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CHAPTER 1
INTRODUCCION

A clinical trial is a systematic study of drugs and/or medicinal specialties in
human volunteers that strictly follows the guidelines of the scientific method. Its
purpose is to discover or confirm the effects and/or identify the adverse
reactions to the product investigated and/or to study the pharmacokinetics of
the active ingredients, in order to determine their efficacy and safety.

Clinical trials are needed to find new therapeutic responses to diseases. Major
advances in pharmacology have taken place in recent decades, made possible
largely through scientific research, which in turn, is partly based on studies
conducted on human subjects.

Prior demonstration of the efficacy and safety of a drug (to approve either its
marketing or a new indication) is currently required in the different national
regulations, as well as in the international area. However, efficacy and safety
can only be demonstrated through controlled clinical trials. The results obtained
in those studies are the principal factor that determines whether a drug is
authorized and subsequently marketed.

These facts illustrate the need for national and international standards for
clinical pharmacological research. Such standards should guarantee the scientific
soundness of the study on the one hand and its ethical soundness on the other.
In addition, guidelines should be established to guarantee that the data obtained
from the research are adequately stored and that they can be confirmed,
regardless of where the study is conducted.

In the past decade, in an effort to avoid duplication of efforts there arose the
need to facilitate the acceptance of data from clinical trials, even though these
were conducted in different countries. This led different regions to harmonize
standards for good practice in clinical research. Recently, through the
International Conference on Harmonization (ICH), the European Community, the
United States, and Japan (and Canada and the World Health Organization,
among others, as observers), produced guidelines standardizing criteria in
different areas related to drugs. Within the framework of the International
Conference on Harmonization there emerged Guidelines for Good Clinical
Practice, which set forth a series of guidelines for the design, implementation,
auditing, completion, analysis, and reporting of clinical trials in order to ensure
their reliability.

The rest of the countries in our Hemisphere are not part of the International
Conference on Harmonization. However, clinical trials in all the countries here,
as in the rest of the world, should follow strict ethical and scientific principles.
These principles are universal, above any differences among individuals, and
their objective is to safeguard the physical and psychic integrity of the subjects
involved as established in the Helsinki declaration of human rights. During the



past decade the number of patients involved in clinical trials has increased in the
Region. In 1993, 2.1% of the clinical trials took place in Latin America, while in
1997 the figure was 5.1% and in 2000, 7.5% (from IMS Health).

In the Region studies of earlier phases of development are also being conducted.
As a result, there has been a marked increase in the number of patients
involved in the studies, along with investigators, research centers, research
ethics committees, personnel in the pharmaceutical companies devoted to this
subject in particular, and monitoring establishments.

Within this framework, it becomes necessary to establish harmonized criteria for
good clinical practice in our Hemisphere, in which various stages of development
are visible. The objective of the Document of the Americas is to propose
guidelines for good clinical practice that can serve as a foundation for regulatory
agencies, as well as for investigators, ethics committees, universities, and
businesses.



CHAPTER 2
PRINCIPLES OF GOOD CLINICAL PRACTICES

Clinical trials are conducted aiming at obtaining evidence regarding efficacy and
safety of products that, in addition to non-clinical evidence and quality data
should support their registration by a regulatory authority. Ethical principles
based primarily on the Declaration of Helsinki should be the basis for the
approval and conduction of clinical trials. Three basic ethical principles of equal
moral force, namely respect for persons, beneficence and justice, permeate all
the GCP principles enumerated below

2.1  Clinical trials should be conducted only if the anticipated benefits for the
individual trial subject and society clearly outweigh the risks involved;

2.2 Although the benefit of the results of the clinical trial to science and
society are important and should be taken into account, the most
important considerations are those related to the rights, safety and well-
being of the trial subjects;

2.3 A trial should be conducted in compliance with the protocol that has
received prior institutional review board (IRB)/independent ethics
committee (IEC) approval/favorable opinion;

2.4  Approval of clinical trials of investigational products should be supported
by adequate non-clinical and, when applicable, clinical information;

2.5 Clinical trials should be scientifically sound, and described in a clear,
detailed protocol;

2.6 Freely given informed consent should be obtained from every subject
prior to clinical trials participation;

2.7 Qualified physicians (or, if appropriate, qualified dentists) should be
responsible for the medical care of trial subjects, and for any medical
decision made on their behalf;

2.8 These professionals should be adequately qualified by education, training
and experience to perform their tasks regarding the trial and trial
subjects;

2.9 Recording, handling, and storage of all clinical trial information should be
appropriate to allow accurate trial reporting, interpretation and
verification;



2.10 The confidentiality of records that could identify subjects should be

2.11

2.12

protected respecting the privacy and confidentiality rules in accordance
with the applicable regulatory requirement(s);

Investigational products should be manufactured, handled, and stored in
accordance with applicable good manufacturing practice (GMP), and
should be used in accordance with the approved protocol;

