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Health Canada Good Clinical Practice: Consolidated Guideline
Guidance for Industry ICH Topic E6

FOREWORD

This guidance has been developed by the appropriate ICH Expert Working Group and has been
subject to consultation by the regulatory parties, in accordance with the ICH Process. The ICH
Steering Committee has endorsed the find draft and recommended its adoption by the regulatory
bodies of the European Union, Japan and USA.

In adopting this ICH guidance, Hedlth Canada endorses the principles and practices described therein.
This document should be read in conjunction with the accompanying notice and the relevant sections of
other applicable guidances.

Guidance documents are meant to provide assistance to industry and hedlth care professionals on how
to comply with the policies and governing statutes and regulations. They also serveto provide review
and compliance guidance to staff, thereby ensuring that mandates are implemented in afair, congstent
and effective manner.

Guidance documents are adminidrative instruments not having force of law and, as such, dlow for
flexibility in @pproach. Alternate approaches to the principles and practices described in this document
may be acceptable provided they are supported by adequate scientific judtification. Alternate
approaches should be discussed in advance with the relevant program areato avoid the possible finding
that applicable statutory or regulatory requirements have not been met.

Asacorallary to the above, it is equaly important to note that Health Canada reserves the right to
request information or materid, or define conditions not specificaly described in this guidance, in order
to alow the Department to adequately assess the safety, efficacy or quaity of athergpeutic product.
Hedth Canada is committed to ensuring that such requests are justifiable and that decisons are clearly
documented.
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Guidance for Industry ICH Topic E6

INTRODUCTION

Good Clinicd Practice (GCP) isan internationd ethica and scientific quaity stlandard for designing,
conducting, recording and reporting trias that involve the participation of human subjects. Compliance
with this stlandard provides public assurance that the rights, safety and well-being of tria subjects are
protected, consstent with the principles that have their origin in the Declaration of Helsinki, and that the
clinicd trid deta are credible.

The objective of this|ICH GCP guidance document is to provide a unified standard for the European
Union (EU), Japan and the United States to facilitate the mutual acceptance of clinical data by the
regulatory authoritiesin these jurisdictions.

The guidance document was devel oped with consideration of the current good clinica practices of the
European Union, Japan, and the United States, aswell as those of Augtrdia, Canada, the Nordic
countries and the World Hedlth Organization (WHO).

This guidance document should be followed when generating clinicd trid datathat are intended to be
submitted to regulatory authorities.

The principles established in this guidance document may aso be gpplied to other clinica investigations
that may have an impact on the safety and well-being of human subjects.

1. GLOSSARY
1.1  AdverseDrug Reaction (ADR)

In the pre-approva clinica experience with anew medicina product or its new usages, particularly as
the therapeutic dose(s) may not be established: al noxious and unintended responses to amedicina
product related to any dose should be considered adverse drug reactions. The phrase responsesto a
medicind product meansthat a causa relationship between amedicina product and an adverse event is
at least areasonable possihility, i.e., the relationship cannot be ruled out.

Regarding marketed medicind products: aresponse to a drug which is noxious and unintended and
which occurs a doses normally used in man for prophylaxis, diagnosis, or therapy of diseases or for
modification of physiologica function (see the ICH Guidance for Clinical Safety Data Management:
Definitions and Standards for Expedited Reporting).
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1.2  AdverseEvent (AE)

Any untoward medica occurrence in apatient or clinical investigation subject administered a
pharmaceutica product and which does not necessarily have acausa relationship with this treatment.
An adverse event (AE) can therefore be any unfavourable and unintended sign (including an anormal
laboratory finding), symptom, or disease temporaly associated with the use of amedicind
(investigationa) product, whether or not related to the medicina (investigationa) product (see the ICH
Guidance for Clinical Safety Data Management: Definitions and Standards for Expedited

Reporting).

1.3 Amendment (to the protocal)

See Protocol Amendment.

1.4  Applicable Regulatory Requirement(s)

Any law(s) and regulation(s) addressing the conduct of clinicd trids of investigational products.

1.5 Approval (in reation to Insgtitutional Review Boar ds)

The affirmative decison of the IRB that the dinicd trid has been reviewed and may be conducted a the
indtitution Ste within the congtraints set forth by the IRB, the indtitution, Good Clinica Practice (GCP),
and the gpplicable regulatory requirements.

1.6  Audit

A systematic and independent examination of trial related activities and documents to determine
whether the evaluated trial related activities were conducted, and the data were recorded, andlyzed and
accurately reported according to the protocol, sponsor's standard operating procedures (SOPs), Good
Clinicd Practice (GCP), and the gpplicable regulatory requirement(s).

1.7  Audit Certificate

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

1.8  Audit Report

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

Documentation that alows reconstruction of the course of events.
1.10 Blinding/Masking

A procedure in which one or more partiesto the trid are kept unaware of the trestment assgnment(s).
Single-blinding usudly refers to the subject(s) being unaware, and double-blinding usudly refersto the
subject(s), investigator(s), monitor, and, in some cases, data andyst(s) being unaware of the treatment
assgnment(s).

1.11 CaseReport Form (CRF)

A printed, optica, or eectronic document designed to record al of the protocol required information to
be reported to the sponsor on each tria subject.

1.12 Clinical Trial/Study

Any investigation in human subjects intended to discover or verify the clinica, pharmacologicd and/or
other pharmacodynamic effects of an investigationa product(s), and/or to identify any adverse reactions
to an investigationa product(s), and/or to study absorption, distribution, metabolism, and excretion of
an investigationd product(s) with the object of ascertaining its safety and/or efficacy. The terms clinical
trid and clinicd sudy are synonymous.

1.13 Clinical Trial/Study Report

A written description of atrid/study of any therapeutic, prophylactic, or diagnostic agent conducted in
human subjects, in which the clinical and satistical description, presentations, and andyses are fully
integrated into asingle report (see the ICH Guidance for Structure and Content of Clinical Sudy
Reports).

1.14 Comparator (Product)

Aninvestigational or marketed product (i.e., active control), or placebo, used as areferencein aclinica
trid.

1.15 Compliance(in relation totrials)

Adherenceto dl the trid-rdated requirements, Good Clinica Practice (GCP) requirements, and the
gpplicable regulatory requirements.
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1.16 Confidentiality

Prevention of disclosure, to other than authorized individuds, of a gponsor's proprietary information or
of asubject's identity.

1.17 Contract

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

1.18 Coordinating Committee

A committee that a oonsor may organize to coordinate the conduct of a multicentre tridl.

1.19 Coordinating I nvestigator

An investigator assigned the responsibility for the coordination of investigators at different centres
participating in amulticentre trid.

1.20 Contract Research Organization (CRO)

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

1.21 Direct Access

Permission to examine, anayze, verify, and reproduce any records and reports that are important to
evaduation of aclinicd trid. Any party (eg., domestic and foreign regulatory authorities, soonsor's
monitors and auditors) with direct access should take dl reasonable precautions within the congraints
of the gpplicable regulatory requirement(s) to maintain the confidentidity of subjects identities and
Sponsor's proprietary information.

1.22 Documentation

All records, in any form (including, but not limited to, written, eectronic, magnetic, and optica records,
and scans, x-rays, and eectrocardiograms) that describe or record the methods, conduct, and/or
results of atrid, the factors affecting atrid, and the actions taken.
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1.23 Essential Documents

Documents which individualy and collectively permit evaluation of the conduct of a study and the
qudlity of the data produced (see 8. Essential Documents for the Conduct of a Clinica Trid).

1.24 Good Clinical Practice (GCP)

A standard for the design, conduct, performance, monitoring, auditing, recording, analyses, and
reporting of clinica tridsthat provides assurance that the data and reported results are credible and
accurate, and that the rights, integrity, and confidentiaity of tria subjects are protected.

1.25 Independent Data-Monitoring Committee (IDMC) (Data and Safety Monitoring
Board, Monitoring Committee, Data Monitoring Committee)

An independent data-monitoring committee that may be established by the sponsor to assess a
intervals the progress of aclinica trid, the safety data, and the critica efficacy endpoints, and to
recommend to the sponsor whether to continue, modify, or sop atrid.

1.26 Impartial Witness

A person, who is independent of the trid, who cannot be unfairly influenced by people involved with the
tria, who attends the informed consent process if 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.

1.27 Independent Ethics Committee (IEC)

An independent body (areview board or acommittee, ingtitutiond, regiona, nationa, or supranationd),
congtituted of medical professonds and non-medica members, whose respongbility it isto ensure the
protection of the rights, safety and well-being of human subjectsinvolved in atrid and to provide public
assurance of that protection, by, among other things, reviewing and approving/providing favourable
opinion on, thetria protocal, the suitability of the investigator(s), facilities, and the methods and materid
to be used in obtaining and documenting informed consent of the triad subjects.

The legd status, composition, function, operations and regulatory requirements pertaining to
Independent Ethics Committees may differ among countries, but should alow the Independent Ethics
Committee to act in agreement with GCP as described in this guidance document.
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1.28 Informed Consent

A process by which a subject voluntarily confirms his or her willingness to participate in a particular
trid, after having been informed of al aspects of the trid that are relevant to the subject's decison to
participate. Informed consent is documented by means of a written, sgned and dated informed consent
form.

1.29 Inspection

The act by aregulatory authority(ies) of conducting an officia review of documents, facilities, records,
and any other resources that are deemed by the authority(ies) to be related to the clinica trid and that
may be located at the Site of thetrid, at the sponsor's and/or contract research organization's (CRO'S)
facilities, or at other establishments deemed appropriate by the regulatory authority(ies).

1.30 Ingitution (medical)

Any public or private entity or agency or medicd or dentd facility where clinical trids are conducted.

1.31 Ingtitutional Review Board (IRB)

An independent body congtituted of medicd, scientific, and non-scientific members, whose
responsihbility isto ensure the protection of the rights, safety and well-being of human subjects involved
inatrid by, among other things, reviewing, approving, and providing continuing review of tria protocol
and amendments and of the methods and materid to be used in obtaining and documenting informed
consent of the trid subjects.

1.32 Interim Clinical Trial/Study Report

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

1.33 Investigational Product

A pharmaceutica form of an active ingredient or placebo being tested or used as areferencein a
clinicd trid, including a product with a marketing authorization when used or assembled (formulated or
packaged) in away different from the gpproved form, or when used for an unapproved indication, or
when used to gain further information about an approved use.
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1.34 Investigator

A person responsible for the conduct of the clinical trid at atrid dte. If atrid is conducted by ateam of
individuas at atrid Ste, theinvestigator isthe responsble leader of the team and may be cdled the
principd investigator. See dso Subinvestigator.

1.35 Invegtigator / Ingtitution

An expresson meaning "the investigator and/or indtitution, where required by the gpplicable regulatory
requirements’.

1.36 Investigator's Brochure

A compilation of the dinical and nonclinica data on the investigationa product(s) which isrlevant to
the sudy of the investigational product(s) in human subjects (see 7. Investigator's Brochure)

1.37 Legally Acceptable Representative

Anindividud or juridica or other body authorized under applicable law to consent, on behdf of a
prospective subject, to the subject's participation in the clinical trid.

1.38 Monitoring

The act of overseeing the progress of aclinicd tria, and of ensuring that it is conducted, recorded, and
reported in accordance with the protocol, Standard Operating Procedures (SOPs), Good Clinica
Practice (GCP), and the applicable regulatory requirement(s).

1.39 Monitoring Report

A written report from the monitor to the sponsor after each site visit and/or other tria-related
communication according to the sponsor's SOPs.

1.40 MulticentreTrial

A dinicd trid conducted according to asingle protocol but a more than one site, and therefore, carried
out by more than one investigator.

1.41 Nonclinical Study

Biomedical studies not performed on human subjects.
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1.42 Opinion (in relation to Independent Ethics Committee)

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

1.43 Original Medical Record

See Source Documents.

1.44 Protocol

A document that describes the objective(s), design, methodology, statistical considerations, and
organization of atria. The protocol usualy aso gives the background and rationae for the trid, but
these could be provided in other protocol referenced documents. Throughout the ICH GCP Guidance
the term protocol refers to protocol and protocol amendments.

