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INTRODUCTION
Good 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. Compliance with this
standard provides public assurance that the rights, safety and well-being
of trial subjects are protected, consistent with the principles that have
their origin 1n the Declaration of Helsinki, and that the clinical tnal data
are credible,
The objective of these Egyptian GCP Guidelines is to provide a national
standard for the Egyptian medical regulatory authorities and persons who
are 1nvolved in and responsible for clinical trials in Egypt to facilitate the
acceptance of clinical data by the National Regulatory Authority.
The guidelines were developed with consideration of the current good
clinical practices -of the ICH, as well as those of the World Health
Organization (WHO),
These guidelines should be followed when generating cliical (rial data
that are intended to be submiited to the regulatory authorities in Egypt.
The principles established in these guidelines may also be applied to

other clinical investigations that may have an impact on the safety and

well-being of human subiects.

GLOSSARY

Adverse Drug Reaction (ADR)

A response to a pharmaceutical product that is noxious and unintended
and which occurs at doses normally used or tested in man for
prophylaxis, diagnosis, or therapy of disease, or for the modification 6f
physiological function. In clinical trials, injuries caused by overdosing,
abuse or dependence and mteractions with any other product should be

considered adverse reactions.
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Adverse Event (AE)

An adverse event (AE) can therefore be any unfavourable and unintended
sign (including an abnormal laboratory finding), symptom, or disease
temporally associated with the use of a medicinal (investigational)
product, whether or not related to the medicinal (investigational) product.

Applicable Regulatory Requirement(s)

Any law(s) and regulation(s) addressing the conduct of clinical trials of
investigational products.

Approval (in relation to Institutional Review Boards)

The affirmative decision of the IRB that the chinical trial has been
reviewed and may be conducted at the institution site within the constraints
set forth by the IRB, the mstitution, Good Clinical Practice (GCP), and
the applicable regulatory requirements.

Audit of a trial

A systematic and mmdependent examination of trial related activities and
documents {o determine whether the evaluated trial related activiies
were conducted, and the data were recorded, analyzed and accurately
reported according to the protocol, sponsor's standard operating
procedures (SOPs), Good Clinical Practice (GCP), and the applicable
regulatory requirement(s).

Audit Certificate

A declaration of confirmation by the auditor that an audit has taken place.
Audit Report

A written evaluation by the sponsor's auditor of the results of the audit.
Audit Trail

Documentation that allows reconstruction of the course of events.
Blinding/Masking

A procedure in which one or more parties to the trial are kept unaware of
the treatment assignment(s). Single-blinding usually refers to the subject(s)
being unaware, and double-blinding usually refers to the subject(s),
investigator(s), monitor, and, in some cases, data analyst(s) being
unaware of the treatment assighment(s).
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Case Report Form (CRF)

A document that 1s used to record data on each trial subject during course
of the clinical trial, as defined by the protocol. The data should be
collected by procedures that guarantee preservation, relention and
refrieval of information and allow easy access for verifi¢ation, audit and
inspection.

Clinical Trial/Study

Any investigation in human subjects intended to discover or verify the
clinical, pharmacological and/or other pharmacodynamics effects of an
investigational product(s), and/or to 1dentify any adverse reactions {0 an
investigational product(s), and/or to study absorption, distribution,
metabolism, and excretion of an investigational product(s) with the
object of ascertaining its safety and/or efficacy. The terms clinical trial
and clinical study are synonymous.

Clinical Trial/Study Report

A written description of a trial/study of any therapeutic, prophylactic, or
diagnostic agent conducted in human subjects, in which the clinical and
statistical description, presentations, and analyses are fully integrated into
a single report.

Comparator (Product)

An investigational or marketed product (i.e., active control), or placebo,
used as a reference 1n a clinical trial.

Compliance (in relation to trials)

Adherence to all the trial-related requirements, Good Clinical Practice (GCP)
requirements, and the applicable regulatory requirements.
Confidentiality

Prevention of disclosure, to other than authorized individuals, of a
sponsor's proprictary information or of a subject's identity.
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Contract

A written, dated, and signed agreement between two or more involved
partics that sets out any arrangements on delegation and distribution of
tasks and obligations and, if appropriate, on financial matters. The
protocol may serve as the basis of a contract.

Coordinating Committee

A committee that a sponsor may organize to coordinate the conduct of a
muliicentre trial.

Coordinating Investigator

An investigator assigned the responsibility for the coordination of
mvestigators at different centres participating in a multicentre trial.
Contract Research Organization (CRO)

A person or an organization (commercial, academic, or other) contracted
by the sponsor to perform one or more of a sponsor's trial-related duties
and functions.

Direct Access

Permission to examine, analyze, verify, and reproduce any records and
reports that are important to evaluation of a clinical trial. Any party (e.g.,
domestic and forcign regulatory authorities, sponsor's monitors and
auditors) with direct access should take all reasonable precautions within
the constraints of the applicable regulatory requirement(s) to maintain the
confidentiality of subjects' idernitities and sponsor's proprietary information.
Docomentation

All records, 1n any torm (including, but not limited to, written, electronic,
magnetic, and optical records, and scans, x-rays, and electrocardiograms)
that describe or record the methods, conduct, and/or results of a trial, the

factors affecting a trial, and the actions taken.
Essential Documents

Documents which individually and collectively permit evaluation of the
conduct of a study and the quality of the data produced.
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Final report

A comprehensive description of the trial after its completion including a
description of experimental methods (including statistical methods) and
materials, a presentation and evaluation of the results, statistical analyses
and a critical, ethical, statistical and clinical appraisal.

(ood 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 the rights, integrity, and confidentiality of trial subjects are protected.

Independent Data and Safety Monitoring Committee

An independent data-monitoring committee that may be established by
the sponsor to assess at intervals the progress of a climical tnal, the safety
data, and the critical efficacy endpoints, and {o recommend to the
sponsor whether to continue, modity, or stop a trial.

Impartial Witness

A person, who is independent of the trial, who cannot be unfairly
influenced by people involved with the {rial, who attends the mformed
consent process it the subject or the subject's legally acceptable
representative cannot read, and who reads the informed consent form and
any other written information supplied to the subject.

Independent Ethics Committee (IEC)

An independent national body constituted of medical professionals and
non-medical members, whose responsibility it 1s to verify that the safety,
integrity and human rights of the subjects participating in a particular
trial are protected and to consider the general ethics of the trial, thereby
providing public reassurance. Ethics committees should be constituted
and operated so that their tasks can be executed iree from bias and from
any influence of those who are conducting the trial.
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Informed Consent

A process by which a subject voluntarily confirms his/her willingness to
participate 1n a particular trial, after having been mformed of all aspects
of the trial that are relevant to the subject's decision to participate.
Informed consent 1s documented by means of a wrilten, signed and dated
informed consent form.

Inspection

The act by a National Regulatory Authority of conducting an official
review of documents, facilitics, records, and any other resources that are
deemed by the Authority to be related to the clinical trial and that may be
located at the site of the trial, at the sponsor’s and/or contract resecarch
organization's (CRQ's) facilities, or at other establishments deemed
appropriate by the National Regulatory Authority.

Institution (medical)

Any public or private entity or agency or medical or dental facility where
chinical tnals are conducted.

Institutional Review Board (IRB)

An independent body constituted of medical; scientific, and non-scientific
members, whose responsibility is to ensure the protection of the rights,
safety and well-being of human subjects mvolved in a trial by, among
other things, reviewing, approving, and providing confinuing review of trial
protocol and amendments and ot the methods and matenial to be used m
obtaining and documenting mformed consent of the trial subjects.
Interim Clinical Trial/Study Report

A report of intermediate results and their evaluation based on analyses
performed during the course of a trial.

Investigational Product

A pharmaceutical dosage form of an active ingredient or placebo being
tested or used as a reference in a clinical trial, including a product with a
marketing authorization when used or assembled (formulated or
packaged) in a way ditferent from the approved torm, or when used for
an unapproved indication, or when used to gain further information about
an approved use.
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Investigator

A person responsible for the conduct of the clinical trial at a trial site. If a
trial 1s conducted by a team of individuals at a trial site, the mvestigator
is the responsible leader of the team and may be called the principal
nvestigator.

Investigator's Brochure

A compilation of the clinical and noncinical data on the investigational
product(s) which 1s relevant to the study of the investigational produci(s)
in human subjects.

Legally Acceptable Representative

An individual or juridical or other body authorized under applicable law
to consent, on behalf of a prospective subject, to the subject's
participation in the clinical trial.

Monitoring

The act of oversecing 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 requiremenit(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.
Multicentre Trial

A clinical trial conducted according to a single protocol but at moie than
one site, and therefore, carried out by more than one investigator.
National Regulatory Authority

National body having the power to regulate. In this guidelines, the
expression National Regulatory Authority is the authority responsible for
reviewing submitted clinical data and conducting inspections. It is
sometimes referred to as competent authority.
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Nonclinical Stody

Biomedical studies not performed on human subjects,

Opimon (In relation to Independent Ethics Committee)

The judgement and/or the advice provided by an Independent Ethics
Commuittee (IEC).