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



CHAPTER 3
INVESTIGATIONAL ETHICS COMMITTEE / INSTITUTIONAL REVIEW
BOARD (IEC /IRB)

3.1 Structure and Responsibilities of the Ethics Committee

3.1.1 The responsibility of an Ethics Committee (IEC /IRB) in the evaluation of
biomedical research is to help safeguard the dignity, rights, safety, and well-

being of all current and potential research subjects; with special attention to

studies that involve vulnerable people;

3.1.2 A cardinal principle of research involving human subjects is to respect the
dignity of the person. The goals of the research, while important, never should
be placed above the health, well-being, and care of the research subjects;

3.1.3 The IEC should adhere to the principle of justice. Justice requires that the
benefits and risks of the research be distributed equitably among all groups and
social classes, taking age, sex, economic status, culture, and ethnicity into
account;

3.1.4 The IEC should issue an independent, competent, and timely evaluation of
the ethics of proposed studies;

3.1.5 The IEC is responsible for acting fully in the interests of the potential
research subjects and communities involved, considering the interests and
needs of the investigators, as well as the requirements of the regulatory
agencies and applicable laws;

3.1.6 The IEC is responsible for evaluating the proposed research before it
begins. It should furthermore see to the periodic evaluation of approved studies
already in progress; these evaluations should be conducted at appropriate
intervals consistent with the level of risk to the subjects, but at least once a
year;

3.1.7 The IEC has the authority to approve, request changes to (prior to
approval), deny permission for, or suspend a clinical trial;

3.1.8 In order to exercise its functions the IEC should receive and have at hand
all documentation related to the study: the protocol, amendments to the
protocol, informed consent forms and updates to them, an up-to-date résumé of
the investigator, recruitment procedures, patient information, the investigator's
manual, the available safety information, information on payment to patients,
information on compensation to patients, and any other documents that the it
might need to meet its responsibilities;

3.1.9 The IEC should determine whether the investigator is competent to
conduct the proposed study, based on his résumé and any other relevant
documentation that the committee requests.



3.1.10 The institutional review board/independent ethics committee (IRB/IEC)
should review both the amount and method of payment to the individuals to
make sure that there are no problems of coercion or improper influence on the
subjects of the study. Payments to individuals must be prorated and not depend
on whether the subject completes the study.

3.1.11 The IEC/IRB should make sure that the information concerning the
payment of subjects, including the methods, quantities, and scheduling, is
indicated in writing on informed consent form and any other written information
provided to the subjects. The method for determining the prorated payment
should be indicated.

3.2 Composition of the (IEC /IRB)

3.2.1 The (IEC /IRB) should be constituted in a way that ensures a competent
evaluation and review of the scientific, medical, and ethical aspects of the study
and guarantees that it can meet its goals free of any bias and influence that
could affect its independence;

3.2.2 The IEC should be multidisciplinary and multisectoral and include relevant
scientific experts balanced in terms of age and sex, as well as people
representing community interest and concerns;

3.2.3 The IEC should have enough members to guarantee its efficiency but not
so many as to make it difficult to administer. The minimum number is five;

3.2.4 The IEC should designate a chair. The chair of the (IEC /IRB) should be
someone highly respected inside and outside the institution who is able to issue
fair and impartial judgments, is familiar with the different areas that the IEC
evaluates, and has the capacity to serve as the administrator. This individual
should be independent enough to withstand pressures from the institution, the
investigators, or other people or parties;

3.2.5 At least one member of the committee should not be a scientist, and, in
the case of an Institutional Review Board, there should be a member from
outside the institution (unrelated by blood or marriage to any staff member or
personnel of the institution). It is also recommended that one of the members
have knowledge of biostatistics and/or research methodology;

3.2.6 Concerning individuals from outside the institution, it is recommended that
people from the community be included on the committee, e.g., lawyers, clergy,
educators, and homemakers. Such members should possess an in-depth
knowledge of the local community and be willing to offer their opinions from that
perspective;

3.2.7 The (IEC /IRB) may have alternate members. The designation and
functions of these individuals should be established in the regulations ((IEC /IRB)



Procedures). An up-to-date list of (IEC /IRB) members and their qualifications
should be maintained. This list should identify the regular members and their
substitutes (or alternates). To ensure a suitable quorum, alternates should
possess qualifications comparable to those of the regular members. When
alternates vote in a meeting, it should be documented in the minutes. The
alternate should receive all the necessary documentation for reviewing the
study, just as if he were the incumbent;

3.2.8 If the community in which the study will be conducted has a
predominantly minority population (e.g., indigenous people), the (IEC /IRB)
should include a member, alternate, or consultant from that minority group;

3.2.9 The constitution of an (IEC /IRB) should prohibit any form of discrimination
based on the sex of its members (e.g., that it be made up only of men or only of
women);