1.45 Protocol Amendment

A written description of a change(s) to or forma clarification of a protocol.

1.46 Quality Assurance (QA)

All those planned and systemétic actions that are established to ensure that the trid is performed and
the data are generated, documented (recorded), and reported in compliance with Good Clinical
Practice (GCP) and the applicable regulatory requirement(s).

1.47 Quality Control (QC)

The operationd techniques and activities undertaken within the quality assurance system to verify thet
the requirements for qudlity of the trid-related activities have been fulfilled.

1.48 Randomization

The process of assgning trid subjects to trestment or control groups using an eement of chanceto
determine the assgnments in order to reduce bias.

1.49 Regulatory Authorities
Bodies having the power to regulate. In the ICH GCP guidance the expression Regulatory Authorities

includes the authorities that review submitted clinical data and those that conduct inspections (see 1.29).
These bodies are sometimes referred to as competent authorities.
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150 SeriousAdverse Event (SAE) or Serious Adverse Drug Reaction (Serious ADR)

Any untoward medica occurrence that a any dose:

. resultsin desth,
. is life-thregtening,
. requires inpatient hospitaization or prolongation of exigting hospitaization,

. resultsin persstent or significant disability/incapacity,
or
. isacongenitd anomady/birth defect

(seethe ICH Guidance for Clinicd Safety Data Management: Definitions and Standards for
Expedited Reporting).

1.51 SourceData

All information in origina records and certified copies of origind records of dlinica findings,
obsarvaions, or other activitiesin aclinica trid necessary for the reconstruction and evduation of the
trial. Source data are contained in source documents (origina records or certified copies).

1.52 Source Documents

Origina documents, data, and records (e.g., hospital records, clinical and office charts, |aboratory
notes, memoranda, subjects diaries or evaluation checklists, pharmacy dispensing records, recorded
data from automated instruments, copies or transcriptions certified after verification as being accurate
copies, microfiches, photographic negatives, microfilm or magnetic media, x-rays, subject files, and
records kept at the pharmacy, at the laboratories and at medico-technica departments involved in the
cinicd trid).

1.53 Sponsor

An individud, company, indtitution, or organization which takes responsility for the initiation,
management, and/or financing of adinicd trid.
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1.54 Sponsor-Investigator

An individua who both initiates and conducts, done or with others aclinica tria, and under whose
immediate direction the investigationa product is administered to, dispensed to, or used by a subject.
The term does not include any person other than an individua (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.

1.55 Standard Operating Procedures (SOPs)
Detailed, written ingtructions to achieve uniformity of the performance of a specific function.

156 Subinvestigator

Any individud member of the clinicd trid team designated and supervised by the invedtigator at atrid
gteto perform critical trid-related procedures and/or to make important trial-related decisions (e.g.,
associates, residents, research fellows). See dso Investigator.

157 Subject/Trial Subject

Anindividud who participatesin aclinicd trid, either as arecipient of the investigationa product(s) or
asacontrol.

158 Subject Identification Code

A unique identifier assgned by the investigator to each trid 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 trid related
data

1.59 Trial Site

Thelocation(s) where trial-related activities are actualy conducted.

1.60 Unexpected Adverse Drug Reaction

An adverse reaction, the nature or severity of which is not consstent with the applicable product
information (e.g., Investigator's Brochure for an unapproved investigationa product or package

insert/summary of product characteristics for an gpproved product) (see the ICH Guidance for Clinical
Safety Data Management: Definitions and Standards for Expedited Reporting).
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1.61 Vulnerable Subjects

Individuas whose willingness to volunteer in adinicd trid may be unduly influenced by the expectation,
whether judtified or not, of benefits associated with participation, or of aretdiatory response from
senior members of ahierarchy in case of refusal to participate. Examples are members of a group with
ahierarchica dructure, such as medical, pharmacy, dental, and nursing students, 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, personsin
nurang homes, unemployed or impoverished persons, patients in emergency Stuations, ethnic minority
groups, homeless persons, nomads, refugees, minors, and those incapable of giving consent.

1.62 Wdl-being (of thetrial subjects)
The physca and mentd integrity of the subjects participating in aclinicd trid.
2. THE PRINCIPLES OF ICH GCP

2.1  Clinicd trids should be conducted in accordance with the ethical principles that have their origin
in the Declaration of Helsinki, and that are consstent with GCP and the gpplicable regulatory
requirement(s).

2.2 Beforeatrid isinitiated, foreseeable risks and inconveniences should be weighed againgt the
anticipated benefit for the individud trid subject and society. A trid should be initiated and
continued only if the anticipated benefits judtify therisks.

2.3  Therights, safety, and well-being of the tria subjects are the most important congderations and
should prevail over interests of science and society.

2.4  Theavallablenondinica and clinicd information on an investigationa product should be
adequate to support the proposed clinicd trid.

25 Clinicd trids should be scientificaly sound, and described in aclear, detailed protocol.

2.6 A trid should be conducted in compliance with the protocol that has received prior ingtitutiond
review board (IRB)/independent ethics committee (IEC) gpprova/favourable opinion.

2.7  Themedicd care given to, and medica decisons made on behdf of, subjects should aways be
the responghility of a qudified physcian or, when gppropriate, of a qudified dentist.

1997 11



Good Clinical Practice: Consolidated Guideline Health Canada
ICH Topic E6 Guidance for Industry

2.8  Eachindividud involved in conducting atria should be qudified by education, training, and
experience to perform his or her respective task(s).

2.9  Fredy giveninformed consent should be obtained from every subject prior to clinicd trid
participation.

2.10 All dinicd trid information should be recorded, handled, and stored in away thet dlowsits
accurate reporting, interpretation and verification.

2.11 Theconfidentidity of records that could identify subjects should be protected, respecting the
privacy and confidentidity rules in accordance with the gpplicable regulatory requirement(s).

2.12 Invedtigationa products should be manufactured, handled, and stored in accordance with
gpplicable good manufacturing practice (GMP). They should be used in accordance with the
approved protocol.

2.13  Systemswith procedures that assure the quality of every aspect of the trid should be
implemented.

3. INSTITUTIONAL REVIEW BOARD/INDEPENDENT ETHICS COMMITTEE
(IRB/IEC)

3.1 Responsbilities

3.1.1 AnIRB/IEC should safeguard the rights, safety, and well-being of al trid subjects.
Specid atention should be paid to trids that may include vulnerable subjects.

3.1.2 ThelRB/IEC should obtain the following documents: trid
protocol (s)/amendment(s), written informed consent form(s) and consent form updates
that the investigator proposesfor use in the trid, subject recruitment procedures (e.g.,
advertisements), written information to be provided to subjects, Investigator's Brochure
(1B), available safety information, information about payments and compensation
avallable to subjects, the investigator's current curriculum vitae and/or other
documentation evidencing qudifications, and any other documents that the IRB/IEC
may need to fulfil its respongbilities.
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3.1.3

314

3.15

3.1.6

3.1.7

3.18

The IRB/IEC should review a proposed clinica trid within a reasonable time and
document its views in writing, clearly identifying the trid, the documents reviewed and
the dates for the following:

. approva /favourable opinion;

. modifications required prior to its gpprova/favourable opinion;

. disapprova/negative opinion; and

. termination/suspension of any prior approva/favourable opinion.

The IRB/IEC should consider the qudifications of the investigator for the proposed
trid, as documented by a current curriculum vitae and/or by any other relevant
documentation the IRB/IEC requests.

The IRB/IEC should conduct continuing review of each ongoing trid & intervals
appropriate to the degree of risk to human subjects, but at least once per year.

The IRB/IEC may request more information than is outlined in paragraph 4.8.10 be
given to subjects when, in the judgement of the IRB/IEC, the additiona information
would add meaningfully to the protection of the rights, safety and/or well-being of the
subjects.

When a non-thergpeutic trid isto be carried out with the consent of the subject's legdly
acceptable representative (see 4.8.12, 4.8.14), the IRB/IEC should determine that the
proposed protocol and/or other document(s) adequately addresses relevant ethical
concerns and meets applicable regulatory requirements for such trias.

Where the protocol indicates that prior consent of the trid subject or the subject's
legdly acceptable representative is not possible (see 4.8.15), the IRB/IEC should
determine that the proposed protocol and/or other document(s) adequately addresses
relevant ethical concerns and meets gpplicable regulatory requirements for such trids
(i.e, in emergency Stuations).

The IRB/IEC should review both the amount and method of payment to subjectsto
assure that neither presents problems of coercion or undue influence on thetrid
subjects. Payments to a subject should be prorated and not wholly contingent on
completion of thetrid by the subject.
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3.1.9

3.2

321

322

323

324

3.25

3.26

The IRB/IEC should ensure that information regarding payment to subjects, including
the methods, amounts, and schedule of payment to trid subjects, is st forth in the
written informed consent form and any other written information to be provided to
subjects. The way payment will be prorated should be specified.

Composition, Functions and Operations

The IRB/IEC should consist of a reasonable number of members, who collectively have
the qualifications and experience to review and evauate the science, medical aspects,
and ethics of the proposed trid. It is recommended that the IRB/IEC should include:

@ At least five members.
(b) At least one member whose primary area of interest isin anonscientific area.
(© At least one member who is independent of the inditution/trid Ste.

Only those IRB/IEC members who are independent of the investigator and the sponsor
of thetrid should vote/provide opinion on atrid-related matter.

A lig of IRB/IEC members and their qudifications should be maintained.

The IRB/IEC should perform its functions according to written operating procedures,
should maintain written records of its activities and minutes of its meetings, and should
comply with GCP and with the gpplicable regulatory requirement(s).

An IRB/IEC should make its decisions a announced mestings at which a least a
quorum, as stipulated in its written operating procedures, is present.

Only members who participate in the IRB/IEC review and discusson should
vote/provide their opinion and/or advise.

The investigator may provide information on any aspect of thetrid, but should not
participate in the deliberations of the IRB/IEC or in the vote/opinion of the IRB/IEC.

An IRB/IEC may invite nonmembers with expertise in specid areas for assstance.
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3.3

Procedures

The IRB/IEC should establish, document in writing, and follow its procedures, which should

include:

331

332

333

334

335

3.3.6

3.3.7

338

Determining its composition (names and qudlifications of the members) and the authority
under which it is established.

Scheduling, notifying its members of, and conducting its mestings.

Conducting initid and continuing review of trids.

Determining the frequency of continuing review, as appropriate.

Providing, according to the applicable regulatory requirements, expedited review and
gpprova/favourable opinion of minor change(s) in ongoing trids that have the
gpprova/favourable opinion of the IRB/IEC.

Specifying that no subject should be admitted to atrid before the IRB/IEC issuesiits
written approval /favourable opinion of thetrid.

Specifying that no deviations from, or changes of, the protocol should be initiated
without prior written IRB/IEC approval/favourable opinion of an appropriate
amendment, except when necessary to eiminate immediate hazards to the subjects or
when the changeg(s) involves only logigticd or adminigrative aspects of thetrid (eg.,
change of monitor(s), telephone number(s)) (see 4.5.2).

Specifying that the investigator should promptly report to the IRB/IEC:

@ Deviations from, or changes of , the protocol to diminate immediate hazards to
the trial subjects (see 3.3.7, 4.5.2, 4.5.4).

(b) Changes increasing the risk to subjects and/or affecting significantly the conduct
of thetria (see 4.10.2).

(© All adverse drug reactions (ADRYS) that are both serious and unexpected.

(d) New information that may affect adversdy the safety of the subjects or the
conduct of thetrid.
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3.3.9 Ensuring that the IRB/IEC promptly notify in writing the investigator/inditution
concerning:

@ Its trid-related decisions/opinions.

(b) The reasons for its decisons/opinions.

(© Procedures for apped of its decisong/opinions.
34  Records

The IRB/IEC should retain dl relevant records (e.g., written procedures, membership ligts, lists
of occupationgeffiliations of members, submitted documents, minutes of meetings, and
correspondence) for aperiod of at least 3 years after completion of the trid and make them
available upon request from the regulatory authority(ies).

The IRB/IEC may be asked by investigators, sponsors or regulatory authorities to provide its
written procedures and membership lists.