Protocol

A document that describes the objective(s), design, methodology,
statistical considerations, and organization of a trial. The protocol usually
also gives the background and rationale for the trial, but these could be
provided 1n other protocol referenced documents,

Protocol Amendment

A written description of a change(s) to or formal clarfication of a protocol.
Quality Assurance (QA)

All those planned and systematic actions that are established to ¢nsuie
that the trial is performed and the data are generated, documented
(recorded), and reported in compliance with Good Clinical Practice
(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.

Randomization

The process of assigning trial subjects to treatment or control groups
using an element of chance to determine the assignments in order to
reduce bias.

Raw Data

A1l records or certified copies of original observations, clinical findings
or other activities in a clinical trial necessary for the reconstruction and
evaluation of the frial. Such material includes laboratory notes,
memoranda, calculations and documents, as well as all records of data
from automated instruments or exact, verified copies in the form of
photocopies, microfiches etc. Raw data can also include photographic
negatives, microfilm or magnetic media (¢.g. computer diskettes).
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Serious Adverse Event (SAE) or Serious Adverse Drug Reaction
(Serious ADR)

An event that 18 associated with death, admission to hospital, prolongation
of a hospital stay, persistent or significant disability or incapacity, or is
otherwise life-threatening i connection with a clinical tnal.

Source Data

All information in original records and certified copies of original records
of clinical findings, observations, or other activities in a clinical trial
necessary for the reconstruction and evaluation of the trial, Source data
are contained in source documents (original records or certified copies).
Source Documents

Original documents, data, and records (e.g., hospital records, clinical and
office charts, laboratory notes, memoranda, subjects’ diaries or evaluation
checklists, pharmacy dispensing records, recorded data trom automated
instruments, copies or transcriptions certified after verification as being
accurate copies, microfiches, photographic negatives, microfilm or
magnctic media, x-rays, subject files, and records kept at the pharmacy,
at the laboratories and at medico-technical departments involved in the
clinical trial).

Sponsor

An individual, company, institution, or organization which takes
responsibility for the initiation, management, and/or financing of a
clinical trial.

Sponsor-Investigator

An individual who both initiates and conducts, alone or with others, a
clinical trial, and under whose immediate direction the investigational
product is administered to, dispensed to, or used by a subject. The term does
not include any person other than an individual (e.g., it does not include a
corporation or an agency). The obligations of a sponsor-investigator
include both those of a sponsor and those of an investigator.,
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Standard Operating Procedures (SOPs)

Detailed, written instructions to achicve uniformity of the performance of
a specific function.

Subinvestigator

Any individual member of the clinical trial team designated and
supervised by the investigator at a ftrial site to perform critical
trial-related procedures and/or to make important trial-related decisions
(e.g., associates, residents, research fellows).

Subject/Trial Subject

An individual who participates in a clinical tnal, either as a recipient of
the investigational product(s) or as a control.

Subject Identification Code

A unique identifier assigned by the mvestigator to each trial subject to
protect the subject’s identity and used in lieu of the subject’s name when
the investigator reports adverse events and/or other trial related data.
Trial Site

The location(s) where trial-related activities are actually conducted.
Unexpected Adverse Drug Reaction

An adverse reaction, the nature or severity of which 1s not consistent with
the applicable product mformation (e.g., Investigator's Brochure for an
unapproved investigational product or package insert/summary of
product characteristics for an approved product).

Yalidation

Action of proving, in accordance with the principles of Good Clinical
Practice, that any procedure, process, equipment {including the software
or hardware used), material, activity or system actoally leads to the

expected results.
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Verification (Validation) of Data

The procedures carried out to ensure that the data contained in the final
report match original observations. These procedures may apply to raw
data, data in case-report forms (in hard copy or electronic form),
computer print-outs and statistical analyses and tables.

Vulnerable Subjects

Individuals whose willingness to volunteer in a clinical trial may be

unduly influenced by the expectation, whether justified or not, of benefits

associated with participation, or of a retaliatory response from senior

members of a hierarchy in case of refusal to participate. Examples are
members of a group with a hierarchical structure, such as medical,

pharmacy, dental, and nursing studernts, subordinate hospital and

laboratory personnel, employees of the pharmaceutical industry,
members of the armed forces, and persons kept in detention. Other
vulnerable subjects include patients with incurable diseases, persons in
nursing homes, unemployed or impoverished persons, and patients in
emergency situations, ethnic minority groups, homeless persons, nomads,
refugees, minors, and those incapable of giving consent.

Waell-being (of the trial subjects)

The physical and mental integrity of the subjects participating in a

clinical tnal.
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GENERAL PRINCIPLES OF GCP

1. PROVISION AND PREREQUISITES FOR A CLINICAL TRIAL

1.1 Clinical trials should be conducted in accordance with the ethical

1.2

1.4

principles that have their origin in the curmrent Declaration of
Helsinki (Appendix 1), and that are consistent with GCP and the
applicable regulatory requirement(s).

Before a tnal is mitiated, foreseeable risks and inconveniences shounld
be weighed against the anticipated benefit for the individual trial
subject and society. A tral should be mnitiated and continued only 1l
the anticipated benefits justify the risks.

1.3 The rights, safety, and well-being of the trial subjects are the most

important considerations and should prevail over interests of science
and society.

Pre-clinical studies that provide suificient documentation of the
potential safety and eventual clinical application of a pharmaceutical
product are a prerequisite for a climical trial. The pharmaceutical,
preclinical and clinical data should be adapted to the appropriate
phase of the trial, and the amount of supporting data should be
appropriate to the size and duration of the proposed trial. In addition,
a compilation of information on safety and efficacy of the

nvestigational product obtained in previous and ongomg clinical

trials is required for the planning and conducting of subsequent
trials.

1.5 Clinical trials should be scientifically sound, and described in a clear

detailed protocol.

1.6 A trial should be conducted in compliance with the protocol that has

received prior institutional review board  (IRB)/independent
ethics commttee (IEC) approval/favourable opmion.

1.7 The medical care given to, and medical decisions made on behalf of,

subjects should always be the responsibility of a qualified physician
or, when appropriate, of a qualified dentist.
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1.8 Each individual involved in conducting a trial should be qualified by
education, training, and experience to perform his or her respective
task(s).

1.9 Freely given informed consent should be obtained from every subject
prior to clinical trial participation.

1.10 All clinical trial information should be recorded, handled, and stored
n a way that allows 1ts accurate reporting, interpretation and
verification.

1.11 The confidentiality of records that could identity subjects should be
protected, respecting the privacy and confidentiality mles 1n
accordance with the applicable regulatory requiremeni(s).

1.12 Tavestigational products should be wmanufactured, handled, and
stored in accordance with applicable good manufacturing practice
(GMP). They should be used in accordance with the approved
protocol.

1.13 Systems with procedures that assure the quality of every aspect of
the trial should be implemented.

2. CLINICAL TRIAL PROTOCOL

The clinical trial should be carried out in accordance with a written

protocol agreed upon and signed by the investigator and the sponsor. The

contents of a tnal protocol should generally mclude the tollowing topics:

2.1 General Information

2.1.1 Protocol title, protocol identifying number, and date. Any amendment(s)
should also bear the amendment number(s) and date(s).

2.1.2 Name and address of the sponsor and monitor (if other than the
Sponsor).

2.1.3 Name and title of the person(s) authorized to sign the protocol and
the protocol amendment(s) for the sponsor.

2.1.4 Name, title, address, and telephone number(s) of the sponsor's medical
cxpert (or dentist when appropriate) for the trial.
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2.1.5 Name and title of the investigator(s) who is (are) responsible for

conducting the trial, and the address and telephone number(s) of the
trial site(s).

2.1.6 Name, title, address, and telephone number(s) of the qualified
physician (or dentist, 1if applicable), who 1s responsible for all
trial-site related medical (or dental) decisions (if other than
investigator).

2.1.7 Name(s) and address(es) of the clinical laboratory(ies) and other
medical and/or technical department(s) and/or institutions inveolved

in the trial.

2.2 Background Information

2.2.1 Name and description of the investigational product(s).

2.2.2 Summary of findings from nonclinical studies that poteéntially have
clinical significance and from clhimical trials that are relevant to the
trial.

2.2.3 Summary of the known. and potential risks and benefits, if any, to
human subjects.

2.2.4 Description of and justification for the route of administration,
dosage, dosage regimen, and treatment period(s).

2.2.5 Statement that the trial will be conducted in compliance with the
protocol, GCP and the applicable regulatory requirement(s).

2.2.6 Description of the populdtion to be studied,

2.2.7 References to literature and data thai are relevant to the tral, and
that provide background for the trial.

2.3 Trial Objectives and Purpose

A detailed description of the rational, objectives and the purpose of the trial.
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2.4 Trial Design

The scientific integrity of the trial and the credibility of the data from the

trial depend substantially on the trial design. A description of the trial

design, should include:

2.4.1 A specific statement of the primary endpoints and the secondary
endpoints, if any, to be measufed during the tnal.

2.4.2 A description of the type/design of trial to be conducted (e.g.

double-blind, placebo-controlled, parallel design) and a schematic

diagram of trial design, procedures and stages.