The (IEC /IRB) can invite experts from specific fields who are not members to
serve as consultants. These individuals cannot vote in its deliberations;

3.2.10 If the (IEC /IRB) regularly evaluates studies involving vulnerable
populations (e.g., the physically or mentally disabled, children, pregnant
women, prisoners, etc.), it should consider including members or consultants
who know or have had experience working with the group in question;

3.2.11 An investigator may be a member of an (IEC /IRB) but is not permitted to
participate in the initial evaluation and subsequent review of a study in which he
has a conflict of interest (for example, if he is involved with the study in some
way). When selecting (IEC /IRB) members, potential conflicts of interest should
be considered. Committee members should abstain from participating in the
deliberations of the IEC and in voting on studies that pose a conflict of interest.

3.3 (IEC /IRB) Functions and Operations

3.3.1 The (IEC/IRB) has the authority to:
e Approve
e Deny permission for
e Request changes to, or
e Suspend a clinical trial
3.3.2 The (IEC/IRB) should inform the investigator and the institution in writing
of the decision to approve, deny permission for, request changes to, or suspend
a clinical trial;

3.3.3 The (IEC /IRB) should state the reason for its decisions in writing. When it
decides to deny permission for a clinical trial, it should detail in writing the
reasons for its decision and give the investigator the opportunity to respond
personally or in writing;

3.3.4 The (IEC /IRB) should provide written procedures for appeal;
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3.3.5 The review process requires that the (IEC /IRB) receive all the information
necessary for its activities. It is recommended that every IEC member receive a
copy of all materials. If a principal evaluator (this may be one or more
individuals) is designated to review all the material and present the study to the
rest of the (IEC /IRB), each member should receive a copy of the material;

3.3.6 Sufficient time should be allowed for an adequate review;

3.3.7 The majority of committee members should be involved in the review and
approval process, and there should be at least one whose area of interest is not
scientific and at least one from outside the research center. The necessary
quorum must be obtained for the approval or denial of permission for a study
(as stipulated in the (IEC /IRB) Procedures);

3.3.8 Only the members who conduct the review should participate in the
decision;

3.3.9 In the case of minor changes to a protocol that has already been
approved, the (IEC /IRB) can expedite the approval. The chair or members in
charge of the evaluation should inform the other members of the IEC and
document it in the minutes of the meeting;

3.310 The (IEC/IRB) has the authority to observe (directly or by means of third
parties) the consent process and the conduct of the clinical trial.

3.4 Procedures

3.4.1 The IEC should adhere to written standards in the exercise of its functions.
The (IEC /IRB) should establish written procedures, which should cover:

3.4.1.1 Its composition (names, training, and qualifications of its members);

3.4.1.2 The programming, notification to its members, and holding of
meetings;

3.4.1.3 Initial and ongoing evaluation of the research study (this includes
considering whether the investigator, his team, and the facilities are
adequate for the clinical trial, and evaluation of requests to extend previously
granted approvals);

3.4.1.4 Notification to the investigator and institution of the results of the
initial and ongoing evaluation of the study. A written decision should be
issued and the composition of the members of the (IEC /IRB) detailed
(names, qualifications, and functions; who participated in the decision and
final ruling, etc.);
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3.4.1.5 The frequency of the ongoing review. Determination of which studies
require evaluation more often than once a year and which require sources of
information other than the investigator;

3.4.1.6 A provision that no subject be admitted to a study before the (IEC
/IRB) issues a favorable decision in writing;

3.4.1.7 Assurance that changes (amendments) to the protocol (or any other
change related to the study) will be evaluated and approved prior to
implementation, except when necessary to eliminate immediate dangers to
the subjects or when the changes simply involve logistical or administrative
aspects of the study.

3.4.2 The investigator should inform the (IEC/IRB) of any problem involving risk
to the research subjects, such as:

3.4.2.1 Serious unexpected adverse drug reactions

3.4.2.2 Deviations from or changes to the protocol to eliminate immediate
dangers to research subjects

3.4.2.3 Changes that increase the risk to the subjects and/or significantly
affect the way the study is conducted.

3.4.2.4 Any new information that can jeopardize the safety of the subjects or
the execution of the study

3.3.2.5 Ensure that the relevant parties are informed of the cancellation of an approval
granted by the IEC.

3.3.2.6 Ensure that when a study is suspended prematurely, the requesting
party indicates to the (IEC/IRB) the reasons for the suspension and provides
a summary of the results obtained up to that point.

3.5 Records

3.5.1 The (IEC/IRB) should keep all relevant records (e.g., written procedures,
lists of its members, lists of member affiliations and occupations, documents
presented, minutes of meetings, and correspondence) three years after the
conclusion of the study and make them available to the regulatory authorities
upon request.
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CHAPTER 4
INFORMED CONSENT

4.1 Definition

Informed Consent is a process whereby a subject voluntarily confirms his desire
to participate in a study, in particular after he has been informed about all
aspects relevant to his decision to participate. The informed consent is
documented by means of a written, signed, and dated informed consent form.