INVESTIGATOR
4.1  Investigator's Qualifications and Agreements

4.1.1 Theinvesigator(s) should be qudified by education, training, and experience to assume
respongbility for the proper conduct of the trid, should meet dl the qudifications
specified by the gpplicable regulatory requirement(s), and should provide evidence of
such qudlifications through up-to-date curriculum vitae and/or other relevant
documentation requested by the sponsor, the IRB/IEC, and/or the regulatory
authority(ies).

4.1.2 Theinvegtigator should be thoroughly familiar with the appropriate use of the
investigationa product(s), as described in the protocol, in the current Investigator's
Brochure, in the product information and in other information sources provided by the
SPONSOr.

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

4.1.4 Theinvedigaor/inditution should permit monitoring and auditing by the sponsor, and
ingpection by the appropriate regulatory authority(ies).
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4.1.5

4.2

4.2.1

4.2.2

4.2.3

4.2.4

4.3

43.1

4.3.2

4.3.3

4.3.4

The invedtigator should maintain alist of gppropriately quaified persons to whom the
investigator has delegated significant trid-related duties.

Adequate Resour ces

The investigator should be able to demondtrate (e.g., based on retrospective data) a
potentia for recruiting the required number of suitable subjects within the agreed
recruitment period.

The investigator should have sufficient time to properly conduct and complete the trid
within the agreed trid period.

The invedtigator should have available an adequate number of qudified staff and
adequate facilities for the foreseen duration of the trid to conduct the tria properly and
sady.

The investigator should ensure that dl persons assgting with the trid are adequately
informed about the protocol, the investigational product(s), and their trid-related duties
and functions.

Medical Careof Trial Subjects

A qudlified physician (or dentist, when appropriate), who is an investigator or a sub-
investigator for thetrid, should be respongble for al trid-related medical (or denta)
decisons.

During and following a subject's participation in atrid, the investigator/inditution should
ensure that adequate medical care is provided to a subject for any adverse events,
induding clinicaly sgnificant laboratory vaues, related to the trid. The
investigator/ingtitution should inform a subject when medical care is needed for
intercurrent iliness(es) of which the investigator becomes aware.

It is recommended that the investigator inform the subject’s primary physician about the
subject's participation in the trid if the subject has a primary physician and if the subject
agreesto the primary physician being informed.

Although a subject is ot obliged to give higher reason(s) for withdrawing prematurely
from atrid, the investigator should make a reasonable effort to ascertain the reason(s),
while fully respecting the subject'srights.
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4.4

44.1

4.4.2

4.4.3

4.5

45.1

4.5.2

4.5.3

Communication with IRB/IEC

Beforeinitiating atrid, the investigator/ingtitution should have written and dated
gpproval/favourable opinion from the IRB/IEC for the trid protocol, written informed
consent form, consent form updates, subject recruitment procedures (e.g.,
advertisements), and any other written information to be provided to subjects.

As part of the investigator's/ingtitution's written application to the IRB/IEC, the
investigator/ingdtitution should provide the IRB/IEC with a current copy of the
Investigator's Brochure. If the Investigator's Brochure is updated during the trid, the
investigator/ingtitution should supply a copy of the updated Investigator's Brochure to
the IRB/IEC.

During the trid the investigator/indtitution should provide to the IRB/IEC al documents
subject to review.

Compliance with Protocol

The investigator/ingtitution should conduct the trid in compliance with the protocol
agreed to by the sponsor and, if required, by the regulatory authority(ies) and which
was given gpprova/favourable opinion by the IRB/IEC. The investigator/ingtitution and
the sponsor should sign the protocol, or an dternative contract, to confirm agreement.

The investigator should not implement any deviation from, or changes of the protocol
without agreement by the sponsor and prior review and documented
gpprova/favourable opinion from the IRB/IEC of an amendment, except where
necessary to diminate an immediate hazard(s) to trid subjects, or when the change(s)
involves only logigtica or adminigtrative aspects of thetrid (e.g., change in monitor(s),
change of telephone number(s)).

The investigator, or person designated by the investigator, should document and explain
any deviation from the approved protocol.
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454

4.6

4.6.1

4.6.2

4.6.3

4.6.4

4.6.5

The investigator may implement adeviation from, or a change of, the protocol to
eiminate an immediate hazard(s) to tria subjects without prior IRB/IEC
gpprova/favourable opinion. As soon as possble, the implemented deviation or
change, the reasonsfor it, and, if appropriate, the proposed protocol amendment(s)
should be submitted:

@ to the IRB/IEC for review and gpprova/favourable opinion,
(b) to the sponsor for agreement and, if required,

(© to the regulatory authority(ies).

I nvestigational Product(s)

Responghility for investigationd product(s) accountability et the trid Site(s) rests with
the investigator/indtitution.

Where dlowed/required, the investigator/inditution may/should assgn some or dl of the
investigator'singtitution's duties for investigationd product(s) accountability at the trid
gte(s) to an gppropriate pharmacist or another gppropriate individua who is under the
upervison of the investigator/inditution.

The investigator/inditution and/or a pharmacist or other gppropriate individua, who is
designated by the investigator/indtitution, should maintain records of the product's
ddivery to thetrid dte, the inventory at the Site, the use by each subject, and the return
to the sponsor or dternative digposition of unused product(s). These records should
include dates, quantities, batch/serid numbers, expiration dates (if gpplicable), and the
unique code numbers assigned to the investigationa product(s) and trial subjects.
Investigators should maintain records that document adequately that the subjects were
provided the doses specified by the protocol and reconcile al investigationa product(s)
received from the sponsor.

The investigational product(s) should be stored as specified by the sponsor (see 5.13.2
and 5.14.3) and in accordance with gpplicable regulatory requirement(s).

Theinvestigator should ensure that the investigationa product(s) are used only in
accordance with the approved protocol.
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4.6.6 Theinvedtigator, or a person designated by the investigator/ingtitution, should explain

4.7

the correct use of the investigationa product(s) to each subject and should check, at
intervas gppropriate for the trid, that each subject is following the ingtructions properly.

Randomization Proceduresand Unblinding

The investigator should follow the trid's randomization procedures, if any, and should ensure
that the code is broken only in accordance with the protocoal. If the trid is blinded, the
investigator should promptly document and explain to the sponsor any premature unblinding
(eg., accidenta unblinding, unblinding due to a serious adverse event) of the investigationa
product(s).

4.8

4.8.1

4.8.2

4.8.3

4.8.4

Informed Consent of Trial Subjects

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 trid, the investigator should have the IRB/IEC's written gpproval/favourable opinion
of the written informed consent form and any other written information to be provided
to subjects.

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 gpprova/favourable opinion in
advance of use. The subject or the subject's legally acceptable representative should be
informed in atimey manner if new information becomes avalladle that may be relevant
to the subject's willingness to continue participation in the trid. The communication of
this information should be documented.

Nether the investigator, nor the trid staff, should coerce or unduly influence a subject to
participate or to continue to participatein atrid.

None of the ordl and written information concerning the trid, including the written
informed consent form, should contain any language that causes the subject or the
subject's legaly acceptable representative to waive or to appear to waive any legd
rights, or that releases or gppears to release the investigator, the ingtitution, the sponsor,

or thelr agents from liability for negligence.
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4.8.5

4.8.6

4.8.7

4.8.8

4.8.9

4.8.10

The invedtigator, or a person designated by the investigator, should fully inform the
subject or, if the subject is unable to provide informed consent, the subject's legdly
acceptable representative, of al pertinent aspects of the trid including the written
information and the approval /favourable opinion by the IRB/IEC.

The language used in the oral and written information about the trid, including the
written informed consent form, should be as non-technica as practica and should be
understandabl e to the subject or the subject's legally acceptable representative and the
impartid witness, where gpplicable.

Before informed consent may be obtained, the investigator, or a person designated by
the investigator, should provide the subject or the subject's legdly acceptable
representative ample time and opportunity to inquire about details of the trial and to
decide whether or not to participate in the trid. All questions about the trid should be
answered to the satisfaction of the subject or the subject's legally acceptable
representative.

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

If asubject isunableto read or if alegally acceptable representative is unable to read,
an impartid witness should be present during the entire informed consent discussion.
After the written informed consent form and any other written information to be
provided to subjects, is read and explained to the subject or the subject's legally
acceptable representative, and after the subject or the subject's legaly acceptable
representative has oraly consented to the subject's participation in the trid and, if
capable of doing so, has signed and persondly dated the informed consent form, the
witness should Sgn and persondly date the consent form. 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 legdly acceptable representative, and that informed consent was fredy
given by the subject or the subject's legdly acceptable representative.

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
falowing:

@ That the trid involves research.
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(b)
(©)

(d)
C)
®
()

W)

0]

1)

(k)

(0

(m)

)

The purpose of thetrid.

Thetrid treatment(s) and the probability for random assgnment to each
treatment.

Thetrid procedures to be followed, including dl invasive procedures.
The subject's responsihilities.
Those agpects of the trid that are experimental.

The reasonably foreseeable risks or inconveniences to the subject and, when
goplicable, to an embryo, fetus, or nursing infant.

The reasonably expected benefits. When there is no intended clinica benefit to
the subject, the subject should be made aware of this.

The dternative procedure(s) or cours(s) of treatment that may be available to
the subject, and their important potentia benefits and risks.

The compensation and/or treatment available to the subject in the event of trid-
related injury.

The anticipated prorated payment, if any, to the subject for participating in the
trid.

The anticipated expenses, if any, to the subject for participating in the tridl.

That the subject's participation in the trid is voluntary and that the subject may
refuse to participate or withdraw from the trid, at any time, without pendty or
loss of benefits to which the subject is otherwise entitled.

That the monitor(s), the auditor(s), the IRB/IEC, and the regulatory
authority(ies) will be granted direct access to the subject's originad medica
records for verification of clinica trid procedures and/or data, without violating
the confidentidity of the subject, to the extent permitted by the gpplicable laws
and regulations and that, by sgning a written informed consent form, the subject
or the subject's legdly acceptable representative is authorizing such access.
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4.8.11

4.8.12

4.8.13

(o) That records identifying the subject will be kept confidentid and, to the extent
permitted by the gpplicable laws and/or regulations, will not be made publicly
avalable. If the results of thetrid are published, the subject's identity will remain
confidentid.

(p) That the subject or the subject's legally acceptable representative will be
informed in atimey manner if information becomes avalladle that may be
relevant to the subject's willingness to continue participation in the trid.

(o)} The person(s) to contact for further information regarding the trid and the rights
of trid subjects, and whom to contact in the event of tria-related injury.

n The foreseeable circumstances and/or reasons under which the subject's
paticipation in the trid may be terminated.

(9 The expected duration of the subject's participation in the trid.
® The approximate number of subjectsinvolved in thetrid.

Prior to participation in the tria, the subject or the subject's legaly 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 subject's
participation in the trid, the subject or the subject's legdly acceptable representative
should receive a copy of the sgned and dated consent form updates and a copy of any
amendments to the written information provided to subjects.

When aclinical trid (thergpeutic or non-therapeutic) includes subjects who can only be
enrolled in the trid with the consent of the subject’s legaly acceptable representative
(e.g., minors, or patients with severe dementia), the subject should be informed about
thetrid to the extent competible with the subject's understanding and, if capable, the
subject should sgn and persondly date the written informed consent.

Except as described in 4.8.14, a non-thergpeutic trid (i.e., atria in which thereisno
anticipated direct clinica benefit to the subject), should be conducted in subjects who
personally give consent and who sign and date the written informed consent form.
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4.8.14

4.8.15

4.9

49.1

4.9.2

Non-thergpeutic trids may be conducted in subjects with consent of alegdly
acceptable representative provided the following conditions are fulfilled:

@ The objectives of thetrid can not be met by means of atria in subjects who
can give informed consent persondly.

(b) The foreseeable risks to the subjects are low.
(© The negative impact on the subject's well-being is minimized and low.
(d) Thetrid isnot prohibited by law.

(e The approva/favourable opinion of the IRB/IEC is expresdy sought on the
inclusion of such subjects, and the written approva/favourable opinion covers
this aspect.

Such trids, unless an exception is judtified, should be conducted in patients having a
disease or condition for which the investigationd product isintended. Subjectsin these
trids should be particularly closdly monitored and should be withdrawn if they appear
to be unduly distressed.