2.4.3 A description of the measures taken to minimize/avoid bias, including:
(a) Randomization.

(b) Blinding,

2.44 A description of the trial treatment(s) and the dosage, dosage
regimen, dosage form, packaging and labelling of the
investigational product(s).

2.4.5 The expected duration of subject participation, and a description of
the sequence and duration of all trial periods, including follow-up,
if any.

2.4.6 A description of the "stopping rules” or "discontinuation criteria”
for individual subjects, parts of trial and entire trial.

2.4.77 Accountability procedures for the investigational product(s);
including the placebo(s) and comparator(s), if any.

2.4.8 Maintenance of trial treatment randomization codes and procedures
for breaking codes.

2.4.9 The identification of any data to be recorded directly on the CRFs
(i.e. no prior written or electronic record of data), and to be

considered to be source data.
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2.5 Selection and Withdrawal of Subjects

2.5.1 Subiject inclusion criteria.

2.5.2 Subject exclusion criteria,

2.5.3 Subject withdrawal criteria (i.e. terminating investigational product
treatment! trial treatment) .

2.6 Treatment of Subjects

2.6.1 The treatment(s) to be adininistered, including the name(s) of all
the product(s), the dose(s), the dosing schedule(s), the route/mod(s)
of administration, and the treatment period(s), including the
follow-up period(s) for subjects for each investigational product
treatment/trial treatment group/arm of the trial.

2.6.2 Medication(s)/treatment(s) permitted (including rescue medication)
and not permitted before and/or during the trial.

2.6.3 Procedures for monitoring subject compliance.

2.7 Assessment of Efficacy

2.7.1 Specification of the efficacy parameters.

2.7.2 Methods and timing for assessing, recording, and analysing of efficacy
parameters.

2.8 Assessment of Safety

2.8.1 Specification of safety pdrameters.

2.8.2 The methods and timing for assessing, recording, and analysing
safety parameters.

2.8.3 Procedures for eliciting reports of and for recording and reporting
adverse event and intercurrent illnesses.

8.4 The type and duration of the follow-up of subjects after adverse

cvents.
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2.9 Statistics

2.9.1 A description of the statistical methods to be employed, including
timing-of any planned interim analysis(ses).

2.9.2 Procedures for reporting any deviation(s) from the original
statistical plan (any deviation(s) from the original statistical plan
should be described and justified in protocol and/or in the final
report, as appropriate). See Section 7

3. PROTECTION OF TRIAL SUBJECTS

The personal integrity and welfare of the trial subjects as defined 1n the

Declaration of Helsinki should be the primary concern of all parties

involved 1n the conduct of a clinical trial and the review of the protocol
but it is the ultimate responsibility of the investigator, who must also take
into consideration the scientific validity of the trial.

3.1 Declaration of Helsinki

The current revision of Declaration of Helsinki (Appendix 1) is the
approved basis for clinical trial ethi¢s, and must be fully followed by all
engaged parties involved in the conduct of the trial. Any departures froni
the Declaration should be justified and stated in the protocol.
Independent assurance that subjects are protected can be provided only
by an ethics committee and freely obtained informed consent.

3.2 Independent Ethics Committee (IEC)

3.2.1 The sponsor and/or investigator must request the opinion of IEC
regarding suitability of the proposed clinical trials protocols
(including annexes) and of the methods and matenals to be used 1n
obtaining and documenting the informed consent of the subjects.

3.2.2 The 1IEC must be informed of all subsequent protocol amendments
and of any serious or unexpected AEs occurring during the trial,
likely to aftect the safety the subjects or the conduct of the trial.
Besides, the IEC should be asked for its opinion if a re-evaluation
of the ethical aspects of the trial appears to be called for.
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3.2.3 Subjects must not be entered into the trial until the IEC has issued
its favourable opinion on  the  trial procedures and
documentation. Sponsor/investigator should consider recommendations
made by the 1EC.

3.2.4 In submitting the clinical trial proposals to the IEC, IEC should
consider the following: (a) The suitability of the investigator for
the proposed trial 1n relation to his/her qualifications, experience,
supporting staff, and available facilitics, on the basis of the
imformation available to the committee.

(b) The suitability of the protocol in relation o the objectives of the
study, its scientific efficiency i.e. the potential for reaching
sound conclusions with the smallest possible exposure of
subjects, and the justification of predictable risks and
inconveniences weighed against the anticipated benefits for the
subjects and/or others.

(¢} The adequacy and completeness of the written information to be
given to the subjects, their relatives, guardians and, if necessary,
legal representative.

(d) Provision for compensation/treatment m the case of injury or
death of a subject if attmbutable to a climical trial, and any
nsurance or indemnity to cover the liability of the investigator
and sponsot.

(¢) The extent to which investigators and subjecis may be rewarded/
compensated for participation.

(f) IEC should give its opinion and advice in writing within a

rcasonable time limit, clearly identifving the trial, the
documents studied and date of review.

(g) The acceptability of any proposed amendments to the protocol
that are likely to affect the safety of the subjects or the conduct
of the trial.
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3.3 Informed Consent

3.3.1 In obtaining and documenting informed consent, the investigator
should comply with the applicable regulatory requirement(s), and
should adhere to GCP and to the ethical principles that have their
origin in the Declaration of Helsinki, Prior to the beginning of the
trial, the investigator should have the IRB/IEC's written
approval/favourable opinion of the written informed consent form

and any other written information to be provided to subjects.
3.3.2 The written informed consent form and any other written
information to be provided to subjects should be revised whenever
important new information becomes available that may be relevant
to the subject's consent. Any revised written informed consent form,
and written information should receive the IRB/IEC's approval/

favourable opinion in advance of use. The subject or the subject's

legally acceptable representative should be informed in a timely
manner if new information becomes available that may be relevant
to the subject's willingness to continue participation 1n the trial. The
communication of this information should be documented.

3.3.3 Neither the investigator, nor the trial staff, should coerce or unduly
influence a subject to participate or to continue to participate in a
trial.

3.3.4 None of the oral and writtcn information concerning the trial,
including the wrilten informed consent form, should contain any
language that causes the subject or the subject's legally acceptable
represenfative to waive or {o appear to waive any legal nights, or
that rcleases or appears to release the investigator, the institution,
the sponsor, or their agents from hiability for negligence.

3.3.5 The investigator, or a person designated by the investigator, should
fully mformi the subject or, if the subject is unable to provide
informed consent, the subject's legally acceptable representative, of
all pertinent aspects of the trial including the written intformation
and the approval/favourable opinion by the IRB/IEC.
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3.3.6 The language used in the oral and written information about the
trial, including the wriiten informed consent form, should be as
non-technical as practical and should be understandable to the
subject or the subject’s legally acceptable representative and the
mmpartial witness, where applicable.

3.3.7 Before informed consent may be obtained, the investigator, or a
person designated by the investigator, should provide the subject or
the subject's legally acceptable representative ample time and

opportunity to inquire about details of the trial and to decide
whether or not to participate in the trial. All questions about the trial
should be answered to the satisfaction of the subject or the subject's
legally acceptable representative.

3.3.8 Prior to a subject's participation in the trial, the written informed
consent form should be signed and personally dated by the subject
or by the subject's legally acceptable representative and by the
person who conducted the informed consent discussion.

3.3.9 If a subject is unable to read or if a legally acceptable representative
1s unable to read, an impartial witness should be present dunng the
entire informed consent discussion. By signing the consent form,
the witness attests that the information in the consent form and any
other written information was accurately explained to, and
apparently understood by, the subject or the subject's legally
acceptable representative, and that informed consent was freely
oiven by the subject or the subject's legally acceptable
representative.

3.3.10 Both the informed consent discussion and the written informed

consent form and any other written information to be provided to
subjects should include explanations of the following:

(a) That the trial involves rescarch.

(b) The purpose of the trial.
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(¢) The tnial treatment(s) and the probability for random assignment
to each treatment.

(d) The trial procedures to be followed, including all 1hvasive
procedures.

(e) The subject’s responsibilities.

(f) The reasonably foreseeable risks or inconveniences to the subject
and, when applicable, to an embryo, fetus, or nursing infant.

(g) The reasonably expected benelits. When there 1s no intended
clinical benefit to the subject, the subject should be made
aware of this.

(h) The alternative procedure(s) or course(s) of treatment that may
be available to the subject, and their important potential
benefits and risks.

(i) The compensation and/or treatment available to the subject in
the event of trial-related mjury.

(1) The anticipated expenses, 1f any, to the subject for participating
in the trial.

(k) That the subject’s participation in the trial is voluntary and that
the subject may refuse to participate or withdraw from the
trial, at any time, without penalty or loss of benefits to which
the subject is otherwise entitled.

(1) That the monitor(s), the auditor(s), the IRB/IEC, and the
National Regulatory Authority will be granted direct access to
the subject's original medical records for verification of
clinical trial procedures and/or data, without violating the
confidentiality of the subject, to the extent permitted by the
consent form, the subject or the subject's legally acceptable

representative 1S authorizing such access.
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(m) That records identifying the subject will be kept confidential
and, to the extent permitted by the applicable laws and/or
regulations, will not be made publicly available. If the results
of the trial are published, the subject's identity will remain
confidential.