Thus, informed consent should be understood essentially as a process and, by
convention, a document, with two essential purposes:

* To ensure that the subject controls the decision on whether to participate
in clinical research

* To ensure that the subject participates only when the research is
consistent with his values, interests, and preferences

In order to give truly informed consent, that is, in order to ensure that an
individual makes a free and rational decision about whether the clinical research
is consistent with his interests; emphasis should be placed on ensuring that the
information is truthful, clear, precise and conveyed in a manner that can be
understood by the subject, so that he can appreciate the implications for his
own clinical situation, weigh all the options, ask questions, and thus, make a
free and voluntary decision.

4.2 Parts of Informed Consent
Informed Consent consists of two parts:
e Information for the research subject

The informed consent document is a written summary of the basic
information that should be communicated to the subject to comply with
the substantive ethical principle of informed consent. This document
serves as the basis or guide for the oral explanation and discussion of the
study with the subject or his legal representative. It is understood that
this document will not be the only source of the information that the
subject will receive during the informed consent process.

e Informed consent form for signature

The informed consent form is the document that the subject or his legal
representative and the witness (if applicable) will sign and date, in order
leave documented evidence or proof that the subject has received

sufficient information about the clinical trial, the product tested, and his
rights as a research subject and that he freely and voluntarily wishes to
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participate in the study. It is important to point out that some of the
contents of this document may already be mandated in the country's
regulations.

4.3 Guidelines for Obtaining Informed Consent

4.3.1 Voluntary informed consent should be obtained from each subject prior to
his participation in the clinical trial;

4.3.2 Informed consent is a process whereby a subject voluntarily confirms his
desire to participate in a particular study after he has been informed about all
aspects of the study relevant to his decision;

4.3.3 Informed consent is documented by means of a written, signed, and dated
informed consent form;

4.3.4 The informed consent should meet the applicable regulatory requirements
and adhere to GCP and the ethical principles contained in the Declaration of
Helsinki;

4.3.5 Any written information or document utilized for the consent process must
have first been approved by the independent ethics committee;

4.3.6 All written information or documents should be reviewed when new
information is developed that could be relevant to the subject's consent. This
information should be approved by the independent ethics committee, except
when it is necessary to eliminate immediate dangers to the subjects or when the
changes involve only logistical or administrative aspects of the study. The new
information should be communicated to the subject or his legally authorized
representative in a timely manner. Communication of this information should be
documented;

4.3.7 Neither the investigator nor the research staff should oblige, coerce, or
improperly influence a subject to participate or continue his participation in a
study;

4.3.8 The oral and written information about the study should not include
language that causes the subject or his legally authorized representative to
waive or appear to waive any legal right, or release or appear to release the
investigator, institution, sponsor, or its representatives of any responsibility for
negligence;

4.3.9 The investigator or his desighated representative should fully inform the
subject or his legally authorized representative of all pertinent aspects of the
study;

4.3.10 The language utilized in the written and oral information on the study
should be practical, not technical, and the subject, his legally authorized
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representative, and the impartial witness, when applicable, should understand it.
When the language of the investigator is not the language currently spoken in
the country or the community, the information provided and the consent form
should be in the subject's own language;

4.3.11 Before obtaining informed consent, the investigator or his designated
representative should give the subject or his legally authorized representative
sufficient time and opportunity to inquire about the details of the study so that
he can decide whether or not to participate;

4.3.12 All questions about the study posed by the subject or his legally
authorized representative should be answered to his satisfaction;

4.3.13 Before a subject participates in the study, the consent form should be
signed and dated in person by the subject or his legally authorized
representative and by the person who discussed informed consent with him;

4.3.14 If the subject or his legally authorized representative cannot read, an
impartial witness should be present throughout the informed consent process.
After the written information is read and explained and the subject or his legally
authorized representative has given his oral and, if possible, signed and dated
consent on the informed consent form, the witness should sign and date the
form in person, certifying that the written information was explained accurately
and was apparently understood by the subject or his legally authorized
representative and that the subject or his legally authorized representative
voluntarily gave his informed consent;

4.3.15 All oral and written information furnished to the subject or his legally
authorized representative during the informed consent process should have
basic content elements;

4.3.16 Before participating in the study, the subject or his legally authorized
representative should receive a copy of the signed and dated informed consent
form and any other written information furnished during the process. During a
subject's participation in the study, he or his legally authorized representative
should receive a copy of any updates to the signed and dated form and of the
updated written information provided;

4.3.17 In the case of clinical trials (therapeutic and non-therapeutic) with
subjects who can be included in the study only with the consent of their legally
authorized representative (for example, children or patients with severe
dementia), the subject should be informed about the study, insofar as he is able
to understand it, and if able, should sign and date the written informed consent
in person;

4.3.18 Non-therapeutic studies--that is, studies that intend no benefit to the

subject--should be conducted on subjects who personally give their consent and
sign and date the informed consent form;
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4.3.19 In emergencies, if the subject's informed consent cannot be obtained,
the consent of his legally authorized representative, if there is one, should be
requested. If the prior consent of the subject or his representative cannot be
obtained, the subject will be included with the documented approval of the
ethics committee in order to protect his rights, safety, and well-being, pursuant
to the applicable regulations. The subject or his legally authorized representative
should be informed about the study as soon as possible and his consent to
continue will be requested, or another type of consent obtained, as the case
may be.