In emergency Situations, when prior consent of the subject is not possible, the consent
of the subject's legally acceptable representative, if present, should be requested. When
prior consent of the subject is not possible, and the subject's legaly acceptable
representative is not available, enrollment of the subject should require measures
described in the protocol and/or €l sewhere, 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 gpplicable regulatory requirements. The subject or the
subject's legaly acceptable representative should be informed about the trial as soon as
possible and consent to continue and other consent as appropriate (see 4.8.10) should
be requested.

Records and Reports

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.

Datareported on the CRF, that are derived from source documents, should be
congstent with the source documents or the discrepancies should be explained.
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4.9.3

494

4.9.5

4.9.6

4.9.7

4.10

4.10.1

4.10.2

Any change or correction to a CRF should be dated, initided, and explained (if
necessary) and should not obscure the origina entry (i.e., an audit trail should be
maintained); this applies to both written and dectronic changes or corrections (see
5.18.4 (n)). Sponsors should provide guidance to investigators and/or the investigators
designated representatives on making such corrections. Sponsors should have written
procedures to assure that changes or corrections in CRFs made by sponsor's
designated representatives are documented, are necessary, and are endorsed by the
investigator. The investigator should retain records of the changes and corrections.

The invedtigator/ingtitution should maintain the trid documents as specified in Essentia
Documents for the Conduct of aClinicd Trid (see 8.) and asrequired by the gpplicable
regulatory requirement(s). The investigator/indtitution should take measures to prevent
accidenta or premature destruction of these documents.

Essentid documents should be retained until at least 2 years after the last gpprova of a
marketing gpplication in an ICH region and until there are no pending or contemplated
marketing applicationsin an ICH region or at least 2 years have dapsed since the
forma discontinuation of clinica development of the investigationa product. These
documents should be retained for alonger period however if required by the gpplicable
regulatory requirements or by an agreement with the sponsor. It isthe responsbility of
the sponsor to inform the investigator/ingtitution as to when these documents no longer
need to be retained (see 5.5.12).

Thefinancid aspects of the trial should be documented in an agreement between the
sponsor and the investigator/ingtitution.

Upon request of the monitor, auditor, IRB/IEC, or regulatory authority, the
investigator/ingtitution should make available for direct access adl requested tria-reated
records.

Progress Reports

The invedtigator should submit written summaries of the trid statusto the IRB/IEC
annualy, or more frequently, if requested by the IRB/IEC.

Theinvestigator should promptly provide written reports to the sponsor, the IRB/IEC
(see 3.3.8) and, where gpplicable, the indtitution on any changes sgnificantly affecting
the conduct of thetrid, and/or increasing the risk to subjects.
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411

4111

4.11.2

4.11.3

4.12

Safety Reporting

All serious adverse events (SAES) should be reported immediately to the sponsor
except for those SAEs that the protocol or other document (e.g., Investigator's
Brochure) identifies as not needing immediate reporting. The immediate reports should
be followed promptly by detailed, written reports. The immediate and follow-up reports
should identify subjects by unique code numbers assigned to the trid subjects rather
than by the subjects names, persona identification numbers, and/or addresses. The
investigator should aso comply with the gpplicable regulatory requirement(s) related to
the reporting of unexpected serious adverse drug reactions to the regulatory
authority(ies) and the IRB/IEC.

Adverse events and/or laboratory abnormadities identified in the protocol as critica to
safety evaluations should be reported to the sponsor according to the reporting
requirements and within the time periods specified by the sponsor in the protocal.

For reported deaths, the investigator should supply the sponsor and the IRB/IEC with
any additiond requested information (e.g., autopsy reports and terminal medica
reports).

Premature Termination or Suspension of a Trial

If thetrid is prematurdly terminated or suspended for any reason, the investigator/inditution
should promptly inform the trid subjects, should assure appropriate thergpy and follow-up for
the subjects, and, where required by the applicable regulatory requirement(s), should inform the
regulatory authority(ies). In addition:

412.1

4.12.2

If the investigator terminates or sugpends atrid without prior agreement of the sponsor,
the investigator should inform the ingtitution where gpplicable, and the
investigator/ingtitution should promptly inform the sponsor and the IRB/IEC, and should
provide the sponsor and the IRB/IEC a detailed written explanation of the termination

or suspension.

If the sponsor terminates or suspends atria (see 5.21), the investigator should promptly
inform the indtitution where gpplicable and the investigator/indtitution should promptly
inform the IRB/IEC and provide the IRB/IEC a detailed written explanation of the
termination or suspenson.
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4.12.3 If the IRB/IEC terminates or suspends its approva /favourable opinion of atrid (see

4.13

3.1.2 and 3.3.9), the invedtigator should inform the indtitution where applicable and the
investigator/ingtitution should promptly notify the sponsor and provide the sponsor with
adetailed written explanation of the termination or suspension.

Final Report(s) by Investigator

Upon completion of thetrid, the investigator, where gpplicable, should inform the inditution; the
investigator/ingtitution should provide the IRB/IEC with asummary of the trid's outcome, and
the regulatory authority(ies) with any reports required.

SPONSOR

5.1

511

5.1.2

513

514

5.2

521

Quality Assurance and Quality Control

The sponsor is responsible for implementing and maintaining quaity 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).

The sponsor is respongble for securing agreement from al involved parties to ensure
direct access (see 1.21) to dl trid 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

Quadlity control should be gpplied to each stage of data handling to ensure that dl data
are reliable and have been processed correctly.

Agreements, made by the sponsor with the investigator/ingtitution and any other parties
involved with the dinicd trid, should be in writing, as part of the protocol or in a
separate agreement.

Contract Research Organization (CRO)

A sponsor may transfer any or al of the sponsor'strial-related duties and functionsto a
CRO, but the ultimate respongbility for the qudity and integrity of the trid data aways
resides with the sponsor. The CRO should implement quaity assurance and quality
control.
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5.2.2 Any trid-reated duty and function that is transferred to and assumed by a CRO should
be specified in writing.

5.2.3 Any trid-rdated duties and functions not specifically transferred to and assumed by a
CRO are retained by the sponsor.

5.24 All referencesto a gponsor in this guidance document also apply to a CRO to the
extent that a CRO has assumed the trid related duties and functions of a sponsor.

53 Medical Expertise

The sponsor should designate appropriately qualified medica personnd who will be readily
avallable to advise on trid related medica questions or problems. If necessary, outsde
consultant(s) may be gppointed for this purpose.

54  Trial Design

5.4.1 The sponsor should utilize qudified individuds (e.g. biogtatisticians, dinicd
pharmacologists, and physicians) as appropriate, throughout adl stages of the trid
process, from designing the protocol and CRFs and planning the andyses to andyzing
and preparing interim and find clinicd trid reports.

5.4.2 For further guidance: Clinica Trid Protocol and Protocol Amendment(s) (see 6.), the
ICH Guidance for Sructure and Content of Clinical Sudy Reports and other
appropriate ICH guidance on trid design, protocol and conduct.

55  Trial Management, Data Handling, and Record K egping

5.5.1 The sponsor should utilize gppropriately quaified individuas to supervise the overal
conduct of thetrid, to handle the data, to verify the data, to conduct the Satistical
analyses, and to prepare the tria reports.

5.5.2 The sponsor may condder establishing an independent data-monitoring committee
(IDMC) to assess the progress of aclinical trid, including the safety detaand the
critica efficacy endpoints at intervas, and to recommend to the sponsor whether to
continue, modify, or stop atrid. The IDMC should have written operating procedures
and maintain written records of dl its meetings.
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5.5.3 When using dectronic trid data handling and/or remote eectronic trid data systems, the
sponsor should:

5.54

555

556

5.5.7

@

(b)
(©

(d)

C)

(f)
()

Ensure and document that the electronic data processing system(s) conforms to
the sponsor's established requirements for completeness, accuracy, rdiability,
and congstent intended performance (i.e., vaidetion).

Maintains SOPs for using these systems.

Ensure that the systems are designed to permit data changes in such away that
the data changes are documented and that there is no deletion of entered data
(i.e., maintain an audit trail, detatrail, edit trail).

Maintain a security system that prevents unauthorized access to the data.

Maintain alist of the individuas who are authorized to make data changes (see
4.1.5and 4.9.3).

Maintain adequate backup of the data.

Safeguard the blinding, if any (e.g., maintain the blinding during data entry and
processing).

If data are transformed during processing, it should aways be possible to compare the
origina data and observations with the processed data.

The sponsor should use an unambiguous subject identification code (see 1.58) that
dlows identification of dl the data reported for each subject.

The sponsor, or other owners of the data, should retain al of the sponsor-specific
essentid documents pertaining to thetrid (see 8. Essentid Documents for the Conduct
of aClinicd Trid).

The sponsor should retain al sponsor-specific essentia 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).
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558

559

5.5.10

5511

5.5.12

5.6

5.6.1

5.6.2

If the sponsor discontinues the dlinical development of an investigationd product (i.e.,
for any or al indications, routes of administration, or dosage forms), the sponsor should
maintain al sponsor-specific essential documents for at leest 2 years after forma
discontinuation or in conformance with the applicable regulatory requirement(s).

If the sponsor discontinues the clinica development of an investigationd product, the
sponsor should notify dl thetrid investigators/ingtitutions and dl the regulatory
authorities.

Any transfer of ownership of the data should be reported to the appropriate
authority(ies), as required by the gpplicable regulatory requirement(s).

The sponsor-specific essentia documents should be retained until at least 2 years after
the last gpprova of amarketing application in an ICH region and until there are no
pending or contemplated marketing applicationsin an ICH region or &t least 2 years
have elgpsed since the forma discontinuation of clinica development of the
investigationd product. These documents should be retained for alonger period
however if required by the gpplicable regulatory requirement(s) or if needed by the
SPONSO.

The sponsor should inform the investigator(s)/inditution(s) in writing of the need for
record retention and should natify the investigator(s)/ingtitution(s) in writing when the
trid related records are no longer needed.

Investigator Selection

The sponsor is respongble for selecting the investigator(s)/indtitution(s). Each
investigator should be qudified by training and experience and should have adequate
resources (see 4.1, 4.2) to properly conduct the trial for which the investigator is
selected. If organization of a coordinating committee and/or selection of coordinating
investigator(s) are to be utilized in multicentre trids, their organization and/or sdlection
are the sponsor's responsibility.

Before entering an agreement with an investigator/inditution to conduct atrid, the
gponsor should provide the investigator(s)/ingtitution(s) with the protocol and an up-to-
date Investigator's Brochure, and should provide sufficient time for the
investigator/ingitution to review the protocol and the information provided.
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5.6.3 The sponsor should obtain the investigator's/ingtitution’s agreement:

@

(b)
(©)
(d)

to conduct thetria in compliance with GCP, with the gpplicable regulatory
requirement(s) (see 4.1.3), and with the protocol agreed to by the sponsor and
given gpprova/favourable opinion by the IRB/IEC (see 4.5.1);

to comply with procedures for data recording/reporting;
to permit monitoring, auditing and ingpection (see 4.1.4) and
to retain the trid related essentid documents until the sponsor informs the

investigator/ingtitution these documents are no longer needed (see 4.9.4 and
5.5.12).

The sponsor and the investigator/ingtitution should sign the protocol, or an dternaive
document, to confirm this agreement.

5.7  Allocation of Responsibilities

Prior to initiating atrid, the sponsor should define, establish, and dlocate dl tria-reated

respongbilities.

5.8  Compensation to Subjectsand Investigators

5.8.1 If required by the applicable regulatory requirement(s), the sponsor should provide
insurance or should indemnify (legd and financid coverage) the investigetor/the
indtitution againgt clams arigng from the trid, except for damsthat arise from
mal practice and/or negligence.

5.8.2 The sponsor's policies and procedures should address the costs of treatment of trial
subjectsin the event of trid-related injuries in accordance with the gpplicable regulatory
requirement(s).

5.8.3 Whentrid subjects receive compensation, the method and manner of compensation
should comply with gpplicable regulatory requirement(s).

