponsor)

Investigator’s brochure X X
Signed protocol and amendments (if any) X X
Sample case report forms (CRF) X X
Informed consent form X X
Advertisement for subject recruitment X

Financial aspects of the clinical trial X X
Insurance statement X X
Signed agreement between investigator/institute and sponsor/CRO X X
Signed agreement between sponsor and CRO X

Signed agreement between investigator/institute and authority(-ies) X X

(MsSc, PhD)
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of documents before start

Location of documents before start of a clinical trial ISF (Investigator) TMF (Sponsor)

Dated, documented IRB/IEC approval/favourable opinion X X
IRB/IEC composition X X
Regulatory authority(-ies) authorisation X X
Regulatory authority(-ies) approval X X
Regulatory authority(-ies) protocol notification X X
Curriculum vitae of (sub)investigators X X
Technical procedures X X
Sample of investigational product(s) labelling X
Instructions for handling of investigational product(s) X X

Shipping records for investigational product(s) X X
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ocuments before start

Location of documents before start of a clinical trial ISF (Investigator) TMF (Sponsor)

Certificate(s) of analysis of investigational product(s) X
Decoding procedures for blinded trials X X
Master randomisation list X
Pre-trial monitoring report X

Universiteit Antwerpen Universiteit
& I Faculteit Geneeskunde en m

Trial initiation monitoring report X X
51
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ments during conduct
Location of documents during conduct of a clinical trial

Investigator’s brochure (updates) X X
Revised documents X X
Dated, documented IRB/IEC approval/favourable opinion X X
Regulatory authority(-ies) authorisation X X
Regulatory authority(-ies) approval X X
Regulatory authoirty(-ies) protocol notification X X
Curriculum vitae of (sub)investigators X X
Update of technical procedures X X
Documentation of investigational product(s) X X

Monitoring visit reports of clinical site X X

52
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uments during conduct

Signed informed consent forms X
Source documents X
Signed, dated and completed case report forms (CRF) X X
Documentation of CRF corrections X X
Notification of serious adverse events X X
Notification of serious adverse event reporting X X
Notification by sponsor to investigators of safety info X X
Interim or annual reports to IRB/IEC and authority X X
Subject screening log X

Subject identification log
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uments during conduct
Location of documents during conduct of a clinical trial

Subject enrolment log X
Investigational product(s) accountability at the site X X
Signature sheet X X

Record of retained body fluids or tissue samples (if any) X X
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ts after completion

Location of documents after completion of a clinical trial ISF (Investigator) TMF (Sponsor)

Investigational product(s) accountability at site X X
Documentation of investigational product description X X
Completed subject identification code list X

Audit certificate of clinical site (if available) X X
Final trial close-out monitoring report of clinical site X X
Treatment allocation and decoding documentation X
Final report by investigator to IRB/IEC and to authority(-ies) X

Clinical study report
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Good Clinical Practice

Part 8. ISO 14155 (update 2020) — Clinical
investigation of medical devices for human subjects 56

56

28



12/05/2021

Universiteit Antwerpen UIMI"IMI
l} IFacuIteit@eneeskundeen m
Gezondheidswetenschappen

ent, machine, appliance, implant, reagent for

3l or other similar or related article, intended by
d, alone or in combination, for human beings, for
purpose(s) of:

itoring, treatment or alleviation of disease;

2atment, alleviation of or compensation for an injury;

2nt, modification, or support of the anatomy or of a physiological

g life;

al devices;
by means of in vitro examination of specimens derived from the
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ended action by pharmacological,
eans, in or on the human body, but which may
nction by such means
ssessed for clinical performance, effectiveness or
tigation
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