(n) That the subject or the subject's legally acceptable
representative will be informed in a timely wmanner if
information becomes available that may be relevant to the
subject's willingness to continue participation in the trial.

{0) The person(s) to contact for further information regarding the

trial and the rights of trial subjects, and whom to contact in the
event of trial-related injury.

(p) The foreseeable circumstances and/or reasons under which the
subject's participation in the trial may be terminated.

(¢) The expected duration of the subject’s participation in the trial.

(r) The approximate number of subjects involved in the tnal.

3.3.11 Prior to participation in the trial, the subject or the subject's legally
acceptable representative should receive a copy of the signed and
dated written informed consent form and any other written
information provided to the subjects. During a subjcct's
participation in the ftrial, the subject or the subject's legally
acceptable representative should receive a copy of the signed and
dated consent form updates and a copy of any amendments to the
written information provided to subjects.

3.3.12 When a clinical trial (therapeutic or non-therapeutic) includes
subgects who can only be enrolled 1n the trial with the consent of
the subject's legally acceptable representative (e.g., minors, or
patients with severe dementia), the subject should be mformed
about the trial to the extent compatible with the subjects
understanding and, if capable, the subject should sign and
personally date the written informed consent.
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3.3.13 Except as described in 3.3.14, a non-therapeutic trial (i.c. a trial in
which there 1s no anticipated direct clinical benefit to the subject),
should be conducted in subjects who personally give consent and

who sign and date the written informed consent form.

3.3.14 Non-therapeutic trials may be conducted in subjects with consent
of a legally acceptable representative provided the following
conditions are fulfilled:

subjects who can give informed consent personally.

(b) The toreseeable risks to the subjects are low.

(¢) The negative impact on the subject's well-being is minimized
and low.

(d) The trial 1s not prohibited by law.

(¢} The approval/favourable opinion of the IRB/EC is expressly
sought on the inclusion of such subiccts, and the written
approval/ favourable opinion covers this aspect.

3.3.15 In emergency situations, when prior consent of the subject 18 ot
possible, the consent of the subject’s legally acceptable representative,
if present, should be requested. When prior consent of the subject

1s niot possible, and the subject’s legally acceptable representative

is not available, enrolment of the subject should require measures

described in the protocol and/or elsewhere, with documented

approval/favourable opinion by the IRB/IEC, to protect the rights,
safety and well-being of the subject and to ensure compliance with
applicable regulatory requirements. The subject or the subject’s
legally acceptable representative should be informed about the
trial as soon as possible and consent to continue and other consent

as appropriate should be requested.
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3.4 Confidentiality

The 1investigator should ensure that the confidentiality of all research data
about subjects is respected by all persons involved as well as the
information supplied by the sponsor.

4. INVESTIGATOR

4.1 Investigator's Qualifications and Agreements

4.1.1 The mvestigator(s) should be qualified by education, training, and
experience to assume responsibility for the proper conduct of the
trial, should meet all the qualifications specified by the applicable
regulatory requirement(s), and should provide evidence of such
qualifications through up-to-date cuwriculum vitae and/or other
relevant documentation requested by the sponsor, the IRB/IEC,
and/or the National Regulatory Authority.

4,1.2 The investigator should be thoroughly aware with the appropriate
use of the investigational product(s), as described 1 the protocol,
in the current Investigator's Brochure, in the product information
and 1n other information sources provided by the sponsor.

4.1.3 The investigator should be aware of, and should comply with, GCP
and the applicable regulatory requirements.

4.1.4 The investigator should permit monitoring and auditing by the
sponsor, and inspection by the appropriate National Regulatory
Authority.

4.1.5 The investigator should maintain a list of appropriately qualified
persons to whom the investigator has delegated significant
trial-related duties.

4.2 Adequate Resources

4.2.1 The investigator should be able to demonstrate (e.g based on
retrospective data) a potential for recruiting the required number of
suitable subjects within the agreed recruitment period.
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4,22 The investigator should have available an adequate number of
qualified staff and adequate facilities for the foreseen duration of
the trial to conduct the trial properly and safely.

4.2.3 The 1nvestigator should ensure that all persons assisting with the

trial are adequately informed about the protocol, the investigational
product(s), and their trial-related duties and functions.

4.2.4 The relationship between the investigator and the sponsor 1in matters
such as financial support, fees, and honorarium payments must be
stated in writing in the protocol or contract, The protocol or contract
should be available to the National Regulatory Authority and IEC
on demand.

4.3 Selection of Trial Subjects

The investigator is responsible for ensuring the unbiased selection of

adequate number of suitable subjects according to the protocol.

4.4 Medical Care of Trial Subjects

4.4.1 A qualified physician (or dentist, when appropriate), who 1s an
investigator or a sub-investigator for the trial, should be responsible
for all trral-related medical (or dental) decisions.

4.4.2 During and following a subject's participation in a trial, the investigator
should ensure that adequate medical care is provided to a subject
for any adverse events, mncluding clinically significant laboratory
values, related to the trial. The investigator should inform a subject
when medical care is needed for intercurrent illness(es) of which

the investigator becomes aware.

4.4.3 1t 1s recommended that the invéstigator inform the subject’s primary
physician about the subject’s participation in the trial if the subject
has a primary physician and 1if the subject agrees to the primary

physician being informed.
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4.4.4 Although a subject is not obliged to give his/her reason(s) for
withdrawing prematurely from a tnal, the investigator should make
a reasonable effort to ascertain the reason{s), while fully respecting
the subject’s rights.

4.5 Communication with IRB/IEC

4.5.1 Before initiating a trial, the investigator should have written
and dated approval/favourable opinion from the IRB/IEC for the
trial protocol, written informed consent form, consent form updates,
subject recruitment procedures (e.g., advertisements), and any other
written information to be provided to subjects.

4.5.2 As part of the investigator's written application to the IRB/IEC, the
investigator should provide the IRB/IEC with a current copy of the

Investigator's Brochure. Il the Investigator's Brochure 1s updated
during the trial, the investigator should supply a copy of the updaied
Investigator's Brochure to the IR/IEC.,

4.6 Compliance with Protocol

4.6.1 The investigator should conduct the trial in compliance with the
protocol agreed to by the sponsor which 1s required by the
National Regulatory Authority and which was given approval/
favourable opinion by the TEC. The investigator and the sponsor
should sign the protocol, or an alternative contract, to confirm
agreement.

4.6.2 The investigator is responsible for ensuring that the protocol is
strictly followed. The investigator should not make any change or
deviation in the study without the agreement of the sponsor, except
when necessary to eliminate an apparent immediate hazard or
danger to a trial subject.

4.6.3 The investigator, or persoh designated by the investigator, should
document and explain any deviation from the approved protocol.
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4.6.4 The investigator may implement a deviation from, or a change of,
the protocol to eliminate an immediate hazard(s) to trial subjects
without prior IRB/IEC approval/favourable opinion. As soon as
possible, the implemented deviation or change, the reasons for it,
and, 1f appropriate, the proposed protocol amendment(s) should be
submitted:

(a) to the IRB/IEC for review and approval/favourable opinion,
(b) to the sponsor for agreement and, if required,
(c) to the National Regulatory Authority.

4.7 The Investigational Product

4,7.1 The investigator must be thoroughly familiar with the properties,
effects and safety of the mvestigational pharmaceutical product(s),
including pre-trial data, as described in the investigator's
brochure or in the literature. The investigator should be aware of all
relevant new data on the product that appears during the course of
the clinical trial.

4.7.2 The investigator should ensure that the investigational product(s)
arc used only in accordance with the approved protocol.

4.8 The Trial Site

4 8.1 The trial site must have adequaie facilities, including laboratonies,
equipment and sufficient medical, paramedical, and clerical staff to
support the trial and to deal with all reasonable foreseeable
emergencies. All laboratory assays must be validated, and
principles of Good Laboratory Practice (GLP) should be observed.

4.8.2 The investigator must notify or obtain approval for the trial from
relevant local hospital (medical, administrative) management in

compliance with existing regulations.
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4.9 Submission to the National Regulatory Authority

4.9.1 The investigator, sponsor, or investigator jointly with the sponsor,
should give obtain approval from the National Regulatory
Authority. Any submission to the national regulatory authority
should be in writing and dated, and contain sufficient information to
1dentity the protocol.

4.9.2 The mvestigator should promptly provide written reports to the
sponsor, the IRB/IEC and National Regulatory Authority on any
changes significantly atfecting the conduct of the trial and/or
increasing the risk to subjects.

4.10 Review by an Independent Ethics Committee (IEC)

Prior to its commencement, the investigator must ensure that the

proposed clinical trial has been reviewed and accepted in writing by [EC.

Any submission to and acceptance by the IEC should be in writing and

dated, and contain sufficient information to identify the protocol or other

submitted documents.