59  Financing

The financid aspects of thetria should be documented in an agreement between the sponsor
and the invegtigator/inditution.
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5.10 Notification/Submission to Regulatory Authority(ies)

Before initiating the clinical trid(s), the sponsor (or the sponsor and the investigator, if required
by the applicable regulatory requirement(s)) should submit any required application(s) to the
appropriate authority(ies) for review, acceptance, and/or permission (as required by the
gpplicable regulatory requirement(s))to begin the tria(s). Any notification/submission should be
dated and contain sufficient informetion to identify the protocol.

5.11 Confirmation of Review by IRB/IEC
5.11.1 The sponsor should obtain from the invetigator/inditution:
@ The name and address of the investigator'singtitution's IRB/IEC.

(b) A statement obtained from the IRB/IEC that it is organized and operates
according to GCP and the gpplicable laws and regulations.

(© Documented IRB/IEC approval/favourable opinion and, if requested by the
sponsor, acurrent copy of protocol, written informed consent form(s) and any
other written information to be provided to subjects, subject recruiting
procedures, and documents related to payments and compensation available to
the subjects, and any other documents that the IRB/IEC may have requested.

5.11.2 If the IRB/IEC conditionsits gpprova/favourable opinion upon change(s) in any aspect
of thetrid, such as modification(s) of the protocol, written informed consent form and
any other written information to be provided to subjects, and/or other procedures, the
sponsor should obtain from the investigator/ingtitution a copy of the modification(s)
made and the date approva/favourable opinion was given by the IRB/IEC.

5.11.3 The sponsor should obtain from the investigator/ingtitution documentation and dates of
any IRB/IEC re-gpprova gre-eva uations with favourable opinion, and of any
withdrawals or suspensons of gpprova/favourable opinion.
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5.12

5.12.1

5.12.2

5.13

5131

5.13.2

5.13.3

5.13.4

5.13.5

I nformation on Investigational Product(s)

When planning trids, the sponsor should ensure that sufficient safety and efficacy data
from nonclinica studies and/or clinicd trids are available to support human exposure by
the route, a the dosages, for the duration, and in the tria population to be studied.

The sponsor should update the Investigator's Brochure as significant new information
becomes available (see 7. Investigator's Brochure).

Manufacturing, Packaging, L abeling, and Coding Investigational Product(s)

The sponsor should ensure thet the investigationa product(s) (including active
comparator(s) and placebo, if gpplicable) is characterized as appropriate to the stage of
development of the product(s), is manufactured in accordance with any applicable
GMP, and is coded and labelled in a manner that protects the blinding, if gpplicable. In
addition, the labelling should comply with gpplicable regulatory requirement(s).

The sponsor should determine, for the investigational product(s), acceptable storage
temperatures, storage conditions (e.g., protection from light), storage times,
recondtitution fluids and procedures, and devices for product infusion, if any. The
gponsor should inform dl involved parties (e.g., monitors, investigators, pharmacists,
storage managers) of these determinations.

The investigationa product(s) should be packaged to prevent contamination and
unacceptable deterioration during transport and storage.

In blinded trids, the coding system for the investigationd product(s) should include a
mechanism that permits rgpid identification of the product(s) in case of amedica
emergency, but does not permit undetectable breaks of the blinding.

If Sgnificant formulation changes are made in the investigationd or comparator
product(s) during the course of clinica development, the results of any additiona
gudies of the formulated product(s) (e.g., Stability, dissolution rate, bicavailability)
needed to assess whether these changes would significantly alter the pharmacokinetic
profile of the product should be available prior to the use of the new formulation in
dinicd trids.
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5.14

5.14.1

5.14.2

5.14.3

5.14.4

5.14.5

Supplying and Handling I nvestigational Product(s)

The sponsor is responsible for supplying the investigator(s)/indtitution(s) with the
investigationd product(s).

The sponsor should not supply an investigator/ingtitution with the investigationa
product(s) until the sponsor obtains dl required documentation (e.g.,
gpprova/favourable opinion from IRB/IEC and regulatory authority(ies)).

The sponsor should ensure that written procedures include ingtructions that the
investigator/inditution should follow for the handling and storage of investigationd
product(s) for the trid and documentation thereof. The procedures should address
adequate and safe receipt, handling, storage, dispensing, retrieva of unused product
from subjects, and return of unused investigational product(s) to the sponsor (or
dternative digpostion if authorized by the sponsor and in compliance with the
applicable regulatory requirement(s)).

The sponsor should:
@ Ensure timdy ddivery of investigationd product(s) to the investigator(s).

(b) Maintain records that document shipment, receipt, dispogition, return, and
destruction of the investigationa product(s) (see 8. Essentid Documents for the
Conduct of aClinica Trid).

(© Maintain a system for retrieving investigationa products and documenting this
retrievd (e.g., for deficient product recall, reclaim after trial completion, expired
product reclaim).

(d) Maintain asystem for the position of unused investigationa product(s) and for
the documentation of this digposition.

The sponsor should:

@ Take sepsto ensure that the investigational product(s) are stable over the
period of use.

(b) Maintain sufficient quantities of the investigationd product(s) used in the tridsto
reconfirm specifications, should this become necessary, and maintain records of
batch sample andyses and characterigtics. To the extent stability permits,

1997



Health Canada Good Clinical Practice: Consolidated Guideline
Guidance for Industry ICH Topic E6

samples should be retained either until the andyses of thetrid data are
complete or as required by the applicable regulatory requirement(s), whichever
represents the longer retention period.

5.15 Record Access

5.15.1 The sponsor should ensure that it is specified in the protocol or other written agreement
that the investigator(s)/ingtitution(s) provide direct access to source data/documents for
tria-related monitoring, audits, IRB/IEC review, and regulatory inspection.

5.15.2 The sponsor should verify that each subject has consented, in writing, to direct access
to hisher origina medica records for trid-related monitoring, audit, IRB/IEC review,

and regulatory ingpection.
5.16 Safety Information

5.16.1 The sponsor is responsible for the ongoing safety evauation of the investigationa
product(s).

5.16.2 The sponsor should promptly notify al concerned investigator(s)/ingtitution(s) and the
regulatory authority(ies) of findings that could affect adversdly the safety of subjects,
impact the conduct of thetria, or dter the IRB/IEC's approval/favourable opinion to
continue the trid.

5.17 Adverse Drug Reaction Reporting

5.17.1 The sponsor should expedite the reporting to al concerned investigator(s)/ingtitution(s),
to the IRB(S)/IEC(s), where required, and to the regulatory authority(ies) of al adverse
drug reactions (ADRs) that are both serious and unexpected.

5.17.2 Such expedited reports should comply with the gpplicable regulatory requirement(s)
and with the ICH Guidance for Clinical Safety Data Management: Definitions and
Sandards for Expedited Reporting.

5.17.3 The sponsor should submit to the regulatory authority(ies) dl safety updates and
periodic reports, as required by applicable regulatory requirement(s).
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5.18 Monitoring

5.18.1 Purpose
The purposes of trid monitoring are to verify that:
@ The rights and well-being of human subjects are protected.

(b) The reported trid data are accurate, complete, and verifiable from source
documents.

(© The conduct of thetrid isin compliance with the currently gpproved
protocol/amendment(s), with GCP, and with the gpplicable regulatory
requirement(s).

5.18.2 Selection and Qualifications of Monitors
@ Monitors should be appointed by the sponsor.

(b) Monitors should be appropriately trained, and should have the scientific and/or
clinica knowledge needed to monitor the trid adequately. A monitor's
qualifications should be documented.

(© Monitors should be thoroughly familiar with the investigationd product(s), the
protocol, written informed consent form and any other written information to be
provided to subjects, the sponsor's SOPs, GCP, and the applicable regulatory
requirement(s).

5.18.3 Extent and Nature of Monitoring

The sponsor should ensure thet 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 congderations such as the
objective, purpose, design, complexity, blinding, size, and endpoints of thetrid. In
generd there is a need for on-gte monitoring, before, during, and after the trid;
however in exceptiond circumstances the sponsor may determine that centrd
monitoring in conjunction with procedures such as investigators training and meetings,
and extengve written guidance can assure gppropriate conduct of thetrid in
accordance with GCP. Statigticaly controlled sampling may be an acceptable method
for sdlecting the data to be verified.
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5.18.4 Monitor's Responsibilities

The monitor(s) in accordance with the sponsor's requirements should ensure that the
trid is conducted and documented properly by carrying out the following activities
when relevant and necessary to thetrid and the trid gte:

@

(b)

(©)

(d)

C)

Acting as the main line of communication between the sponsor and the
investigator.

Verifying that the investigator has adequate qudifications and resources (see
4.1, 4.2, 5.6) and remain adequate throughout the trid period, that facilities,
including laboratories, equipment, and staff, are adequate to safely and properly
conduct the trid and remain adequate throughout the trid period.

Verifying, for the investigationa product(s):

0] That storage times and conditions are acceptable, and that supplies are
sufficient throughout the trid.

(i) That the investigationa product(s) are supplied only to subjects who
aredigibleto recaveit and a the protocol specified dose(s).

(i)  That subjects are provided with necessary ingtruction on properly using,
handling, storing, and returning the investigationa product(s).

(iv)  That the recaipt, use, and return of the investigational product(s) at the
trid dtes are controlled and documented adequately.

V) That the digposition of unused investigationd product(s) at the trid sites
complies with applicable regulatory requirement(s) and isin accordance
with the sponsor.

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

Verifying that written informed consent was obtained before each subject's
participation in thetrid.
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®

()

)

0]
1)
(k)

0

(m)

Ensuring that the investigator receives the current Investigator's Brochure, al
documents, and al tria supplies needed to conduct the trial properly and to
comply with the gpplicable regulatory requirement(s).

Ensuring that the investigator and the investigator's trid staff are adequately
informed about thetrid.

Verifying thet the investigator and the investigator's trid staff are performing the
gpecified trid functions, in accordance with the protocol and any other written
agreement between the sponsor and the investigator/ingtitution, and have not
delegated these functions to unauthorized individuas.

Verifying that the investigator is enrolling only digible subjects.
Reporting the subject recruitment rete.

Verifying that source documents and other tria records are accurate, complete,
kept up-to-date and maintained.

Verifying that the investigator provides dl the required reports, notifications,
gpplications, and submissions, and that these documents are accurate,
complete, timely, legible, dated, and identify thetrid.

Checking the accuracy and completeness of the CRF entries, source
documents and other trial-related records against each other. The monitor
specificaly should verify that:

0] The data required by the protocol are reported accurately on the CRFs
and are cong stent with the source documents.

(i) Any dose and/or therapy modifications are well documented for each
of thetrid subjects.

(i)  Adverse events, concomitant medications and intercurrent illnesses are
reported in accordance with the protocol on the CRFs.

(iv)  Vidtsthat the subjectsfail to make, tests that are not conducted, and

examinations that are not performed are clearly reported as such on the
CRFs.
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)

(0)

(P)

(@

V) All withdrawas and dropouts of enrolled subjects from the trid are
reported and explained on the CRFs.

Informing the investigator of any CRF entry error, omisson, or illegibility. The

monitor 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 investigator'strid staff who is authorized to initid CRF changes
for the investigator. This authorization should be documented.

Determining whether &l adverse events (AES) are appropriately reported within
the time periods required by GCP, the protocoal, the IRB/IEC, the sponsor, and
the gpplicable regulatory requirement(s).

Determining whether the investigator is maintaining the essential documents (see
8. Essentid Documents for the Conduct of aClinicd Trid).

Communicating deviations from the protocol, SOPs, GCP, and the gpplicable
regulatory requirements to the investigator and taking appropriate action
designed to prevent recurrence of the detected deviations.

5.18.5 Monitoring Procedures

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

5.18.6 Monitoring Report

@

(b)

(©

The monitor should submit awritten report to the sponsor after each trid-site
vigt or trid-rdated communication.

Reports should include the date, Ste, name of the monitor, and name of the
investigator or other individual (s) contacted.

Reports should include a summary of what the monitor reviewed and the
monitor's statements concerning the sgnificant findings/facts, deviations and
deficiencies, conclusions, actions taken or to be taken and/or actions
recommended to secure compliance.
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(d) The review and follow-up of the monitoring report with the sponsor should be
documented by the sponsor's designated representative.