4.4 Elements of Informed Consent

a)
b)

)

d)

e)
f)

9)

h)

)

k)

A statement on the study involved in the research;
The objective or purpose of the study;

The treatments involved in the study, how they are administered, and the
probability of receiving every treatment;

Procedures to be done in the study, including all invasive procedures;
Responsibilities of the subject;
Experimental aspects of the study;

Reasonably foreseeable risks or discomforts to the subject and, when
applicable, to the embryo, fetus, or infant;

Reasonably expected benefits. When a clinical benefit is not intended for
the subject, he will have to be aware of this;

Alternative procedures or courses of treatment available to the subject
and their important potential benefits;

Compensation and/or treatment available for the subject in the case of a
research-related injury;

Advance prorated payment, if applicable, to the subject to participate in
the study;

Payment of the anticipated expenditures or costs, if any, to the subject to
participate in the study;

m) The subject's participation in the study is voluntary; the subject can

refuse to participate or can withdraw from the study at any time without
penalty or loss of the benefits to which he is otherwise entitled;

16



n)

0)

p)

q)

Permission to give monitors auditors, the Ethics Committee, and the
regulatory authorities direct access to the subject's original medical
records in order to verify the procedures and/or data of the clinical trial,
without violating the confidentiality of the subject insofar as the applicable
laws and regulations permit. By signing the written consent form, the
subject or his representative authorizes this access;

The confidentiality of the records identifying the subject will remain
inviolate and, insofar as the applicable laws and/or regulations permit,
they will not be made public. If the results of the study are published, the
subject's identity will remain confidential;

Timely communication to the subject or his legally authorized
representative of any new information developed that could be relevant to
the subject's desire to continue participating in the study;

People to contact for more information on the study and on the rights of
study subjects, and whom to contact in the event of a research-related
injury;

Anticipated circumstances and/or reasons why a subject's participation in
the study may be terminated;

Expected duration of the subject's participation in the study, and

Approximate number of subjects expected to participate in the study.
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CHAPTER 5
INVESTIGATOR RESPONSIBILITIES

5.1 Investigator’s Qualifications and Agreements

5.1.1 The investigator(s) should be qualified by education, training, and
experience to assume responsibility for the proper conduct of the trial, should
meet all the qualifications specified by applicable regulatory requirements(s),
and should provide evidence of such qualifications through up-to-date
curriculum vitae and/or other relevant documentation requested by the sponsor,
the IRB/IEC, and/or the regulatory authority (is).

5.1.2 The investigator(s) should be thoroughly familiar with the appropriate use
of the investigational product(s) as described in the protocol, in the current
Investigator’s Brochure, in the product information and in other relevant
information source

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

5.1.4 The investigator/institution should permit monitoring and auditing by the
sponsor and inspection by the appropriate regulatory authority (ies) and the
auditing by the IEC/IRB.

5.1.5 The investigator should maintain a list of appropriately qualified persons to
whom the investigator has delegated significant trial-related duties. Details of
the names of persons, and functions and specific duties that have been delegate
should be documented before the study initiation and kept updated during the
study. The investigator can only delegate duties/activities but not
responsibilities; and occasionally, when initiate or conduct the study with no
other sponsor, the investigator can also be responsible as sponsor.

5.2 Adequate Resources

5.2.1 The investigator should have sufficient time to properly conduct and
complete the trial within the agreed trial period

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

5.2.3 The investigator should have available an adequate number of qualified
staff and adequate facilities for the foreseen duration of the trial to conduct the
trial properly and safely. Details of person’s names, functions, qualifications as
well as details of facilities should be documented.
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5.2.4 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.

5.2.5 Training of the study participants should be documented including: the
name of the staff persons trained, procedures and dates.

5.3 Informed Consent

The Investigator is responsible for obtaining the informed consent (See chapter
4)

5.4 Maedical Care of Trial Subjects

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

5.4.2 During and following a subject’s participation in a trial, the investigator/
institution should ensure that adequate medical care is provided to a subject for
any adverse events, including clinically significant laboratory values, related to
the trial. This care will not imply additional cost for the patient .The investigator/
institution should inform a subject when medical care is needed for intercurrent
illness (is) of which the investigator becomes aware.