4.11 Serious Adverse Events(AEs)/Reactions

The investigator should notify (with documentation) the sponsor, IEC
and the National Regulatory Authority immediately 1n case of the serious

AEs and to take appropriate measures to safeguard subjects.
4.12 Monitoring, Auditing and Inspection

The investigator must be prepared fo receive and be available for
periodic visits by the monitor(s) and accept the implications of such
visits. In addition, the investigator must accept inspection and/or auditing
by the National Regulatory Authority and by persons appointed by the
sponsor for quality assurance.

4.13 Records and Reports

4.13.1 The investigator should ensure the accuracy, completeness, legibility,
and timeliness of the data reported to the sponsor in the CRFs and
in all required reports (sce Section 6.1).
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4.13.2 Any change or correction to a CRF should be dated, initialed, and
explained (if necessary) and should not obscure the original entry
(i.e. an audit trail should be maintained); this applies to both
written and <¢lectronic changes/corrections. The 1nvestigator
should retain records of the changes and corrections.

4.13.3 The investigator should maintain the trial documents as specified
and required by the applicable National Regulatory Authority.
The mvestigator should take measures to prevent accidental or
premature destruction of these documents.

4.13.4 Hssential documents should be retained a period of time defined

by the National Regulatory Authornity.

4.13.5 Upon request of the monitor, auditor, IRB/IEC, or National
Regulatory Authority, the investigator should make available for
direct access all requested trial-related records.

4.14 Safety Reporting

4.14.1 All serious adverse events (SAEs) should be reported immediately
to the sponsor except for those SAEs that the protocol or other
document (¢.g., Investigator's Brochure) identifies as not needing
immediate reporting. The immediate and follow-up reports should
identify subjects by unique code numbers assigned to the trial
subjects rather than by the subjects’ names, personal 1dentification
numbers, and/or addresses.

4,14.2 Adverse events and/or laboratory abnormalities identified in the
protocol as critical to safety evaluations should be reported to the
sponsor according to the reporting requirements and within the
time perieds specified by the sponsor 1n the protocol.

4.14.3 PFor reported deaths, the investigator should supply the sponsor
and the IRB/IEC with any additional requested information (e.g.,
autopsy reports and terminal medical reports).
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4.15 Termination of Trial

In the case of premature termination of the clinical trial, the investigator

must inform the National Regulatory Authonty, the IEC and, where

applicable, the sponsor. Reasons for termmation must be stated in

wriling,

4.16 Final Report

4.16.1 After completion of the trial, a final report must be drawn up and
submitted to the National Regulatory Authority. The report should
be dated and signed by the investigator in accordance with
requirements to verify responsibility for the validity of the data.

4.16.2 The investigator should agree and sign the final report of the trial.

For multicentre tnals, the signature of the coordinating
investigator may suffice in the protocol.
3. SPONSOR
The sponsor is often a pharmaceutical company, but may also be an
individual, the investigator, or an independent institution or organization
that initiates, funds, organizes and oversees the conduct of a clinical trial.
When the sponsor is a foreign company or organization 1t should have a
local representative to fulfil the appropnate local responsibilities as
governed by national requirements.
Before initiating the clinical trial(s), the sponsor (or the sponsor and the
investigator) should submit any required application(s) to the appropriate
authority for review, acceptance, and/or permission to begin the trial(s).
Any notification/submission should be dated and contain sufficient
informatron to identity the protocol.
The sponsor should obtain confirmation of review by TRB/IEC and

documented approvalffavourable opinion.
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5.1 Selection of the Investigator(s)

5.1.1 The sponsor 1s responsible for selecting the investigator(s), taking
into account the appropriatencss and availability of the frial site and
facilities, and being assured of the investigator's qualifications and
availability to-conduct the study.

5.1.2 Prior to initiating a trial, the sponsor should define, establish, and
allocate all trial-related duties and functions.

5.1.3 Before entering an agreement with an investigator to conduct a trial,
the sponsor should provide the investigator(s) with the protocol and
an up-to-date Investigator's Brochure, and should provide sufficient
time for the investigator o review the protocol and the information
provided.

5.1.4 The sponsor should obtain the investigator's agreement to conduct
the trial in compliance with GCP, with the applicable regulatory
requirement(s) and with the protocol agreed to by the sponsor and

given approval/favourable opinion by TRB/IEC.

5.1.5 Both the sponsor and investigator must agree on and sign the

protocol as an agreement of the details of the clinical trial and the

means of data recording (e.g CRF). Any such agreement must be
documented.

5.2 Delegation of Responsibilities

5.2.1 The sponsor may transfer any or all of the sponsor's trial-related
duties and functions to a contract research organization (CRQO)
which should be specitied in writing. The ultimate responsibility for
the quality and integrity of the trial data always resides with the
sponsor. The CRO should implement quality assurance and quality

COntrol.
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5.3 Medical Expertise

The sponsor should designate appropriately qualified medical personnel
who will be readily available to advise on trial related medical questions
or problems. If necessary, outside consultant(s) may be appointed for this
purpose.

5.4 Financing and Insurance

5.4.1 The financial aspects of the trial should be documented in an
agreement between the sponsor and the 1investigator.

5.4.2 The sponsor should provide insurance for subjects in the event of
trial-related injury or death, and provide mdemnity for the
investigator, except in the case of claims resulting from malpractice
and/or negligence.

3.5 Trial Design Management, Data Handling, and Record Keeping

5.5.1 The 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 mterim and
final clinical trial reports.

5.5.2 The sponsor should utilize appropriately qualified individuals to
supervise the overall conduct of the trnial, to handle the data, to
verify the data, to conduct the statistical analyses, and to prepare the
trial reports.

3.5.3 The sponsor should retain all sponsor-specific essential documents
in conformance with the applicable regulatory requirement(s) of the
country(ies) where the product is approved, and/or where the
sponsor intends to apply for approval(s).

5.5.4 The sponsor must be able to identify all data entered pertaining to
each subject by means of an unambiguous code,

5.5.5 The sponsor must maintain a list of individuals who are authorized
to make data change, and prevent unauthorized access to the data by
appropriate security systems {(scc Section 6.2).
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5.5.6 When electronic data handling or remote electronic data entry
systems are employed, the sponsor must use validated, data
processing  programs  with  adequate user documentation. A
predetermined set of standard operating procedures (SOP) for such
systems must be available. Such systems should be designed to
allow correction after loadmg, and the corrections made must
appear in an audit file (see Section 6.2).

3.6 Investigational Product(s)

5.6.1 The sponsor should ensure that the investigational product(s)
(including active comparator(s) and placebo, if applicable) is
manufactured in accordance with any applicable GMP, and is coded
and labelled 1n 2 manner that protects the blinding, if applicable. In
addition, the labelling should comply with applicable regulatory
requirement(s).

5.6.2 When planning trials, the sponsor should ensure that sufficient
safety and efficacy data from nonclinical studies and/or clinical
trials are available to support human exposure by the route, at the
dosages, for the duration, and in the trial population to be studied.

5.6.3 If any significant new information becomes available, the sponsor
should update the Investigator's Brochure.

5.6.4 The sponsor i1s responsible for supplymg the investigator(s)/
institution(s) with the investigational product(s).

3.6.5 The sponsor should ensure that wrtten procedures include
instructions that the investigator should follow for the handling and
storage of investigational product(s) for the trial.

5.7 Quality Assurance and Quality Control

5.7.1 The 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).
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5.7.2 The sponsor 1s responsible for securing agreement from all involved
parties to ensure direct access to all trial related sites, source
data/documents, and reports for the purpose of monitoring and
auditing by the sponsor, and inspection by domestic and foreign
regulatory authorities.

5.7.3 Quality control should be applied to each stage of data handling to
ensure that all data are reliable and have been processed correctly.

5.7.4 Agreements, made by the sponsor with the investigator and any
other parties involved with the clinical trial, should be in writing, as
part of the protocol or in a separate agreement.

3.8 Safety Information and Adverse Drug Reaction Reporting

5.8.1 The sponsor 1s responsible for the ongoing safety evaluation of the
investigational produci(s).

5.8.2 The sponsor should promptly notify all concerned investigator(s)/
institution(s) and the National Regulatory Authority of findings that
could affect adversely the safety of subjects, impact the conduct of
the trial, or alter the IRB/IEC's approval/tavourable opinion to
continue the trial.

5.8.3 The sponsor should expedite the reporting to all concerned investigator(s),
to the TRB/TEC(s) and to the National Regulatory Authority of all
adverse drug reactions (ADRs) that are both serious and unexpected.

5.8.4 The sponsor should submit to the National Regulatory Authority all
safety updates and periodic reports, as required by applicable
regulatory requirement(s).

5.9 Termination of Trial

If the sponsor decides or is required to terminate the clinical trial

prematurely, then the investigator(s), IEC and National Regulatory
Authority must be notified of this decision, and of the reasons for
termination.
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5.10 Monitoring

5.10.1 The sponsor must appoint suitable and appropriately trained
monitors and clinical research support personnel, and provide
ongoing training to ensure that they are suitably qualified an to
keep them up to date with new developments.

5.10.2 The sponsor should ensure that the trials are adequately monitored.
The sponsor should determine the appropriate extent and nature of
monitoring. The determination of the extent and nature of monitoring
should be based on considerations such as the objective, purpose,
design, complexity, blinding, size, and endpoints of the trial.

