L

INSTITUTIONAL REVIEW BOARD/ INDEPENDENT ETHICS =

COMMITTEE (IRB/IEC): The ICH defines an institutional review boar@
(IRB) as a group formally designated to protect the rights, safety and well-
being of humans involved in a clinical trial by reviewing a aspects of the
trial and approving its start-up. IRBs can also be called independent ethics
committees (IECs).

An IRB/IEC reviews the appropriateness of the clinical trial protocol
as well as the risk and benefits to study participants. It ensures that clinical
trial participants are exposed to minimal risks in relation to any benefits
that might result from the research.

An IRB/IEC: Reviews all study-related materials before and during the trial.
Must operate in accordance with national and/or local regulations, as well
as with ICH good clinical practices (GCPs) guidelines.



Composition of an Institutional Review Board'
(IRB)/ Independent Ethics Committee (IEC): A.Q

IRB/IEC should have a reasonable number of members who have
collectively assumed sufficient expertise and experience to review
and evaluate the scientific, medical and ethical aspects of a research
proposal. It is recommended that the IRB/IEC should include:

(a) At least five members.

(b) At least one member whose primary area of interest is in a non-
scientific area.

(c) At least one member who is independent of the institution/trial
site.
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Fig. 4.1: Composition of an Institutional Review Board (IRB)/IEC
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Procedu F@S. The IRB/IEC should establish document in writing aniﬁl

follow its procedures, which should include: G
 Determine composition and source of authority under which it is establishe
 Schedule, notify members and conduct meetings. %

[ Conduct initial and continuing review.

[ Determine frequency of continuing review.

 Provide expedited review mechanism for minor changes.

U Specify that no subject may be enrolled and no deviation prior to approval.
[ Specify that investigator promptly report protocol changes or deviations,
increased risks to subjects, ADRs (serious and unexpected), new information
related to subject safety.

W Promptly notify in writing the investigator/ institution about its decisions,
reasons for its decisions and procedures for appeal.



The flow chart below illustrates the general process to attain an approval to

conduct a clinical trial.
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Fig. 4.2: General Process to attain an Approval to Conduct a Clinical Trial



Records: Maintain all relevant records at least
three years after completion of the trial.
** Written procedures.
“** Membership files.
** Submitted documents (protocol related files).
** Minutes of meetings.

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



4. INFORMED CONSENT PROCESS AND PROCEDURES:

Informed consent (IC) is an ongoing process of (
communication and mutual understanding between a
patient and investigator which is then demonstrated by
the patient’s voluntary agreement to enter a clinical trial.

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.



Capacity to Give Informed Consent:

4

[ B

: . _ 4
** Before the informed consent process can begin, the potential C

participant must be deemed capable of understanding his or her
actions and making a reasoned decision.

*** If the person lacks the capacity because he or she is a minor, is ill,
or for any other reason, special provisions must apply (such as; a life-
threatening emergency), or the person may not be included in the
study.

¢+ A person who has a court-appointed legal guardian or who has
been determined by a court to be legally incompetent cannot sign an
Informed Consent Form even if he or she has the capacity to make a
decision.

o



Disclosure of all Relevant Information:

* The research team must disclose all relevant information about thé
study to the potential participant.

" The information disclosed must be sufficient to enable the potential
participant to make an informed reasoned decision about whether to
participate.

* This information generally includes:

* The purpose of the study.

* The nature of the procedure or intervention that is being studied.

* Reasonable alternatives for participation in the study.

* The potential risks and benefits as well as the uncertainties of study
participation.

*The participants obligations for the duration of the study.



L

Comprehension by the Participant:
* The potential participant must understand the information disclosé
to him or her about the research study.

*The participant is free to ask questions to the study team as well as
take additional time to make a decision regarding participation.

* The research team must be able to evaluate the potential
participant's ability to understand what his or her participation in the
study would involve.

Voluntary Agreement by the Participant:

U The participant must agree to participate in the research study.

U His or her agreement must be voluntary and free from coercion or
undue influence.



The written informed consent form should be signed and &

personally dated by the subject or by the subject’s legally @
acceptable representative and by the person who conducted
the informed consent discussion.