519 Audit

If or when sponsors perform audits, as part of implementing quality assurance, they should
congder:

5.19.1 Purpose

The purpose of a gponsor's audit, which is independent of and separate from routine
monitoring or quaity control functions, should be to evduate trid conduct and
compliance with the protocol, SOPs, GCP, and the applicable regulatory requirements.

5.19.2 Selection and Qualification of Auditors

@ The sponsor should gppoint individuas, who are independent of the clinical
trias/systems, to conduct audits.

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

5.19.3 Auditing Procedures

@ The sponsor should ensure that the auditing of dinicd trids/'sysemsis
conducted in 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.

(b) The sponsor's audit plan and procedures for atrial audit should be guided by
the importance of the trid to submissions to regulatory authorities, the number
of subjectsin thetrid, the type and complexity of thetrid, the level of risksto
thetrid subjects, and any identified problem(s).

(© The observations and findings of the auditor(s) should be documented.
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(d) To preserve the independence and vaue of the audit function, the regulatory
authority(ies) should not routingly request the audit reports. Regulatory
authority(ies) may seek access to an audit report on a case by case basis when
evidence of serious GCP non-compliance exigts, or in the course of lega
proceedings.

(e When required by applicable law or regulation, the sponsor should provide an
audit certificate.

5.20 Noncompliance

5.20.1 Noncompliance with the protocol, SOPs, GCP, and/or applicable regulatory
requirement(s) by an investigator/ingtitution, or by member(s) of the sponsor's staff
should lead to prompt action by the sponsor to secure compliance.

5.20.2 If the monitoring and/or auditing identifies serious and/or persstent noncompliance on
the part of an investigator/ingtitution, the ponsor should terminate the
invesigator'sinditution's participation in the trid. When an investigator'singtitution's
participation is terminated because of noncompliance, the sponsor should notify
promptly the regulatory authority(ies).

521 Premature Termination or Suspension of a Trial

If atrid is prematurely terminated or sugpended, the sponsor should promptly inform the
investigators/ingtitutions, and the regulatory authority(ies) of the termination or suspension and
the reason(s) for the termination or suspension. The IRB/IEC should aso be informed promptly
and provided the reason(s) for the termination or suspension by the sponsor or by the
investigator/inditution, as specified by the applicable regulatory requirement(s).

5.22 Clinical Trial/Study Reports

Whether thetrid is completed or prematurely terminated, the sponsor should ensure that the
clinica trid reports are prepared and provided to the regulatory agency(ies) as required by the
gpplicable regulatory requirement(s). The sponsor should aso ensure thet the clinical tria
reports in marketing applications meet the sandards of the ICH Guidance for Sructure and
Content of Clinical Sudy Reports (NOTE: The ICH Guidance for Structure and Content
of Clinical Sudy Reports specifies that abbreviated sudy reports may be acceptable in certain
cases.)
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6.

523 Multicentre Trials
For multicentre trid's, the sponsor should ensure that:

5.23.1 All invegtigators conduct the trid in strict compliance with the protocol agreed to by the

sponsor and, if required, by the regulatory authority(ies), and given approval/favourable
opinion by the IRB/IEC.

5.23.2 The CRFsare designed to capture the required data at dl multicentre trial sites. For
those investigators who are collecting additiona data, supplemental CRFs should also
be provided that are designed to capture the additional data.

5.23.3 Theresponghilities of coordinating investigator(s) and the other participating
investigators are documented prior to the start of thetrid.

5.23.4 All invedtigators are given ingtructions on following the protocol, on complying with a
uniform set of standards for the assessment of clinica and laboratory findings, and on
completing the CRFs.

5.23.5 Communication between investigatorsis facilitated.

CLINICAL TRIAL PROTOCOL AND PROTOCOL AMENDMENT(S)

The contents of atria protocol should generdly include the following topics. However, Site specific
information may be provided on separate protocol page(s), or addressed in a separate agreement, and
some of theinformation listed below may be contained in other protocol referenced documents, such as
an Investigator's Brochure.

6.1 Genera Information

6.1.1 Protocal title, protocol identifying number, and date. Any amendment(s) should aso
bear the amendment number(s) and date(s).

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

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

6.1.4 Name, title, address, and telephone number(s) of the sponsor's medical expert (or
dentist when agppropriate) for the trid.
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6.1.5 Nameandtitle of the investigator(s) who is (are) responsible for conducting the trid,
and the address and telephone number(s) of the trid Site(s).

6.1.6 Name, title, address, and telephone number(s) of the quaified physician (or dentist, if
gpplicable), who isresponsible for dl trid-site related medical (or dental) decisons (if
other than investigator).

6.1.7 Name(s) and address(es) of the clinical laboratory(ies) and other medica and/or
technica department(s) and/or inditutionsinvolved in thetrid.

6.2  Background Information

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

6.2.2 A summary of findings from nondinica studiesthat potentidly have dinica sgnificance
and from dlinical tridsthet are relevant to the trid.

6.2.3 Summary of the known and potentid risks and benefits, if any, to human subjects.

6.2.4 Desription of and judtification for the route of adminigtration, dosage, dosage regimen,
and treatment period(s).

6.2.5 A daement that the trid will be conducted in compliance with the protocol, GCP and
the applicable regulatory requirement(s).

6.2.6 Description of the population to be studied.

6.2.7 Referencesto literature and data that are relevant to the trid, and that provide
background for the trid.

6.3  Trial Objectivesand Purpose

A detailed description of the objectives and the purpose of the trid.

6.4

Trial Design

The stientific integrity of the trid and the credibility of the data from thetrid depend
subgtantialy on thetrid design. A description of the trid design, should include:

6.4.1

A specific statement of the primary endpoints and the secondary endpoints, if any, to be
measured during thetrid.
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6.4.2

6.4.3

6.4.4

6.4.5

6.4.6

6.4.7

6.4.8

6.4.9

6.5

6.5.1

6.5.2

6.5.3

A description of the type/design of tria to be conducted (e.g., double-blind, placebo-
controlled, pardld design) and a schematic diagram of trid design, procedures and
stages.

A description of the measures taken to minimize/avoid bias, including:

@ Randomization.

(b) Blinding.

A description of thetrid trestment(s) and the dosage and dosage regimen of the
investigationd product(s). Also include a description of the dosage form, packaging,
and labelling of the investigationd product(s).

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

A description of the "stopping rules’ or "discontinuetion criterid’ for individua subjects,
patsof trid and entiretrid.

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

Maintenance of trid treatment randomization codes and procedures for breaking codes.

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.

Sdlection and Withdrawal of Subjects
Subject incluson criteria
Subject excluson criteria.

Subject withdrawd criteria (i.e., terminating investigationa product trestment/tria
trestment) and procedures specifying:

@ When and how to withdraw subjects from the trid/ investigationa product
treatment.
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6.6

6.6.1

6.6.2

6.6.3

6.7

6.7.1

6.7.2

6.8

6.8.1

6.8.2

6.8.3

6.8.4

6.9

6.9.1

(b) The type and timing of the data to be collected for withdrawn subjects.
(© Whether and how subjects are to be replaced.

(d) The follow-up for subjects withdrawn from investigationa product
trestment/trid trestment.

Treatment of Subjects

The trestment(s) to be administered, including the name(s) of al the product(s), the
dosx(s), the dosing schedule&(s), the route/mode(s) of administration, and the treatment
period(s), including the follow-up period(s) for subjects for each investigationa product
trestment/tria trestment group/arm of the trid.

Medi cation(s)/trestment(s) permitted (including rescue medication) and not permitted
before and/or during the tridl.

Procedures for monitoring subject compliance.

Assessment of Efficacy

Specification of the efficacy parameters.

Methods and timing for assessing, recording, and andysing of efficacy parameters.
Assessment of Safety

Specification of safety parameters.

The methods and timing for assessing, recording, and andysing safety parameters.

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

The type and duration of the follow-up of subjects after adverse events.
Statistics

A description of the statistical methods to be employed, including timing of any planned
interim anays (ses).
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6.9.2 The number of subjects planned to be enralled. In multicentre trids, the numbers of
enrolled subjects projected for each trid site should be specified. Reason for choice of
sample size, including reflections on (or caculations of) the power of thetrid and
dinicd judtification.

6.9.3 Theleve of Sgnificance to be used.

6.9.4 Criteriafor the termination of thetrid.

6.9.5 Procedure for accounting for missing, unused, and spurious data.

6.9.6 Proceduresfor reporting any deviation(s) from the origina datistical plan (any
deviation(s) from the origina gatistica plan should be described and judtified in
protocol and/or in the final report, as appropriate).

6.9.7 The sdection of subjectsto be included in the andyses (e.g., al randomized subjects,
al dosed subjects, dl digible subjects, evauable subjects).

6.10 Direct Accessto Source Data/Documents

The sponsor should ensure that it is specified in the protocol or other written agreement that the
investigator(s)/ingtitution(s) will permit trial-related monitoring, audits, IRB/IEC review, and
regulatory ingpection(s), providing direct access to source data/documents.

6.11 Quality Control and Quality Assurance Procedures

6.12 Ethics

Description of ethical consderations rdating to the trid.

6.13 DataHandling and Record Keeping

6.14 Financing and Insurance

Financing and insurance if not addressed in a separate agreement.

6.15 Publication Policy

Publication policy, if not addressed in a separate agreement.

46

1997



Health Canada Good Clinical Practice: Consolidated Guideline
Guidance for Industry ICH Topic E6

6.16 Supplements

(NOTE: Since the protocol and the clinicd tria/study report are closaly rdated, further relevant
information can be found in the ICH Guidance for Structure and Content of Clinical Sudy
Reports)

INVESTIGATOR'SBROCHURE
7.1 I ntroduction

The Investigator's Brochure (IB) is a compilation of the clinica and nonclinica data on the
investigationa product(s) that are relevant to the study of the product(s) in human subjects. Its
purpose is to provide the investigators and othersinvolved in the trid with the information to
facilitete their understanding of the rationae for, and their compliance with, many key fegtures
of the protocol, such as the dose, dose frequency/interva, methods of administration: and safety
monitoring procedures. The IB dso provides insight to support the clinica management of the
study subjects during the course of the clinicd trid. The information should be presented in a
concise, smple, objective, balanced, and non-promotiona form that enables a clinician, or
potentia investigator, to understand it and make higher own unbiased risk-benefit assessment
of the gppropriateness of the proposed trid. For this reason, amedicaly quaified person
should generdly participate in the editing of an IB, but the contents of the IB should be
approved by the disciplines that generated the described data.

This guidance delinegtes the minimum informeation that should be included in an 1B and provides
suggestionsfor its layout. It is expected thet the type and extent of information available will
vary with the stage of development of the investigationd product. If the investigationa product
is marketed and its pharmacology iswiddy understood by medicd practitioners, an extensve
IB may not be necessary. Where permitted by regulatory authorities, abasic product
information brochure, package |esflet, or [abdling may be an gppropriate dternative, provided
that it includes current, comprehensive, and detailed information on al aspects of the
investigationd product that might be of importance to the investigator. If amarketed product is
being studied for anew use (i.e, anew indication), an 1B specific to that new use should be
prepared. The IB should be reviewed at least annudly and revised as necessary in compliance
with a sponsor's written procedures. More frequent revision may be appropriate depending on
the stage of development and the generation of rdlevant new information. However, in
accordance with Good Clinica Practice, relevant new information may be so important that it
should be communicated to the investigators, and possibly to the Ingtitutiond Review Boards
(IRBs)/Independent Ethics Committees (IECs) and/or regulatory authorities beforeit is
included in arevised IB.
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Generdly, the sponsor is responsible for ensuring that an up-to-date IB is made available to the
investigator(s) and the investigators are respongible for providing the up-to-date IB to the
responsible IRBY/IECs. In the case of an investigator sponsored trid, the sponsor-investigator
should determine whether a brochure is availlable from the commercid manufacturer. If the
investigationa product is provided by the sponsor-investigator, then he or she should provide
the necessary information to the trial personndl. In cases where preparation of aforma IB is
impractical, the sponsor-investigator should provide, as a substitute, an expanded background
information section in thetrid protocol that contains the minimum current information described
in this guidance.