5.10.3 The monitor should be appropriately trained and fully aware of all
aspects of the drug under investigation and the requirements of
the protocol, including any annexes and amendments,

5.10.4 Responsibilities of the monitor:

The monitor(s) in accordance with the sponsor's requirements should

ensure that the trial is conducted and documented properly by carrying

out the following activities when relevant and necessary to the trial and
the trial site:

(a) Acting as the main line of communication between the sponsor
and the mvestigator,

(b) Verifying that the investigator has adequate qualifications and
resources and remain adequate throughout the trial period, that
tacilities, including laboratories, equipment, and statf, arc
adequate to safely and properly conduct the trial and remain
adequate throughout the trial period.

(¢) Verifying that storage times and conditions are acceptable and
that supplies are sufficient throughout the trial.

(d) Verifying that the investigator follows the approved
protocol and all approved amendment(s), if any.

(e) Verifying that written informed consent was obtained before
cach subject's participation in the trial.
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(f) Ensuring that the investigator receives the current Investigator's
Brochure, all documents, and all trial supplies needed to conduct
the trial properly and to comply with the applicable regulatory
requirement(s).

(g) Ensuring that the investigator and the investigator's trial staff are
adequately informed about the trial.

(h) Verifying that the investigator and the investigator's trial staff
are performing the specified trial functions, in accordance with
the protocol and any other written agreement between the
sponsor and the investigator, and have not delegated these
functions to unauthorized individuals,

(1) Verifying that the investigator is enrolling only eligible subjects, (§)
Reporting the subject recruitment rate.

(k) Verifying that source documents and other trial records are
accurate, complete, kept up-to-date and maintained.

(1) Verifying that the investigator provides all the required reports.
notifications, applications, and submissions, and that these
documents are accurate, complete, timely, lesible, dated, and
identify the trial.

(m) Checking the accuracy and completeness of the CRF entries,
source documents and other trial-related records against each
other. The monitor specifically should verify that;

i. The data required by the protocol are reported accurately on
the CRFs and are consistent with the source documents.

ii. Any dose and/or therapy modifications are well documented
for each of the trial subjects.

iii. Adverse events, concomitant medications and intercurrent

illnesses are reported in accordance with the protocol on the
CRFs.
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iv. Visits that the subjects fail to make, tests that are not conducted,
and examinations that arc not performed are clearly reported
as such on the CRFs.

v. All withdrawals and dropouts of enrolled subjects from the
trial are reported and explained on the CRFs,

(n) Informing the investigator of any CRF entry error, omission, or
illegibility. The monmtor should ensure that appropriate
corrections, additions, or deletions are made, dated, explained
(if necessary), and initialed by the investigator or by a member
of the 1nvestigator's trial staft who 1s authorized to initial CRF
changes for the investigator. This authorization should be
documented.

(0) Determining whether all adverse events (AEs) are appropriately
reported within the time periods required by GCP, the proiocol,
the IRB/EC, the sponsor, and the applicable regulatory
requirement(s).

(p) Determining whether the investigator 18 maintaining the essential
documents as required by regularity Authority.

(q) Communicating deviations from the protocol, SOPs, GCP, and
the applicable regulatory requirements to the investigator and
taking appropriate action designed to prevent recurrence of the
detected deviations,

5.10.5 Monitoring Procedures

The monitor(s) should follow the sponisor's established written SOPs as
well as those procedures that are specified by the sponsor for monitoring
a specific trial.

3.10.6 Monitoring Report
(a) The monitor should submit a written report to the sponsor after
each trial-site visit or tnal-related communication.
(b) Reports should include the date, site, name of the monitor, and
name of the 1nvestigator or other individual(s) contacted.
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(¢) Reports should include a summary of what the monitor reviewed
and the monitors statements concerning the sigmificant
findings/tacts, deviations and deficiencies, conclusions, actions
taken or to be taken and/or actions recommended to secure
compliance.

(d) The review and follow-up of the monitoring report with the
sponsor should be documented by the sponsor's designated
representative.

5.11 Audit
5.11.1 The sponsor is responsible for performing audits as part of
umplementing quality assurance, they should consider:

(a) The purposé¢ of a sponsor's audit, which is independent of and
sgparate from routine monitoring or quality control functions,
should be to evaluate trial conduct and compliance with the
protocol, SOPs, GCP, and the applicable regulatory requirements.

(b) The sponsor should appoint individuals, who are independent
of the clinical trials/systems, to conduct audits.

(c) The sponsor should ensure that the auditors are qualified by
training and experience (0 conduct audits properly. An
auditor's qualifications should be documented.

{d) The sponsor should ensure that the auditing of clinical trials/
systems 18 conducted 1n accordance with the sponsor's written
procedures on what to audit, how to audit, the frequency of
audits, and the form and content of audit reports.

(¢) The sponsor's-audit plan and procedures for a trial audit should
be guided by the importance of the trial to submissions to
regulatory authorities, the number of subjects in the trial, the
type and complexity of the trial, the level of risks to the trial
subjects, and any identified problem(s).

{f) The observations and findings of the auditor(s) should be
documented.
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3.12 Noncompliance

It the monitoring and/or auditing identifies scrious and/or persistent
noncompliance on the part of an mvestigator, the sponsor should
terminate the investigator's/institution’s participation in the trial. When an
investigator participation is terminated because of noncompliance, the
sponsor should notify promptly the National Regulatory Authority.

5.13 Multicentre Trials

For multicentre trials, the sponsor should ensure that:

(a) All the 1nvestigators conduct the trial 1n strict compliance with
the protocol agreed to by the sponsor and, by the National
Regulatory Authority, and given approval/favourable opinion by
the IRB/IEC.

(b) The CRFs are designed to capture the required data at all
multicentre trial sites. For those investigators who are collecting
additional data, supplemental CRFs should also be provided that
arc designed to capture the additional data.

(¢) The responsibilities of coordinating investigator(s) and the other
participating investigators are documented prior to the start of
the trial,

(d) All the investigators are given instructions on following the
protocol, on complying with a uniform set of standards for the
assessment of clinical and laboratory findings, and on
completing the CRFs.

(e) Communication between investigators is facilitated.
6. HANDLING AND ARCHIVING OF DATA

The aim of handling of data and record-keeping is to record, store,
transfer and, where necessary, convert efficiently and accurately, the
information gathered on each trial subject into data that can be used mn
the report.

The allocation of responsibilities for handling of data and record-keeping
should be specified in the protocol or other written agreement(s) between
the sponsor and 1nvestigator(s).
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6.1 Responsibilities of the Investigator

6.1.1 The investigator must ensure that the observations and findings are
recorded correctly and completely in the case-report forms (CRFs)
and signed by the responsible person designated in the protocol.

6.1.2 If trial data are entered directly into a computer, there must always
be an adequate sateguard to ensure vahidation, wncluding a signed
and dated print-out and back-up records. Computerized systems
should be validated and a detailed description for their usc be
produced and kept up-to-date.

6.1.3 All corrections to CRFs and to raw data must be made m a way
which does not obscure the original entry. The correct data must be
inserted with the reason for the correction (if not obvious), the date,
and the 1mtials of the imvestigator or authorized person. For
clectronic data processing, only authorized persons should be
permitted to enter or modify daia in the computer and there should
be a record of changes and deletions.

6.1.4 Laboratory values with normal reference ranges, preferably together
with the specificity and sensitivity of the methods used, should
always be recorded on the CRF or be attached to it. Values outside
a clinically accepted reference range or values that differ
significantly from previous values wmust be evaluated and
commented upon by the investigator.

6.1.5 Data other than those requested by the protocol may appear on the
CRF, provided they are clearly marked as additional or optional
tindings, with an explanation of their significance.

6.1.6 Units of measurement must always be stated, and conversion of
units must always be indicated and documented.

6.1.7 The investigator should maintain a confidential record to allow the
identification of the individual subjects 1n the trial (subject
identification code).

6.1.8 The investigator must arrange for the retention of the subject
identification codes for at least 3 years after the completion or
discontinuation of the trial. Subiject files and other source data must
be kept for the maximum period of time but not less than 5 years.
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6.2 Responsibilities of the Sponsor and the Monitor

6.2.1 The sponsor must use validated, data processing programs with
adequate user documentation. A predetermined set of standard
operating procedures (SOP) for such systems must be available.

6.2.2 Appropnate measures should be taken by the monitor to avoid
overlooking missing data or including inconsistencies. If a
computer assigns values automatically when data are missing, this
should be made clear.

6.2.3 The sponsor must ensure the greatest possible accuracy when
processing data. Tt should always be possible to compare the data
printout with the original observations and findings.

6.2.4 The sponsor must be able to identify all data entered pertaining to
cach subject by means of an unambiguous code.

6.2.5 The sponsor must mainiain a list of persons authorized to make
corrections, and prevent unauthorized access to the data by
appropriate security systems.

0.2.6 The sponsor or subsequent owner, must retain all other documentation
pertaining to the trial for the lifetime of the product. Archived data
may be held on microfiche or electronic record, provided that a
back-up exists and that hard copy be obtained from it if required.