Right to Withdraw:

- The participant must be informed that he or she has a right to
withdraw from the study at any time and for any reason, without
penalty or loss of benefits that he or she would otherwise be
entitled to receive.

U The research team or principal investigator may terminate

participation in a study if it is in the best interest of the
participant.



Explanation of the informed consent document to the research participant by the investigator.

.

The informed consent document in vernacular language is read by the participant.

-

Participant clears any queries, the investigator explains the doubts.

.

Participant personally signs and dates the ICF in presence of the investigator in real time (2 copies)

B

Investigator signs and dates in ICF in presence of the participant in real time (2 copies).

v

Participant receives a copy of the signed ICD.

— B

The other signed ICD copy is filed with the study documents at the trial site.

Fig. 4.3



Elements of Informed Consent Required by the ICH Guidelines:
Subjects should include explanations of the following:

Table 4.1

—

That the trial involves research.

el

The purpose of the trial.

(RS A

The trial treatment(s) and the probability for random assignment to each
treatment.

The trial procedures to be followed, including all invasive procedures.

—

The subject’s responsibilities.

Those aspects of the trial that are experimental.

| ~jovwv|s

The reasonably foreseeable risks or inconveniences to the subject and, when’
applicable, to an embryo, foetus, or nursing infant.

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

w0

The alternative procedure(s) or course(s) of treatment that may be available to the
subject, the subject should be made aware of this.

10

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

11

Tl_we; anticipated prorated payment, if any, to the subject for participating in the
trial.

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

(]



Thq; subjects parti::ipatinﬁ in tia-e trial is vniuntary and that the subject may refuse
to participate or withdraw from the trial, at any time, without penalty or loss of
benefits to which the subject is otherwise entitled.

14

That the monitor(s), the auditor(s), the IRB/IEC and the regulatory authority(ies) will
be granted direct access to the subject’s original medical records for verification of
clinical trial procedures and/or data, without violating the confidentiality of the
subject, to the extent permitted by the applicable laws and regulations and that,

by signing a written informed consent form, the subject or the subject’s legally
acceptable representative is authorizing such access.

15

16

That records identifying the subject will be kept confidential and, to the extent
permitted by the applicable laws and/or regulations, will not be made publicly

available. If the results of the trial are publi iect's i .
confidential. published, the subject’s identity will remain

That the subject or the subject'_s legally acceptable representative will be informed
in a timely manner if information becomes available that may be relevant to the

17

18

subject’s willingness to continue participation in the 1 ial.

The person(s) to contact for further informa
: ; tion regarding the tri ts
of trial subjects and whom to contact in the event of tﬁai-?elated '::J!uarynd e

[«

19

The foreseeable circumstances and/
or : -
participation in the trial may be te reasons under which the subject’s

rminated.
The expected duration of the subj

Ectrs a " . = -
The approximate number of subj participation in the trial.

ects involved in the trial, _-—_'



GCP OBLIGATIONS OF INVESTIGATORS, SPONSORS and MONITORS: *©

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

[=

Quality Management (ICH GCP 5.0):

¢ The sponsor should implement a system to manage quality throughout all
stages of the trial process.

*»» Sponsors should focus on trial activities essential to ensuring human subject
protection and the reliability of trial results.

QA and QC Quality Assurance and Quality Control (ICH GCP 5.1):

The Sponsor is responsible for implementing and maintaining quality assurance
and quality control systems to ensure that studies are conducted and
documented in compliance with the protocol, GCP and regulatory requirements.



Transfer of Trial-Related Obligations (ICH GCP 5.2): &
The Sponsor may transfer any or all of the Sponsor's trial-relal@“
duties and functions to a Contract Research Organization (CRO ;
However, the ultimate responsibility for the quality and integrity
of the trial data always resides with the sponsor.

Any trial-related duties and functions that are transferred to and
assumed by a CRO are specified in writing.

Medical Expertise (ICH GCP 5.3):

The Sponsor is responsible for designating appropriately

qualified medical personnel to advise on trial-related medical
questions or problems.



Study Design and Management (ICH GCP 5.4, 5.5)

The Sponsor is responsible for designating qualified |
individuals to carry out all stages of the study process,
including:
= Designing the protocol.
= Supervising the overall conduct of the study.
= Managing and verifying the study data.
® Ensuring the safety and rights of human participants.
Monitoring study performance.
= Planning and conducting the statistical analysis.
= Preparing study reports.