7.2 General Considerations
The IB should include:
7.2.1 Title Page

This should provide the sponsor's name, the identity of each investigational product
(i.e., research number, chemical or gpproved generic name, and trade name(s) where
legdly permissible and desired by the sponsor), and the release date. It isaso
suggested that an edition number, and a reference to the number and date of the edition
it supersedes, be provided. An exampleis given in Appendix 1.

7.2.2 Confidentiality Statement
The sponsor may wish to include a satement ingtructing the investigator/recipients to
treet the IB as a confidentid document for the sole information and use of the
investigator's team and the IRB/IEC.

7.3  Contentsof the Investigator's Brochure

The IB should contain the following sections, each with literature references where gppropriae:

7.3.1 Table of Contents

An example of the Table of Contentsis given in Appendix 2
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7.3.2 Summary

A brief summary (preferably not exceeding two pages) should be given, highlighting the
ggnificant physica, chemica, pharmaceutica, pharmacologica, toxicologicd,
pharmacokinetic, metabolic, and dinicd information available that is rdevant to the
gage of clinica development of the investigationa product.

7.3.3 Introduction

A brief introductory statement should be provided that contains the chemica name (and
generic and trade name(s) when approved) of the investigational product(s), dl active
ingredients, the investigationa product'(S) pharmacological class and its expected
position within this class (e.g., advantages), the rationde for performing research with
the investigationd product(s), and the anticipated prophylactic, thergpeutic, or
diagnogtic indication(s). Findly, the introductory statement should provide the generd
gpproach to be followed in evaluating the investigationa product.

7.3.4 Physical, Chemical, and Pharmaceutical Properties and Formulation

A description should be provided of the investigational product substance(s) (including
the chemical and/or structura formula(e)), and a brief summary should be given of the
relevant physical, chemica, and pharmaceutica properties.

To permit appropriate safety measures to be taken in the course of thetrid, a
description of the formulation(s) to be used, including excipients, should be provided
and judtified if dinicaly rdlevant. Indructions for the storage and handling of the dosage
form(s) should aso be given.

Any gructural smilarities to other known compounds should be mentioned.
7.3.5 Nonclinical Studies
Introduction:

The results of al rdlevant nonclinical pharmacology, toxicology, pharmacokinetic, and
investigationa product metabolism studies should be provided in summary form. This
summary should address the methodology used, the results, and a discussion of the
relevance of the findings to the investigated therapeutic and the possible unfavourable
and unintended effects in humans.
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The information provided may include the following, as appropriate, if
known/available:

. Speciestested
. Number and sex of animalsin each group

. Unit dose (e.g., milligram/kilogram (mg/kg))

. Doseinterva

. Route of administration

. Duration of dosing

. Information on systemic distribution
. Duration of post-exposure follow-up

. Reaults, including the following aspects.

. Nature and frequency of pharmacological or toxic effects
. Severity or intengty of pharmacologicd or toxic effects

. Time to onset of effects

. Revershility of effects

. Duration of effects

. Dose response

Tabular format/ligtings should be used whenever possible to enhance the darity of the
presentation.

The following sections should discuss the most important findings from the sudies,
including the dose response of observed effects, the relevance to humans, and any
agpects to be studied in humans. If gpplicable, the effective and nontoxic dose findings
in the same anima species should be compared (i.e., the thergpeutic index should be
discussed). The relevance of this information to the proposed human dosing should be
addressed. Whenever possible, comparisons should be made in terms of blood/tissue
levelsrather than on amg/kg basis.
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@ Nonclinical Pharmacology

A summary of the pharmacologica aspects of the investigationa product and, where
appropriate, its sgnificant metabolites sudied in animals, should be included. Such a
summary should incorporate studies that assess potential thergpeutic activity (e.g.,
efficacy modds, receptor binding, and specificity) aswell as those that assess safety
(e.g., specid studies to assess pharmacological actions other than the intended
therapeutic effect(s)).

(b) Pharmacokinetics and Product Metabolismin Animals

A summary of the pharmacokinetics and biological transformation and disposition of the
investigationa product in al species studied should be given. The discusson of the
findings should address the aosorption and the loca and systemic bioavailability of the
investigationd product and its metabolites, and their relationship to the pharmacol ogica
and toxicologica findingsin anima species.

(© Toxicology

A summary of the toxicologica effects found in relevant studies conducted in different
anima species should be described under the following headings where appropriate:

. Single dose

. Repeated dose

. Carcinogenicity

. Specid dudies (e.g., irritancy and sengtisation)
. Reproductive toxicity

. Genatoxicity (mutagenicity)

7.3.6 Effectsin Humans

Introduction:

A thorough discussion of the known effects of the investigationa product(s) in humans
should be provided, including information on pharmacokinetics, metabolism,

pharmacodynamics, dose response, safety, efficacy, and other pharmacological
activities Where possible, a summary of each completed dlinicd trid should
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be provided. Information should aso be provided regarding results of any use of the
investigationa product(s) other than from clinical trids, such as from experience during
marketing.

@ Pharmacokinetics and Product Metabolism in Humans

A summary of information on the pharmacokinetics of the investigationa product(s)
should be presented, including the following, if available:

. Pharmacokinetics (including metabolism, as gppropriate, and absorption,
plasma protein binding, distribution, and diminetion).

. Bioavailability of theinvestigationa product (absolute, where possible, and/or
relative) usng a reference dosage form.

. Population subgroups (e.g., gender, age, and impaired organ function).

. Interactions (e.g., product-product interactions and effects of food).

. Other pharmacokinetic data (e.g., results of population studies performed
within dinicd trid(s).

(b) Safety and Efficacy

A summary of information should be provided about the investigationd
product's/products (including metabolites, where appropriate) safety,
pharmacodynamics, efficacy, and dose response that were obtained from preceding
trids in humans (hedthy volunteers and/or patients). The implications of this informetion
should be discussed. In cases where a number of clinica trids have been completed,
the use of summaries of safety and efficacy across multiple trids by indicationsin
subgroups may provide a clear presentation of the data. Tabular summaries of adverse
drug reactionsfor dl the dinica trids (including those for dl the sudied indications)
would be useful. Important differences in adverse drug reaction patterns/incidences
across indications or subgroups should be discussed.

The IB should provide a description of the possible risks and adverse drug reactions to
be anticipated on the basis of prior experiences with the product under investigation and
with related products. A description should aso be provided of the precautions or
gpecid monitoring to be done as part of the investigational use of the product(s).
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(© Marketing Experience

The IB should identify countries where the investigationa product has been marketed or
gpproved. Any sgnificant information arising from the marketed use should be
summarised (e.g., formulations, dosages, routes of adminisiration, and adverse product
reactions). The IB should dso identify al the countries where the investigationd product
did not receive gpprova/registration for marketing or was withdrawn from
marketing/regigtration.

7.3.7 Summary of Data and Guidance for the I nvestigator

This section should provide an overdl discussion of the nondlinica and clinica deta, and
should summarise the information from various sources on different aspects of the
investigationa product(s), wherever possible. In thisway, the investigator can be
provided with the most informative interpretation of the available data.and with an
assessment of the implications of the information for future dlinica trids.

Where appropriate, the published reports on related products should be discussed.

This could help the investigator to anticipate adverse drug reactions or other problems
indinicd trids.

Theoverall aim of this section isto providetheinvestigator with a clear

under standing of the possible risks and adver se reactions, and of the specific
tests, observations, and precautionsthat may be needed for aclinical trial. This
under standing should be based on the available physical, chemical,

phar maceutical, pharmacological, toxicological, and clinical information on the
investigational product(s). Guidance should also be provided to the clinical
investigator on the recognition and treatment of possible over dose and adverse
drug reactionsthat isbased on previous human experience and on the

phar macology of theinvestigational product.
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7.4  Appendix 1. Title Page (Example)
SPONSOR'SNAME

Product:

Research Number:

Name(s): Chemicd, Generic (if approved)

Trade Name(s) (if legally permissible and desired by the sponsor)

INVESTIGATOR'SBROCHURE
Edition Number:

Rdease Date:

Replaces Previous Edition Number:

Date:

7.5 Appendix 2. Tableof Contentsof Investigator's Brochure (Example)
. Confidentidity Statement (optiond)

. Signature Page (optiond)

1 Table of Contents

2 Summary

3 Introduction

4 Physicad, Chemical, and Pharmaceutical Properties and Formulation

5 Nondinicd Studies
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5.1  Nondinica Pharmacology
5.2  Pharmacokinetics and Product Metabolism in Animals
5.3  Toxicology
6 Effectsin Humans
6.1  Phamacokinetics and Product Metabolism in Humans
6.2  Sdfety and Efficacy
6.3  Marketing Experience
7 Summary of Data and Guidance for the Investigator
NB: Referenceson 1. Publications
2. Reports

These references should be found at the end of each chapter

Appendices (if any)
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8. ESSENTIAL DOCUMENTSFOR THE CONDUCT OF A CLINICAL TRIAL
8.1 Introduction

Essential Documents are those documents which individualy and collectively permit evauation of the conduct of atrid and the
qudity of the data produced. These documents serve to demonstrate the compliance of the investigator, sponsor and monitor with
the standards of Good Clinical Practice and with al applicable regulatory requirements.

Essentid Documents aso serve a number of other important purposes. Filing essential documents at the investigator/indtitution
and sponsor Stesin atimey manner can greatly assgt in the successful management of atrid by the investigator, sponsor and
monitor. These documents are aso the ones which are usudly audited by the sponsor's independent audit function and inspected
by the regulatory authority(ies) as part of the process to confirm the vdidity of the trid conduct and the integrity of data collected.

The minimum ligt of essentid documents which has been developed follows. The various documents are grouped in three
sections according to the stage of the trid during which they will normaly be generated: 1) before the clinical phase of the trid
commences, 2) during the clinica conduct of the trid, and 3) after completion or termination of thetrid. A description is given of
the purpose of each document, and whether it should be filed in ether the investigator/ingtitution or sponsor files, or both. It is
acceptable to combine some of the documents, provided the individua elements are reedily identifiable.

Trid master files should be established at the beginning of the trid, both at the investigator/ingtitution's Site and at the sponsor's
office. A find close-out of atria can only be done when the monitor has reviewed both investigator/ingtitution and sponsor files
and confirmed that al necessary documents are in the appropriate files.

Any or dl of the documents addressed in this guidance may be subject to, and should be available for, audit by the sponsor's
auditor and ingpection by the regulatory authority(ies).
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8.2  BeforetheClinical Phase of the Trial Commences
During this planning stage the following documents should be generated and should be on file before the trid formaly sarts

Title of Document Purpose Located in Files of

Investigator/ Sponsor

Institution
8.2.1 INVESTIGATOR'SBROCHURE To document that relevant and current scientific X X
information about the investigational product
has been provided to the investigator
8.2.2 SIGNED PROTOCOL AND AMENDMENTS, To document investigator and sponsor X X
IF ANY, AND SAMPLE CASE REPORT agreement to the protocol/amendment(s) and
FORM (CRF) CRF
8.2.3 INFORMATION GIVEN TO TRIAL
SUBJECT
-INFORMED CONSENT FORM To document the informed consent X X
(including all applicable translations)
-ANY OTHER WRITTEN INFORMATION To document that subjects will be given X X
appropriate written information (content and
wording) to support their ability to give fully
informed consent
-ADVERTISEMENT FOR SUBJECT To document that recruitment measures are X
RECRUITMENT (if used) appropriate and not coercive
8.24 FINANCIAL ASPECTSOF THE TRIAL To document the financial agreement between X X
the investigator/institution and the sponsor for
thetrial
8.25 INSURANCE STATEMENT To document that compensation to subject(s) for X X
(where required) trid-related injury will be available

1997 57



Health Canada
Guidance for Industry

Title of Document

8.2.6 SIGNED AGREEMENT BETWEEN

8.2.7

8.2.8

INVOLVED PARTIES, eg.:
- investigator/institution and sponsor
- investigator/institution and CRO

- sponsor and CRO

- investigator/institution and authority(ies)
(where required)

DATED, DOCUMENTED

APPROVAL/FAVOURABLE OPINION OF

INSTITUTIONAL REVIEW BOARD (IRB)

/INDEPENDENT ETHICSCOMMITTEE (IEC)

OF THE FOLLOWING:

- protocol and any amendments

- CREF (if applicable)

- informed consent form(s)

- any other written information to be
provided to the subject(s)

- advertisement for subject recruitment
(if used)

- subject compensation (if any)

- any other documents given approval/
favourable opinion

INSTITUTIONAL REVIEW
BOARD/INDEPENDENT ETHICS
COMMITTEE COMPOSITION

Purpose

To document agreements

To document that the trial has been subject to
IRB/IEC review and given approval/favourable
opinion. To identify the version number and
date of the document(s).