5.4.3 It is recommended that the investigator inform the subject's primary
physician about the subject's participation in the trial if the subject has a
primary physician and if the subject agrees to the primary physician being
informed.

5.4.4 Although a subject is not obliged to give his/her reason(s) for withdrawing
prematurely from a trial, the investigator should make a reasonable effort to
ascertain the reason(s), while fully respecting the subject's rights;

5.4.5 The investigator, through prior agreements with the sponsor, should
ensure continuity of treatment for the research subjects once their involvement
in the study has ended, if its interruption endangers their safety within the
applicable regulatory frameworks. The national regulatory authority (NRA) must
take into account that, during the course of this treatment, products that still
are not officially approved will be used.
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5.5 Communication with IRB/IEC

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

5.5.2 The investigator should also obtain approval for the trial protocol from the
regulatory authority before initiating the study, if required by local regulations.

5.5.3 As part of the investigator's/institution’s written application to the
IRB/IEC, the investigator/institution should provide the IRB/IEC with a current
copy of the Investigator’s Brochure. If the Investigator's Brochure is updated
during the trial, the investigator/institution should supply a copy of the updated
Investigator’s Brochure to the IRB/IEC. During the trial the
investigator/institution should provide to the IRB/IEC all documents subject to
its review.

5.6 Compliance with Protocol

5.6.1 The investigator/institution should conduct the trial in compliance with the
protocol agreed to by the sponsor and, if required, by the regulatory
authority(ies), and which was given approval/favorable opinion by the IRB/IEC.

5.6.2 The investigator/institution and the sponsor should sign the protocol, or an
alternative contract, to confirm their agreement.

5.6.3 The investigator should not implement any deviation from, or changes of,
the protocol without agreement by the sponsor and prior review and
documented approval/favorable opinion from the IRB/IEC of an amendment,
except where necessary to eliminate an immediate hazard(s) to trial subjects, or
when the change(s) involves only logistical or administrative aspects of the trial
(e.g., change of monitor(s), change of telephone number(s)).

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

5.6.5 The investigator may implement a deviation from, or a change in, the
protocol to eliminate an immediate hazard(s) to trial subjects without prior
IRB/IEC Approval/favorable opinion. As soon as possible, the implemented
deviation or change, the reasons for it, and, if appropriate, the proposed
protocol amendment(s) should be submitted:

(a) To the IRB/IEC for review and approval/favorable opinion;

(b) To the sponsor for agreement and, if required;

(c) To the regulatory authority (ies).
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5.7 Investigational Product(s)

5.7.1 Responsibility for investigational product(s) accountability at the trial
site(s) rests with the investigator/institution.

5.7.2 Where allowed/required, the investigator/institution may/should assign
some or all of the investigator's/institution’s duties for investigational product(s)
accountability at the trial site(s) to an appropriate pharmacist or another
appropriate individual who is under the supervision of the
investigator/institution.

5.7.3 The investigator/institution and/or a pharmacist or other appropriate
individual, who is designated by the investigator/institution, should maintain
records of the product's delivery to the trial site, the inventory at the site, the
use by each subject, and the return to the sponsor or alternative disposition of
unused product(s). These records should include dates, quantities, batch/serial
numbers, expiration dates (if applicable), and the unique code numbers
assigned to the investigational 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 all investigational
product(s) received from the sponsor.

5.7.4 The investigational product(s) should be stored as specified by the sponsor
and in accordance with applicable regulatory requirement(s).

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

5.7.6 The investigator, or a person designated by the investigator/institution,
should explain the correct use of the investigational product(s) to each subject
and should check, at intervals appropriate for the trial, that each subject is
following the instructions properly.

5.8 Randomization Procedures and Unblinding

5.8.1 The investigator should follow the trial's randomization procedures, if any,
and should ensure that the code is broken only in accordance with the protocol.
If the trial is blinded, the investigator should promptly document and explain to
the sponsor any premature unblinding (e.g., accidental unblinding, unblinding
due to a serious adverse event) of the investigational product(s)
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5.9 Records and Reports

5.9.1 The investigator should ensure the accuracy, completeness, legibility, and
timeliness of the data reported to the sponsor in the CRFs and in all required
reports.

5.9.2 Data reported on the CRF, which are derived from source documents,
should be consistent with the source documents or the discrepancies should be
explained.

5.9.3 Any change or correction to a CRF should be dated, initialed, and
explained (if necessary) and should not obscure the original entry (i.e., an audit
trail should be maintained; this applies to both written and electronic changes
and corrections). 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.

5.9.4 The investigator/institution should maintain the trial documents as
specified in Essential Documents for the Conduct of a Clinical Trial and as
required by the applicable regulatory requirement(s). The
investigator/institution should take measures to prevent accidental or premature
destruction of these documents.