* The sponsor is responsible for selecting the
investigator(s)/institution(s). (
= Prior to initiating a trial, the sponsor should define,
establish and allocate all trial-related duties and
functions.

Investigator Selection (ICH GCP 5.6):
The sponsor is responsible for selecting the investigator.

The sponsor should provide the investigator with the
protocol and an up-to-date Investigator's Brochure.



+* The sponsor should obtain the investigator’s agreement:

(a) To conduct the trial in compliance with GCP. (
(b) To comply with procedures for data recording.

(c) To permit monitoring, auditing and inspection.

(d) To retain the trial related essential documents until the
sponsor informs the investigator these documents are no longer
needed.

The sponsor and the investigator/institution should sign the
protocol or an alterative document, to confirm this agreement.
<*Allocation of Responsibilities: (ICH GCP 5.7):

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



Compensation to Subjects and Investigators: (ICH GCP 5.8): .
The sponsor should provide insurance or should indentify the
investigator against claims arising from the trial, except for claims tha
arise from malpractice and/or negligence. =
** The sponsor's policies and procedures should address the costs of
treatment of trial subjects in the event of trial-related injuries in
accordance with the applicable regulatory requirement(s).

*** When trial subjects receive compensation, the method and
manner of compensation should comply with applicable regulatory
requirement(s).

Financing (ICH GCP 5.9):

** The financial aspects of the trial should be documented in an
agreement between the sponsor and the Investigator/[institution



Notification/Submission to Regulatory Authorities (ICH GCP 5.10):
Before initiating the clinical trial the sponsor (or the sponsor and the <
investigator, if required by the applicable regulatory requirement should submi
any required application(s) to the appropriate authorities for review, acceptan.
and/or permission (as required by the applicable regulatory requirement(s) to
begin the trials. Any notification/submission should be dated and contain
sufficient information to identify the protocol.

Confirmation of Review by IRB/IEC (ICH GCP 5.11):

The sponsor should obtain from the Principal Investigator (Pl) /institution
regarding:

(a) The name and address of the Pls/Institution's IRB/IEC.

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

(c) Documented IRB/IEC approval/favourable opinion upon changes in any
aspect of the trial.

i



O The sponsor should obtain from the Pl/institution documentation

and dates of any IRB/IEC re-approvals/re-evaluations with faworable@
opinion and of any withdrawals or suspensions of
approval/favourable opinion.

@

Information on Investigational Products (ICH GCP 5.12):
When planning trials, the sponsor should ensure that sufficient safety
and efficacy data from non-clinical studies and/or clinical trials are
available to support human exposure by the route, at the dosages, for
the duration and in the trial population to be studied.

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



d

Manufacturing, Packaging, Labeling and Coding
investigational Products: ICH GCP 5.13): G

|. The sponsor should ensure that the investigational product(s) is characterizer «
as appropriate to the stage of development of the product(s), is manufactured in
accordance with any applicable GMP and is coded and labeled in a manner that
protects the blinding, if applicable.

Il. The sponsor should determine, for the investigational product(s), acceptable
storage temperatures, storage conditions, storage times, reconstitution fluids
and procedures and devices for product infusion, if any.

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

IV. In blinded trials, the coding system for the investigational product(s) should
include a mechanism that permits rapid identification of the product(s) in case
of a medical emergency.



&

Supplying and Handling investigational Products: (ICH GCP 5.14):
The sponsor is responsible for supplying the investigator(s)/ Institution(s) with( &
the investigational product(s). The sponsor should:

> Ensure timely delivery of investigational product(s) to the investigator(s).
> Take steps to ensure that the investigational product(s) are stable over the
period of use.

> Maintain a system for the disposition of unused investigational product(s) and
for the documentation of this disposition.

Record Access (ICH GCP 5.15):

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

o



&
» The sponsor should verify that each subject has consented, in writing, to

direct access to his/her original medical records for trial-related monitoring, @
audit, IRB/IEC review and regulatory inspection.