6.2.7 The protocol, documentation, approvals and all other essential
documents related to the trial, tncluding certificates that satisfactory
audit ‘and inspection procedures have been carried out, must be
retained by the sponsor. Data on adverse events must always be
included.

6.2.8 The final report must be retained by the sponsor or subsequent
owner for five years beyond the lifetime of his product. Any
change of ownership of the data should be documented.

6.2.9 All data and documents should be made available if requested by
relevant authorities.
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7. STATISTICS AND CALCULATIONS

The use of qualified biostatistical expertise is necessary before and
throughout the entire clinical trial procedure, commencing with the
design of the protocol and case-report torms (CRFs) and ending with the
completion of the final report and/or publication of the results.

The sponsor and the investigator should agree where and by whom the
statistical work should be camried out. This information and the name of
the responsible statistician should be recorded in the protocol.

7.1 Experimental Design

The scientific integrity of a c¢linical trial and the credibility of the data
produced depend mainly

on the design of the trial. Tn the case of comparative trials, the protocol
should therefore describe:

(a) A priori rationale for the targeted difference between treatments
that the trial is designed to detect, and the statistical power to
detect that difference, taking into account clinical and scientific
information and professional judgment on the clinical
significance of statistical differences.

(b)Y Measures taken to avoid bias, particularly with regard to the
randomization, when relevant, and selection of patients.

7.2 Randomization and Blinding

In case of a randomized clinical trial, the randomization procedure must
be documented. Where a sealed code for each individual treatment has
been supplied in a blinded, randomized study, it should be kept both at
the site of the mvestigation and with the sponsor.

In case of a blinded trial the protocol must state the condifions under
which the code is allowed to be broken and by whom. A system is also
required to enable immediate access to the information about treatment
recerved by individual subjects 1n case of an emergency, The system must
only permit access to the treatment schedule of one trial subject at a time.
It the code 1s broken, this must be justitied and documented 1n the CRF.
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7.3 Statistical Analysis

The type(s) of statistical analyses to be used must be specified in the
protocol, and any other subsequent deviations from this plan should be
justified and described in the final report of the clinical trial. The
statistical analysis should be planned and carried out or verified by an
identified, appropnately qualified and experienced statistician. The
possibility and circumstances ot internim analyses must also be specitied
in the protocol.

The investigator and the monitor must ensure that the data are of the
highest quality possible at the point of collection and the statistician must
ensure the integrity of the data during processing,

The results of statistical analyses should be presented in such a manner as
to facilitate interpretation of their clinical importance, ¢.g. as estimates of
the magnitude of the treatment effect, the difference between treatments
and confidence intervals, rather than i a form that relies solely on
significance testing,

An account must be made of missing, unused or spurious data excluded
during statistical analyses. All such exclusions must be documented so
that they can be reviewed 1f necessary.

8. Role of National Regulatory Authority

The role of governments is to provide the legal framework for clinical
trials. The aim should be twofold: (i) to protect the safety and rights of
the subjects participating in a trial, and (ii) to ensure that trials are
adequately designed to meet scientifically sound objectives. These aims
may be met by several means, including the specification of the
investigator's qualifications and requirement for review and approval of
the protocol by relevant scientific and/or TEC.

National regulatory authorittes should have a mandate (o review
protocols and, where necessary, to protect the safety of subjects, to
require protocol revisions and/or termination of trials.

Regulations should allow for on-site inspections of the quality and
reliability of the data obtained, with due concern for confidentiality.
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8.1 General Res-pnnsibilities

The National Regulatory Authority should ensure that the protocols for
clinical trials are submitted in advance for review and are in accordance
with existing national regulations. On the basis of 1ts review of clinical
trial protocols and/or reports, the National Regulatory Authority may
propose revisions or request additional data on a clinical trial or
terminate a trial.

The National Regulatory Authority should evaluate the adequacy of
supervision of the trial by reviewing the monitor's reports to the sponsor
(see Section 5.10). In addition, the authority should be able to conduct
on-site inspections of the reliability and quality of reported results.

8.2 On-site Inspections

The National Regulatory Authority should carry out on-site inspections
of the clinical tnal site. Such mspections may be carmed out routinely;
randomly and/or for specific reasons, and should consist of a comparison
of the procedures and practices of the investigator with those set out in
the protocol and reports submitied (o the National Regulatory Authority
by the investigator or the sponsor.

The mspection should determine whether the mvestigator has custody of
the required records or, if not, who has assumed this responsibility. The
data archives should be tested for ease of retrieval.

Inspections may include data audit. The National Regulatory Authority
should have easy access to all patient files and raw data used for and
generated during the trial.

9. Clinical Trial

A systematic study on pharmaceutical products in human subjects
(including patients and other volunteers) in order to discover or verify the
eftects of and/or identify any adverse reaction to investigational products,

and/or to study the absorption, distribution, metabolism and excretion of
the products with the object of ascertaining their etficacy and safety.

Clinical trials are commonly classified mto different Phases (I to IV). It
is not possible to draw distinct lines between the phases, and diverging
opinions about details and methodology do exist. A brief description on
each phase, depending on purposes as related to chnical development of
pharmaceutical products, are shown below:
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9.1 Phase 1

It presents the first trials of a new active ingredient or new formulations
in human beings which are often carmied out in healthy volunteers. Their
purpose is to perform a preliminary evaluafion of safety, and a first
outline of the pharmacokinetic and, where possible, a pharmacodynamics
of the active mgredient 1in humans,

9.2 Phase 11

These trials are executed in a limited number of subjects and are often, at
a later stage, of a comparative (e.g. placebo-controlled) design. Their
purpose i1s to demonstrate therapeutic activity and to assess short-term
safety of the active ingredient in patients suffering from a disease or
condition for which the active ingredient i1s intended. This phase also
aims at the determination of appropriate dose ranges or regimens and (if
possible) clarification of dose response relaﬂomhlpﬂ in c:rde:r to provide
an optimal background for the design of extensive therapeutic trials.

9.3 Phase 111

The trials of this phase are done in larger (and possibly varied) patient
groups with the purpose of determining the short and long-term
safety/cthicacy balance of formulation(s) of the active ingredient, and of
assessing its overall and relative therapeutic value. The outline and
profile of any frequent adverse reactions must be investigated and special
characteristics of the product must be explored (e.g. clinically-relevant
drug interactions, factors leading to differences in effect such as age).

These trials should rather be of a randomized double-blind design, buit
other designs may be acceptable, e.g. long-term satety studies. Generally;
the conditions under which these trials are carried out should be as close
as possible to normal conditions of use.

9.4 Phase 1V

This phase rtepresents studies accomplished after marketing of the
pharmacecutical product. Trials in phase IV are carried out on the basis of
the product charactenistics on which the marketing authorization was
granted and are normally in the form of post-marketing surveillance, or
assessment of therapentic value or f{reatment strategies. Although
methods may vary, these studies should use the same scientific and
ethical standards as applied in premarketing studies. After a product has
been placed on the market, clinical trials designed to explore new
indications, new methods of administration or new combinations, etc. are
normally considered as trials for new pharmaceutical products.
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0.5 Financial of the Trial

All financial aspects involved in conducting and reporting a trial should
be clearly arranged and a budget made out. Information should be
available about the sources of economic support (e.g. foundations,
private or public funds, sponsor/manufacturer). Likewise it should be
clearly apparent how the expenditures arc distributed, e.g. refunding
expenses of the patients, payment for special tests, technical assistance,
purchase of apparatus, possible fees 1o or reimbursement of the members
of the research team, payment of the University/Clinic..etc,

9.6 Insurance and Liability

Healthy/Patient volunteers taking part in a clinical trial should be
satisfactorily mhsared against any injury caused by the trial. The liability
of the involved patients must be clearly understood before the start of a
trial of a medicinal product containing an active substance.

9.7 Pre-Trial Data

Chemical, Pharmaceutical, animal pharmacological and toxicological
data on the substance and/or the pharmaceutical dosage form in question
must be available and professionally evaluated before a new product 1§
subjected to clinical trials. The sponsor's responsibility for providing
cxhaustive, complete and relevant material, ec.g. by means of an
investigator's Brochure, 1s emphasized.
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Appendix 1
DECLARATION OF HELSINKI A. INTRODUCTION

1. The World Medical Association (WMA) has developed the Declaration

of Helsinki as a statement of ethical principles for medical
research involving human subjects, including research on
identifiable human material and data.

The Declaration is intended {0 be read as a whole and each of 1ty
constituent paragraphs should not be applied without consideration

of all other relevant paragraphs.

2. Although the Declaration is addressed primarily to physicians; the

WMA encourages other participants in medical research

involving human subjects to adopt these principles.

3. It 1s the duty of the physician to promote and safeguard the health

of patients, including those who are involved in medical research.

The physician's knowledge and conscience are dedicated to the
fulfilment of this duty.

4. The Declaration of Geneva of the WMA binds the physician with

the words, "The health of my patient will be my first
consideration,” and the International Code of Medical Ethics
declares that, "A physician shall act in the patient's best interest

when providing medical care.”

5. Medical progress is based on research that ultimately must include

studies involving human subjects. Populations that are underrepresented
in medical research should be provided appropriate access to

participation in rescarch.