To document that the IRB/IEC is constituted in
agreement with GCP

58

1997

Good Clinical Practice: Consolidated Guideline

ICH Topic E6

Located in Files of

Investigator/ Sponsor

Institution
X X
X X
(where required)
X
X X
X X
X X
(where required)



Health Canada
Guidance for Industry

Title of Document

8.2.9 REGULATORY AUTHORITY(IES)
AUTHORISATION/APPROVAL/
NOTIFICATION OF PROTOCOL

8.210CURRICULUM VITAE AND/OR OTHER
RELEVANT DOCUMENTSEVIDENCING
QUALIFICATIONS OF INVESTIGATOR(S)
AND SUB-INVESTIGATOR(S)

8.2.11 NORMAL VAL UE(S/RANGE(S) FOR
MEDICAL/LABORATORY/TECHNICAL
PROCEDURE(S) AND/OR TEST(S)
INCLUDED IN THE PROTOCOL

8212 MEDICAL/LABORATORY/TECHNICAL
PROCEDURES/TESTS
-certification or
-accreditation or
-established quality control and/or external
quality assessment or
-other validation (where required)

8.2.13 SAMPLE OF LABEL (S) ATTACHED TO
INVESTIGATIONAL PRODUCT
CONTAINER(S)

Good Clinical Practice: Consolidated Guideline
ICH Topic E6

Purpose

To document appropriate
authori sation/approval/notification by the regulatory
authority(ies) has been obtained prior to initiation of

thetrial in compliance with the applicable
regulatory requirement(s)

To document qualifications and eligibility to
conduct trial and/or provide medical supervision
of subjects

To document normal values and/or ranges of the
tests

To document competence of facility to perform
required test(s), and support reliability of
results

To document compliance with applicable
labelling regulations and appropriateness of
instructions provided to the subjects

1997
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X
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(where required)

X
(where
required)
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Title of Document

8.2.14 INSTRUCTIONS FOR HANDLING OF
INVESTIGATIONAL PRODUCT(S) AND
TRIAL-RELATED MATERIALS
(if not included in protocol or Investigator's
Brochure)

8.2.15 SHIPPING RECORDS FOR

INVESTIGATIONAL PRODUCT(S) AND
TRIAL-RELATED MATERIALS

8.2.16 CERTIFICATE(S) OF ANALYSISOF
INVESTIGATIONAL PRODUCT(S)
SHIPPED

8.2.17 DECODING PROCEDURES FOR BLINDED
TRIALS

8.2.18MASTER RANDOMISATION LIST

8.2.19 PRE-TRIAL MONITORING REPORT

8220 TRIAL INITIATION MONITORING
REPORT

Good Clinical Practice: Consolidated Guideline

ICH Topic E6
Purpose Located in Files of
Investigator/ Sponsor
Institution
To document instructions needed to ensure X X
proper storage, packaging, dispensing and
disposition of investigational products and trial-
related materials
To document shipment dates, batch numbers X X
and method of shipment of investigational
product(s) and trial-related materials. Allows
tracking of product batch, review of shipping
conditions, and accountability
To document identity, purity, and strength of X
investigational product(s) to be used in thetrial
To document how, in case of an emergency, X X
identity of blinded investigational product can (third party
be revealed without breaking the blind for the if applicable)
remaining subjects treatment
To document method for randomisation of trial X
population
(third party
if applicable)
To document that the siteis suitable for the X
trial (may be combined with 8.2.20)
To document that trial procedures were X X

reviewed with the investigator and the
investigator's trial staff ( may be combined with
8.2.19)
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8.3 During the Clinical Conduct of the Trial

Good Clinical Practice: Consolidated Guideline
ICH Topic E6

In addition to having on file the above documents, the following should be added to the files during the trid as evidence that dl
new relevant information is documented as it becomes available

Title of Document

8.3.1INVESTIGATOR'SBROCHURE UPDATES

8.3.2ANY REVISION TO:

- protocol/amendment(s) and CRF

- informed consent form

- any other written information provided to
subjects

- advertisement for subject recruitment
(if used)

8.3.3DATED, DOCUMENTED

APPROVAL/FAVOURABLE OPINION OF
INSTITUTIONAL REVIEW BOARD (IRB)/
INDEPENDENT ETHICS COMMITTEE
(IEC) OF THE FOLLOWING:
-protocol amendment(s)
-revision(s) of:
- informed consent form
- any other written information to be
provided to the subject
- advertisement for subject recruitment
(if used)
- any other documents given
approval/favourable opinion
- continuing review of trial (where required)

Purpose

To document that investigator isinformed in a
timely manner of relevant information asiit
becomes available

To document revisions of thesetrial related
documents that take effect during trial

To document that the amendment(s) and/or
revision(s) have been subject to IRB/IEC
review and were given approval/favourable
opinion. To identify the version number
and date of the document(s).
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Title of Document Purpose Located in Files of

Investigator/ Sponsor
Institution

834 REGULATORY AUTHORITY(IES) To document compliance with applicable X X
AUTHORISATIONSAPPROVALS/ regulatory requirements (where
NOTIFICATIONSWHERE REQUIRED FOR: required)

- protocol amendment(s) and other
documents

835 CURRICULUM VITAE FOR NEW (see 8.2.10) X X
INVESTIGATOR(S) AND/OR SUB-
INVESTIGATOR(S)

8.3.6 UPDATES TO NORMAL To document normal values and ranges that are X X
VALUE(S)/RANGE(S) FOR MEDICAL/ revised during the trial (see 8.2.11)
LABORATORY/TECHNICAL PROCEDURE(S)/
TEST(S) INCLUDED IN THE PROTOCOL

8.3.7 UPDATES OF MEDICAL/LABORATORY/ To document that tests remain adequate X X
TECHNICAL PROCEDURESTESTS throughout the trial period (see 8.2.12) (where
- certification or required)
- accreditation or
- established quality control and/or external
quality assessment or
- other validation (where required)

8.3.8 DOCUMENTATION OF (see 8.2.15) X X
INVESTIGATIONAL PRODUCT(S) AND
TRIAL-RELATED MATERIALS SHIPMENT

8.3.9 CERTIFICATE(S) OF ANALYSISFOR NEW (see 8.2.16) X
BATCHES OF INVESTIGATIONAL
PRODUCTS
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8.3.10 MONITORING VISIT REPORTS

8.3.11 RELEVANT COMMUNICATIONSOTHER
THANSITEVISITS
- letters
- meeting notes
- notes of telephone calls

8.3.12 SIGNED INFORMED CONSENT FORMS

8.3.13 SOURCE DOCUMENTS

8.3.14 SIGNED, DATED AND COMPLETED
CASE REPORT FORMS (CRF)

8.3.15DOCUMENTATION OF CRF
CORRECTIONS

8.3.16 NOTIFICATION BY ORIGINATING
INVESTIGATOR TO SPONSOR OF
SERIOUS ADVERSE EVENTSAND
RELATED REPORTS

Purpose

To document site visits by, and findings of, the
monitor

To document any agreements or significant
discussions regarding trial administration,
protocol violations, trial conduct, adverse event
(AE) reporting

To document that consent is obtained in
accordance with GCP and protocol and dated
prior to participation of each subject in trial.
Also to document direct access permission (see
8.2.3)

To document the existence of the subject and
substantiate integrity of trial data collected. To
include original documents related to the trial,
to medical treatment, and history of subject

To document that the investigator or authorised
member of the investigator's staff confirms the
observations recorded

To document all changes/additions or
corrections made to CRF after initial datawere
recorded

Notification by originating investigator to
sponsor of serious adverse events and related
reportsin accordance with 4.11

1997

Good Clinical Practice: Consolidated Guideline
ICH Topic E6

Located in Files of

Investigator/ Sponsor

Institution

X
X X
X
X
X X
(copy) (original)
X X
(copy) (original)
X X
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8.3.17

8.3.18

8.3.19

8.3.20

8321

8.3.22

8.3.23

NOTIFICATION BY SPONSOR AND/OR
INVESTIGATOR, WHERE APPLICABLE,
TO REGULATORY AUTHORITY (IES) AND
IRB(S)/ EC(S) OF UNEXPECTED SERIOUS
ADVERSE DRUG REACTIONS AND OF

OTHER SAFETY INFORMATION
NOTIFICATION BY SPONSOR TO
INVESTIGATORS OF SAFETY
INFORMATION

INTERIM OR ANNUAL REPORTSTO
IRB/IEC AND AUTHORITY(IES)

SUBJECT SCREENING LOG

SUBJECT IDENTIFICATION CODE LIST

SUBJECT ENROLLMENT LOG

INVESTIGATIONAL PRODUCTS
ACCOUNTABILITY AT THESITE

Good Clinical Practice: Consolidated Guideline
ICH Topic E6

Purpose

Notification by sponsor and/or investigator,
where applicable, to regulatory authorities and
IRB(s)/IEC(s) of unexpected serious adverse
drug reactions in accordance with 5.17 and
4.11.1 and of other safety information in
accordance with 5.16.2 and 4.11.2

Notification by sponsor to investigators of safety
information in accordance with 5.16.2

Interim or annual reports provided to IRB/IEC
in accordance with 4.10 and to authority(ies) in
accordance with 5.17.3

To document identification of subjects who
entered pre-trial screening

To document that investigator/institution keeps
aconfidential list of names of all subjects
allocated to trial numbers on enrolling in the
trial. Allows investigator/institution to reveal
identity of any subject

To document chronological enrollment of
subjects by trial number

To document that investigational product(s)
have been used according to the protocol

1997

Located in Files of

Investigator/
Institution

X
(where
required)

Sponsor

X
(where
required)

X
(where
required)
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Title of Document Purpose Located in Files of

Investigator/ Sponsor

Institution
8.3.24 SIGNATURE SHEET To document signatures and initials of all X X
persons authorised to make entries and/or
corrections on CRFs
8.3.25 RECORD OF RETAINED BODY FLUIDS To document location and identification of X X

TISSUE SAMPLES (IF ANY) retained samplesif assays need to be repeated

8.4 After Completion or Termination of the Trial

After completion or termination of thetrid, dl of the documents identified in sections 8.2 and 8.3 should be in the file together

with the following
Title of Document Purpose Located in Files of
Investigator/ Sponsor
Institution
8.4.1INVESTIGATIONAL PRODUCT(S) To document that the investigational product(s) X X
ACCOUNTABILITY AT SITE have been used according to the protocol. To
document the final accounting of
investigational product(s) received at the site,
dispensed to subjects, returned by the subjects,
and returned to sponsor
842 DOCUMENTATION OF To document destruction of unused X X
INVESTIGATIONAL PRODUCT investigational products by sponsor or at site (if destroyed at
DESTRUCTION site)
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8.4.3 COMPLETED SUBJECT IDENTIFICATION To permit identification of all subjects enrolled X
CODE LIST inthetrial in case follow-up isrequired. List
should be kept in a confidential manner and for
agreed upon time
8.4.4 AUDIT CERTIFICATE (if available) To document that audit was performed X
845FINAL TRIAL CLOSE-OUT MONITORING To document that all activities required for trial X
REPORT close-out are completed, and copies of essential
documents are held in the appropriate files
8.4.6 TREATMENT ALLOCATION AND Returned to sponsor to document any decoding X
DECODING DOCUMENTATION that may have occurred
8.4.7 FINAL REPORT BY INVESTIGATOR TO To document completion of the trial X
IRB/IEC WHERE REQUIRED, AND
WHERE APPLICABLE, TO THE
REGULATORY AUTHORITY(IES)
84.8 CLINICAL STUDY REPORT To document results and interpretation of trial X X
(if applicable)
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