Safety Information (ICH GCP 5.16): The sponsor is responsible for the ongoing “
safety evaluation of the investigational Product(s). The sponsor should promptly
notify all concerned investigator(s)/institution(s) and the regulatory authorities
of findings that could affect adversely the safety of subjects, impact the conduct
of the trial, or alter the IRB/IEC's approval/favourable opinion to continue the
trial.

Adverse Drug Reaction Reporting (ICH GCP 5.17): The sponsor should
expedite the reporting to all concerned investigator(s)/ institutions to the
IRB/IEC where required and to the regulatory authorities of all adverse drug
reactions (ADRs) that are both serious and unexpected.



Such expedited reports should comply with the applicable regulatory
requirements and with the ICH Guideline for Clinical Safety Data (
Management.

The sponsor should submit to the regulatory authorities all safety
updates and periodic reports, as required by applicable regulatory
requirements.

Monitoring (ICH GCP 5.18): Monitors should be appointed by the
sponsor:

The monitors should follow the sponsor’s established written SOPs as well
as those procedures that are specified by the sponsor for monitoring a
specific trial.

The monitor should submit a written report to the sponsor after each trial-
site visit or trial-related communication.



Audit (|CH GCP 5.19): The purpose of a sponsor’s audit,

which is independent and separate from routine monitoring or
quality control functions. The sponsor's audit plan and procedures fc .
a trial audit should be guided by the importance of the trial
submissions to regulatory authorities, the number of subjects in the
trial, the type and complexity of the trial. the level of risks to the trial
subjects and any identified problem(s).

Non-compliance: (ICH GCP 5.20): Non-compliance with

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



If the monitoring and/or auditing identifies serious and/or persistent

[

non-compliance on the part of an investigator/ institution, the sponsor C

should terminate the investigator's/ institution’s participation in the trial.
When an investigator's/Institution’s participation is terminated because of
non-compliance, the sponsor should notify promptly the regulatory
authorities.

Premature Termination or Suspension of a Trial (ICH GCP 5.21): If a trial is
prematurely terminated or suspended the sponsor should promptly inform
the investigators/institutions and the regulatory authorities of the
termination or suspension and the reasons for the termination or
suspension. The IRB/IEC should also be informed promptly and provided the
reasons for the termination or suspension by the sponsor or by the
investigator/institution, as specified by the applicable regulatory
requirements.



L. PrinCipal InVEStigatﬁr (PI): A person responsible for the conduct of the

clinical trial at a trial site. If a trial is conducted by a team of individuals at a trial site, the
investigator is the responsible leader of the team and may be called the principal
investigator.
The Pl retains ultimate oversight responsibility even when specific tasks are delegated
to other site research staff. Additionally, Pl responsibilities include:
** Documenting the delegation of study responsibilities to qualified and adequately trained
research staff.
+* Supervising study performance and overseeing the performance of study staff at the
research sites.
¢ It Ensuring that:
= Participants well-being and safety are protected.
= All study procedures are conducted at the research sites in accordance with the protocol
and GCP.
" Preparing a communication plan for all staff involved in the study.
» Overseeing investigational product accountability.



Qualifications and Experience (ICH GCP 4.1):
**The Pl must: Be qualified by education, training and C

experience to assume responsibility for the proper conduct o”,
the study.

%+ If the study involves the use of an investigational product
be thoroughly familiar with the appropriate use of that
product as described in the study protocol.

** Be aware of and remain in compliance with GCP and
applicable regulatory requirements.

** Maintain a list of qualified people to whom he or she

delegates significant study-related duties.



Adequate Resources (ICH GCP 4.2):

*** The investigator should be able to demonstrate a potential 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 trial within the agreed trial period.

¢ The investigator should have available an adequate number of
qualified staff and adequate facilities for the foreseen duration of the
trial to conduct the trial property and safely.

¢ The investigator should ensure that all persons assisting with the
trial are adequately informed about the protocol, the investigational
product(s) and their trial-related duties and functions.

(



**The investigator is responsible for supervising any
individual or party to whom the investigator delegates trial- |
related duties and functions conducted at the trial site.

** If the investigator/Institution retains the services of any
individual or party to perform trial-related duties and
functions, the investigator/Institution should ensure this
individual or party is qualified to perform those trial-related
duties and functions and should implement procedures to
ensure the integrity of the trial-related duties and functions
performed and any data generated.