5.9.5 Essential documents should be retained until at least 2 years after the last
approval of a marketing application or at least 2 years have elapsed since the
formal discontinuation of clinical development of the investigational product.
However it should be retained longer as required by the regulatory
requirement(s), or by agreement with the sponsor. In case of any doubts the
investigator should ask the sponsor.

5.9.6 Upon request of the monitor, auditor, IRB/IEC, or regulatory authority, the
investigator/institution should make available for direct access all requested
trial-related records.

5.10 Progress Reports

5.10.1 The investigator/institution should submit written summaries of the

status of the trial to the IRB/IEC annually, or more frequently, if requested by
the IRB/IEC.
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5.10.2 Written summaries should be provided to the regulatory authority, if
required by local regulations.

5.10.3 The investigator should promptly provide written reports to the sponsor,
the IRB/IEC), and, where required by the applicable regulatory requirements,
the institution on any changes significantly affecting the conduct of the trial,
and/or increasing the risk to subjects.

5.11 Safety Reporting

5.11.1 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 trial subjects rather than by the subjects' names,
personal identification numbers, and/or addresses. The investigator should also
comply with the applicable regulatory requirement(s) related to the reporting of
unexpected serious adverse drug reactions to the regulatory authority(ies) and
the IRB/IEC.

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

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

5.12 Premature Termination or Suspension of a Trial

5.12.1 If the trial is terminated prematurely or suspended for any reason, the
investigator/institution should promptly inform the trial subjects, should assure
appropriate therapy and follow-up for the subjects, and, where required by the
applicable regulatory requirement(s), should inform the regulatory
authority(ies). In addition:

5.12.2 If the investigator terminates or suspends a trial without prior agreement
of the sponsor, the investigator should inform the institution, where required by
the applicable regulatory requirements and the investigator/institution 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.

5.12.3 If the sponsor terminates or suspends a trial, the investigator should
promptly inform the institution, where required by the applicable regulatory
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requirements, and the investigator/institution should promptly inform the
IRB/IEC and provide the IRB/IEC a detailed written explanation of the
termination or suspension.

5.12.4 If the IRB/IEC terminates or suspends its approval/favorable opinion of a
trial, the investigator should inform the institution, where required by the
applicable regulatory requirements, and the investigator/institution should
promptly notify the sponsor and provide the sponsor with a detailed written
explanation of the termination or suspension.

5. 13 Final Report(s) by Investigator/Institution

5.13.1 Upon completion of the trial, the investigator should, where required by
the applicable regulatory requirements, inform the institution, and the
investigator/institution should provide the sponsor with all required reports, the
IRB/IEC with a summary of the trial’s outcome, and the regulatory authority(ies)
with any report(s) they require of the investigator/institution.

5. 14 Financial Aspects

5.14.1 The financial aspects of the trial should be documented in an agreement
between the sponsor and the investigator/institution. This document is listed as
an essential document in the corresponding section.

5.14.2 The agreement should include evidence of acceptance/involvement of the
institution/hospital administration to the provision of facilities and services and
the Sponsor’s proposed payment(s).

5.14.3 Investigators should disclose financial interests as requested by
IRB/IECs, sponsors, government’s authorities, and journal editors. The
disclosure may be required pre and end of trial and involves the investigators
spouse(s) and dependent children.
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CHAPTER 6
SPONSOR RESPONSIBILITIES

6.1 Quality Assurance and Quality Control

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

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

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

6.2 Contract Research Organization (CRO)

6.2.1 A sponsor may transfer any or all of the sponsor's trial-related duties and
functions to a CRO, but the ultimate responsibility for the quality and integrity of
the trial data always resides with the sponsor. The CRO should implement
quality assurance and quality control. These procedures should be documented
in writing before the start of the study.

6.2.2 Any trial-related duty and function that is transferred to and assumed by
a CRO should be specified in writing.

6.2.3 Any trial-related duties and functions not specifically transferred to and
assumed by a CRO are retained by the sponsor.

6.2.4 All references to a sponsor in this guidance also apply to a CRO to the
extent that a CRO has assumed the trial-related duties and functions of a
sponsor.

6.3 Medical Expertise
6.3.1 The sponsor should designate appropriately qualified medical personnel
who will be readily available to advice on trial-related medical questions or

problems. If necessary, outside consultant(s) may be appointed for this
purpose.
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6.4 Trial Design

6.4.1 The sponsor should utilize qualified individuals (e.g., biostatisticians,
clinical pharmacologists, and physicians) as appropriate, throughout all stages of
the trial process, from designing the protocol and CRFs and planning the
analyses to analyzing and preparing interim and final clinical trial/study reports.