6. In medical research involving human subjects, the well-being of

the individual research subject must take precedence over all

other interests.
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7.

The prnimary purpose of medical research involving human
subjects is to understand the causes, development and effects of
diseases and improve preventive, diagnostic and therapeutic
interventions {methods, procedures and treatments). Even the best
current interventions must be evaluated continually through
rescarch for their safety, effectiveness, etficiency, accessibility
and quality.

. In medical practice and in medical research, most interventions

involve risks and burdens.

. Medical research 1s subject to ethical standards that promote

respect for all human subjects dnd protect their health and rights.
Some research populations are particularly vulnerable and need
special protection. These include those who cannot give or refuse
consent for themselves and those who may be vulnerable to
coercion or undue influence.

10. Physicians should consider the ethical, legal and regulatory norms

and standards for research involving human subjects in their own
countries as well as applicable international norms and
standards. No national or international ethical, legal or regulatory
requirement should reduce or eliminate any of the protections for
research subjects set forth in this Declaration.

B. PRINCIPLES FOR ALL MEDICAL RESEARCH

11. It is the duty of physicians who participate in medical research to

12,

protect the lite, health, dignity, integrity, right to  seli-determination,
privacy, and confidentiality of personal information of rescarch
subjects.

Medical research involving human subjects must conform to
generally accepted scientific principles, be based on a thorough
knowledge of the scientific literature, other relevant sources of
information, and adequate laboratory and, as appropriate, animal
experimentation. The welfare of animals used for research must
be respected.



Qo

YNV i a8 W 3 () YEY suall — & all 1351

13.

14,

13.

Appropriate caution must be exercised in the conduct of medical

research that may harm the environment.

The design and performance of each research study mvolving
human subjects must be clearly described in a research protocol.
The protocol should contain a statement of the ethical considerations
involved and should indicate how the principles in this Declaration
have been addressed. The protocol should mclude imformation
regarding funding, sponsors, institutional -affiliations, other potential
conflicts of interest, incentives for subjects and provisions for treating
and/or compensating subjects who are harmed as a consequence
of participation in the research study. The protocol should describe
arrangements for post-study access by study subjects to interventions
identified as beneficial in the study or access to other appropriate

care or benetits.

The research protocol must be submitted for consideration, comment,
guidance and approval to a research ethics committee before the
study begins. This committee must be independent of the
researcher, the sponsor and any other undue influence. Tt must
take into consideration the laws and regulations of the country ot
countries in which the research 1s to be performed as well as
applicable international norms and standards but these must not
be allowed to reduce or eliminate any of the protections for
research subjects set forth in this Declaration. The committee
must have the right to monitor ongoing studies. The rescarcher
must provide monitoring intormation toc the committee;
especially information about any serious adverse events. No
change to the protocol maybe made without consideration and

approval by the committee.
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16.

17.

18.

19,

20.

21.

Medical research involving human subjects must be conducted
only by individuals with the appropriate scientific training and
qualifications. Research on patients or healthy volunteers
requires the supervision of a competent and appropriately qualified
physician or other health care professional. The responsibility for
the protection of research subjects must always rest with the
physician or other health care professional and never the
research subjects, even though they have given consent.

Medical research mvolving a disadvantaged or vulnerable population
or community 1s only justified it the research 1s responsive to the
health needs and priorities of this population or community and
if there is a reasonable likelihood that this population or
community stands to benefit from the results of the research.

Every medical research study involving human subjects must be
preceded by careful assessment of predictable risks and burdens
to the individuals and communities mnvolved 1n the research in
comparison with foresecable benetits to them and to other
individuals or communities affected by the condition under
investigation,

Every clinical trial must be registered in a publicly accessible
database before recruitment of the first subject.

Physicians may not. participate in a research study mmvolving
human subjects unless they are confident that the risks mnvolved
have been adequately assessed and can be satisfactorily
managed. Physicians must immediately stop a study when the
risks are found to outweigh the potential benefits or when there
is conclusive proof of positive and beneficial results.

Medical research involving human subjects may only be conducted
if the importance of the objective outweighs the mherent risks
and burdens to the rescarch subjects.
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24,

25.

22. Participation by competent individuals as subjects in medical

23.

research must be voluntary. Although it may be appropriate to
consult family members or community leaders, no competent
individual may be enrolled in a rescarch study unless he/or she
freely agrees.

Every precaution must be taken to protect the privacy of research
subjects and the confidentiality of their personal information and
to minimize the impact of the study on their physical, mental and
soclal integrity.

In medical research involving competent human subjects, each
potential subject must be adequately informed of the aims,
methods, sources of funding, any possible conflicts of interest,
institutional affiliations of the researcher, the anticipated benefits
and potential risks of the study and the discomfort it may entail,
and any other relevant aspects of the study. The potential subject
must be informed of the right to refuse to participate in the study
or to withdraw consent to participate at anytime without reprisal.
Special attention should be given to the specific information
needs of individual potential subjects as well as to the methods
used to deliver the information. After ensuring that the potential
subiect has understood the information, the physician or another

appropriately qualified individual must then seek the potential
subject’s freely-given informed consent, preferably i writing. If
the consent cannot be expressed in wrting, the non-written
consent must be formally documented and witnessed.

For medical research using identifiable human material or data,
physicians must normally seck consent for the collection,
analysis, storage and/or reuse. There may be situations where
consent would be impossible or impractical to obtam for such
résearch or would pose a threat to the validity of the resecarch. Iy
such situations the research may be done only after consideration
and approval of a research ethics committec.
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26.

27.

28.

29

When seeking informed consent for participation in a research
study the physician should be particularly cautious if the
potential subject is in a dependent relationship with the physician
or may consent under duress. In such situations the mformed
conisent  should be sought by an appropriately qualified
individual who is completely independent of this relationship.
For a potential research subject who 1s incompetent, the physician
must seek informed consent from the legally -authorized
representative. These individuals must not be included mn 4
research study that has no likelihood of benefit for them unless it
is intended to promote the health of the population represented
by the potential subject, the research cannot instead be performed
with competent persons, and the research entails only mimimal
risk and minimal burden.

When a potential research subject who is deemed incompeteit is
able to give assent (o decisions about participation in research,
the physician must seek that assent in addition to the consent of
the legally authonized representative. The potential subject’s
dissents hould be respected.

Research involving subjects who are physically or mentally
incapable of giving consent, for example, unconscious patients,
may be done only 1f the physical or mental condition that
prevents giving informed consent is a necessary characteristic of
the research population. In such circumstances the physician should
seck 1informed consent from the legally authorized representative.
If no such representative is available and if the research cannot
be delayed, the study may proceed without informed consent
provided that the specific reasons for involving subjects with a
condition that renders them unable to give informed consent
have been stated in the research protocol and the study has been
approved by a research ethics committee. Consent {0 remain 1n
the research should be obtained as soon as possible from the
subject or a legally authorized representative.
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30. Authors, editors and publishers all have cthical obligations with

regard to the publication of the results of research. Authors have
a duty to make publicly available the results of their research on
human subjects and are accountable for the completeness and
accuracy of their reports. They should adhere to accepted
guidelines for ethical reporting. Negative and inconclusive as
well as positive results should be published or otherwise made

publicly available. Sources of funding, institutional affiliations
and conflicts of 1nterest should be declared in the publication.
Reports of research not in accordance with the principles of this
Declaration should not be accepted for

C. ADDITIONAL PRINCIPLES FOR MEDICAL RESEARCH
COMBINED WITHMEDICAL CARE

31.

The physician may combine medical research with medical care
only to the extent that the research is justified by its potential
preventive, diagnostic or therapeutic value and if the physician
has good rcason to believe that participation in the research study
will not adversely affect the health of the patients who serve as
research subjects.

. The benefits, risks, burdens and effectiveness of a new intervenfion

must be tested against those ol the best current proven

intervention, except 1n the following circumstances:

* The use. of placebo, or no treatment, 1s acceptable m studies
where no current proven intervention exists; or

* Where for compelling and scientifically sound methodological
reasons the use of placebo is necessary to determine the
efficacy or safety of an intervention and the patients who
receive placebo or no treatment will not be subject to any risk
of serious or irreversible harm. Extreme care must be taken to
avoid abuse of this option.
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34.

At the conclusion of the study, patients entered info the study are
entitled to be informed about the outcome of the study and to
share any benefits that result from it, for example, access to
interventions identified as beneficial in the study or to other
appropriate care or benefits.

The physician must fully inform the patient which aspects of the
care are related to the rescarch. The refusal of a patient to
participate in a study or the patient's decision to withdraw from
the study must never interfere with the patient-physician
relationship.

. In the treatment of a patient, where proven interventions do not

exist or have been ineffective, the physician, after seeking expert
advice, with informed consent from the patient or a legally
authorized representative, may use an unproven ntervention 1t in
the physician's judgement it offers hope of saving life,
re-establishing health or alleviating suffering. Where possible,
this intervention should be made the object of research, designed
to evaluate its safety and efficacy. In all cases, new information
should be recorded and, where appropriate, made publicly
available.
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