Medical Care of Study Participants (ICH GCP 4.3):°
All study participants should receive appropriate medicaIG
care both for study-related adverse events and for all 4
medical conditions unrelated to study participation.

** A qualified physician affiliated with the study should be
responsible for all study-related medical decisions.

** The participants primary care physician should be
informed about the participant's involvement in the study,
provided that the participant:

* Has a primary care physician.

* Agrees that the primary care physician may be informed.



Communication with institutional Review Board (ICH

GCP AA):
The Pl is identified to the designated IRB. Before and during ¢
study, the Pl must comply with all requirements of the
designated institutional Review Boards (IRBS). A study may
not begin prior to obtaining IRB approval.

Compliance with the Protocol (ICH GCP 4.5):

The Pl is responsible for ensuring that the study is conducted in
compliance with the research protocol. He or she should ensure that
all protocol violations are indentified, documented and reported in
accordance with sponsor and IRB requirements.



Repeated protocol violations may indicate that protocol amendments, :
procedural Changes, or additional training are needed.

Use of Investigational Products (ICH GCP 4.6): if the study

involves the use of an investigational product, the Pl is responsible for ensuring
that the investigational product is used only in accordance with the study
protocol and federal regulations; and that accountability of the investigational
product is maintained.

For clinical investigations that use controlled study of the drug, the Pl may be
required to have a medical license. When the Pl is not required to have a
medical license, responsibility for receiving or administering certain drugs,
reviewing safety events and making independent medical decisions is delegated
to qualified medical personnel, such as physician, physician's assistant, nurse
practitioner, or other qualified/licensed medical professional.
research using controlled drug.



These delegated responsibilities are documented in the site’s &

delegation of responsibilities log and the staff assigned may serve a@
sub-investigator. Consult local regulations and oversight authorities

on medical license requirements for conducting research using
controlled drug.

Randomization and Blinding (ICH GCP 4.7): The Pl is

responsible for ensuring that the study’s procedures, if any, for
randomization and blinding are followed.

Informed Consent (ICH GCP 4.8):

The Pl is responsible for ensuring that procedures for obtaining and
documenting informed consent comply with GCP and with the ethical
principles originating in the Declaration of Helsinki.

o
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Records and Reports (ICH GCP 4.9): The Pl is

_ ) s
responsible for ensuring the accuracy, completeness, Ieg|bllztg
and timeliness of all study data that are reported to the :
Sponsor.

Progress Reports (ICH GCP 4.10):

** The investigator should submit written summaries of the
trial status to the IRB/IEC annually, or more frequently, if
requested by the IRB/IEC.

¢ The investigator should promptly provide written reports
to the sponsor.



Safety Reporting (ICH GCP 4.11):

All serious adverse events (SAEs) must be reported immediately to (

the Sponsor. The immediate reports should be followed promptly by

detailed, written reports. The Pl must also comply with regulatory

requirements to report serious adverse events to the IRB and

regulatory authorities.

Premature Suspension or Termination of Study (ICH GCP 4.12):

If the study is suspended or stopped early for any reason, the Pl is

responsible for:

= Promptly informing all study participants.

= Ensuring that all participants receive appropriate therapy and
follow-up.

= Complying with all requirements to inform regulatory authorities.



Final Study Report (ICH GCP 4.13): C

On completion of the study, the Pl is responsible for <
providing:

> All required reports to the Sponsor and regulatory
authorities.

> A summary of the study outcome to the Institutional Review
Board.



3. Monitoring:

The purposes of trial monitoring are to verify that:
(a) The rights and well-being of human subjects are
protected. (b) The reported trial data are accurate,
complete and verifiable from source documents.

(c) The conduct of the trial is in compliance with the
currently approved protocol/ amendments, with GCP
and with the applicable regulatory requirements.



J

Selection and Qualifications of Monitors:
(a) Monitors should be appointed by the sponsor. G
(b) Monitors should be appropriately trained and should have °
the scientific and/or clinical knowledge needed to monitor the
trial adequately. A monitor's qualifications should be
documented.