6.5 Trial Management, Data Handling, Recordkeeping, and Independent
Data Monitoring Committee

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

6.5.2 The sponsor may consider establishing an independent data monitoring
committee (IDMC) to assess the progress of a clinical trial, including the safety
data and the critical efficacy endpoints at intervals, and to recommend to the
sponsor whether to continue, modify, or stop a trial. The IDMC should have
written operating procedures and maintain written records of all its meetings.
Clinical investigators should not be included as members of the IDMC of the
protocol in which they are part as investigators or any other protocol with the
same product. Sponsors~ employees may not serve as members; they can only
assist in the activities of the IDMC.

6.5.3 When using electronic trial data handling and/or remote electronic trial
data systems, the sponsor should:

a) Ensure and document that the electronic data processing system(s)
conforms to the sponsor’s established requirements for
completeness, accuracy, reliability, and consistent intended
performance (eg., validation).

b) Maintain SOPs for using these systems.

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

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

e) Maintain a list of the individuals who are authorized to make data
changes.

f) Maintain adequate backup of the data.
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g) Safeguard the blinding, if any (e.g., maintain the blinding during
data entry and processing).

6.5.4 If data are transformed during processing, it should always be possible to
compare the original data and observations with the processed data.

6.5.5 The sponsor should use an unambiguous subject identification code that
allows identification of all the data reported for each subject.

6.5.6 The sponsor, or other owners of the data, should retain all of the sponsor-
specific essential documents pertaining to the trial. (See section. "Essential
Documents for the Conduct of a Clinical Trial"); 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).

6.5.7 If the sponsor discontinues the clinical development of an investigational
product (i.e., for any or all indications, routes of administration, or dosage
forms), the sponsor should maintain all sponsor-specific essential documents for
at least 2 years after formal discontinuation or in conformance with the
applicable regulatory requirement(s).

6.5.8 If the sponsor discontinues the clinical development of an investigational
product, the sponsor should notify all the trial investigators/institutions and all
the appropriate regulatory authorities.

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

6.5.10 The sponsor-specific essential documents should be retained until at least
2 years after the last approval of a marketing application in an ICH region and
until there are no pending or contemplated marketing applications in an ICH
region or at least 2 years have elapsed since the formal discontinuation of
clinical development of the investigational product. These documents should be
retained for a longer period, however, if required by the applicable regulatory
requirement(s) or if needed by the sponsor.

6.5.11 The sponsor should inform the investigator(s)/institution(s) in writing of
the need for record retention and should notify the investigator(s)/institution(s)
in writing when the trial-related records are no longer needed

6.6 Investigator Selection
6.6.1 The sponsor is responsible for selecting the investigator(s)/institution(s).
Each investigator should be qualified by training and experience and should have

adequate resources to properly conduct the trial for which the investigator is
selected. If a coordinating committee and/or coordinating investigator(s) are to
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be utilized in multicenter trials, their organization and/or selection is the
sponsor’s responsibility.

6.6.2 It is the responsibility of the sponsor to establish the suitability of the
investigator, team and site prior to, at the initiation and during the trial. All site
personnel that are involved in the trial should be involved in the trial
information/training activities and trial initiation meeting

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

6.6.4 The sponsor should obtain the investigator's/institution's agreement:

a) To conduct the trial in compliance with GCP, with the applicable
regulatory requirement(s), and with the protocol agreed to by the
sponsor and given approval/favorable opinion by the IRB/IEC;

b) To comply with procedures for data recording/reporting;
C) To permit monitoring, auditing, and inspection; and

d) To retain the essential documents that should be in the
investigator/institution files until the sponsor informs the
investigator/institution these documents are no longer needed. The
sponsor and the investigator/institution should sign the protocol, or
an alternative document, to confirm this agreement.

6.7 Allocation of Duties and Functions

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

6.8 Compensation to Subjects and Investigators

6.8.1 If required by the applicable regulatory requirement(s), the sponsor
should provide insurance or should indemnify (legal and financial coverage) the
investigator/the institution against claims arising from the trial, except for claims
that arise from malpractice and/or negligence.

6.8.2 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
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compensation, the method and manner of compensation should comply with
applicable regulatory requirement(s).

6.9 Financing

6.9.1 The financial aspects of the trial should be documented in an agreement
between the sponsor and the investigator/institution. Any agreements between
the sponsor and the researcher or with any other person involved in the clinical
trial should be by writing as part of the protocol or by a separate agreement.

6.10 Notification/Submission to Regulatory Authority (ies)

6.10.1 Before initiating the clinical trial(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 applicable regulatory
requirement(s)) to begin the trial(s). Any notification/submission should be
dated and contain sufficient information to identify the protocol.

6. 11- Confirmation of Review by IRB/IEC
6.11.1 The sponsor should obtain from the investigator/institution:
(a) The name and address of the investigator's/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/favorable opinion, a current 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.

6.11.2 If the IRB/IEC conditions its approval/favorable opinion upon change(s)
in any aspect of the trial, 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/institution a copy of the modification(s) made and the date
approval/favorable opinion was giv