(c) Monitors should be thoroughly familiar with the
investigational 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).



o
Monitor's Responsibilities: the monitor(s) in -
accordance with the sponsor’s requirements should ensure that the
trial is conducted and documented properly by carrying out the =
following activities when relevant and necessary to the trial and the
trial site:

Acting as the main line of communication between the sponsor
and the investigator. Verifying that the investigator has adequate
qualifications and resources and remain adequate throughout the
trial period, that facilities, including laboratories, equipment and
staff, are adequate to safely and properly conduct the trial and
remain’ adequate throughout the trial period.



Verifying, for the investigational product(s):

(a) That storage times and conditions are acceptable and that
supplies are sufficient throughout the trial.

(b) That the investigational product(s) are supplied only to
subjects who are eligible to receive it and at the protocol
specified dose(s).

(c) That subjects are provided with necessary instruction on
properly using, handling, storing and returning the
investigational product(s).

(d)That the receipt, use and return of the investigational

product(s) at the trial sites are controlled and documented
adequately.



e) That the disposition of unused investigational product(s) at the
trial sites complies with applicable regulatory requirement(s) and is |<
accordance with the sponsor. :
f) Verifying that the investigator follows the approved protocol and al
approved amendment(s), if any.

g) Verifying that written informed consent was obtained before each
subject's participation in the trial.

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

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



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

k) Verifying that the investigator is enrolling only eligible
subjects.

|) Reporting the subject recruitment rate.

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

@
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n) Verifying that the investigator provides all the required reports,
notifications, applications and submissions and that these dccumen@
are accurate, complete, timely, legible, dated and identify the trial. e
0) Checking the accuracy and completeness of the CRF entries, source
documents and other trial-related records against each other.

The monitor specifically should verify that:

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

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

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



4. Visits that the subjects fail to make, tests that are not conducted and &
examinations that are not performed are clearly reported as such on the CRFS@
5. All withdrawals and dropouts of enrolled subjects from the trial are reportet-

and explained on the CRFs. <

Monitoring Report:

(a) The monitor should submit a written report to the sponsor after each trial-
site visit or trial-related communication.

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

(c) Reports should include a summary of what the monitor reviewed and the
monitor's statements concerning the significant Findings/facts, deviations and
deficiencies, conclusions, actions taken or to be taken and/or actions
recommended to secure compliance.

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



Extent and Nature of Monitoring:

** The sponsor should ensure that the trials are adequately monitored. (
+* The sponsor should determine the appropriate extent and nature of
monitoring.

** The determination of the extent and nature of monitoring should be based
on considerations such as; the objective, purpose, design, complexity,
blinding, size and endpoints of the trial.

%+ In general, there is a need for on-site monitoring, before, during and after
the trial: however, in exceptional circumstances the sponsor may determine
that central monitoring in conjunction with procedures such as; investigators’
training and meetings and extensive written guidance can assure appropriate
conduct of the trial in accordance with GCP.

** Statistically controlled sampling may be an acceptable method for selecting
the data to be verified.



* The sponsor should develop a systematic, prioritized, risk-basea *
approach to monitoring clinical trials. G
* The flexibility in the extent and nature of monitoring described _
in this section is: intended to permit varied approaches that
improve the effectiveness and efficiency of monitoring.

“*The sponsor may choose on-site monitoring, a combination of
on-site and centralized monitoring, or, where justified, centralized
monitoring. The sponsor should document the rationale for the
chosen monitoring strategy (for e.g. in the monitoring plan).

¢ On-site monitoring is performed at the sites at which the clinical

trial is being conducted.



*»*Centralized monitoring is a remote evaluation of
accumulating data, performed in a timely manner,
supported by appropriately qualified and trained
persons (for e.g. data managers, biostatisticians).

% Centralized monitoring processes provide additional
monitoring capabilities that can complement and
reduce the extent and/or frequency of on-site
monitoring and help distinguish between reliable data
and potentially unreliable data.



Review, that may include statistical analyses, of accumulating

data from centralized monitoring can be used to: (

(a) Identify missing data, inconsistent data, data outliers,
unexpected lack of variability and protocol deviations.

(b) Examine data trends such as the range, consistency and
variability of data within and across sites.

(c) Evaluate for systematic or significant errors in data collection
and reporting at a site or across sites; or potential data
manipulation or data integrity problems.

(d)Analyze site characteristics and performance metrics.

(e)Select sites and/or processes for targeted on-site monitoring.



