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FOREWORD

The Nepal Health Research Council (NHRC) was developed as an example of commitment of
His Majesty’s Government (HMG) of Nepal to promote scientific study and quality research in
health in Nepal. In order to meet this responsibility, NHRC has developed the National Ethical
Guidelines for Health Research in Nepal in 2001, Ethical Guidelines for the Care and Use
of Animals in Health Research in Nepal and Guidelines for Institutional Review
Committees for Health Research in Nepal in 2005. Now the NHRC presents the National
Guidelines on Clinical Trials with use of Pharmaceutical Products.

The purpose of prevent guideline is to set applicable standards for the conduct of biomedical research on human

subjects. This guideline is expected to provide a basis for ensuring ethical and scientific integrity of clinical trials by
defining the prerequisites to be satisfied and the principles to be applied in that process.

First of all I would like to express my sincere gratitude to the Ministry of Health and Population.
The World Bank and DFID for providing funds to carry out this very important activity.

I would like to give my special thanks to all the task force committee members Dr. Arjun
Bahadur Karki, Dr. Rishi Ram Koirala, Dr. Govinda Prasad Ojha, Mr. Radha Raman Prasad, Dr.
Shanker Pratap Singh who devoted their time in drafting and finalizing this Guideline. I would
also like to thank all the editors of this Guideline.

I hope that this guideline will be applied during all stages of drug development both prior to and
subsequent to product registration and marketing.

Therefore, I feel that this guideline will be useful not only for the prospective investigators, but
also for the ethics review committees, pharmaceutical manufactures and other sponsor of
research and drug regulatory authorities.

Dr. Sachey Kumar Pahari
Chairman
Nepal Health Research Council



PREFACE

It gives me great pleasure to write a preface for this landmark document that will provide a
comprehensive yet clear framework for scientifically competent and ethically based clinical
research on the use of pharmaceutical products on the population of Nepal.

The history of scientific research in Nepal is recent and as yet brief. This is especially true in the
area of health and medicine. Given our diverse and challenging geographical terrain, the wide
variabilities in our socio-economic setting and circumstances, the diversity and multi-ethnic
nature of our population, and the wide range of health-related cultural beliefs and practices found
among our people, Nepal offers a unique potential for valuable scientific research. With this
untapped available potential, Nepal can make a significant contribution toward the understanding
of much that is as yet unknown in medical knowledge and the field of public
health. Unfortunately, however, we Nepalese have remained behind the contemporary world in
nearly every area of scientific inquiry, knowledge, and application. Our enormous potential both
to help ourselves and be use of to the world has remained largely unexplored. As a consequence,
whenever our nation was confronted with major challenges or issues of technical or intellectual
nature, instead of building our own capacity to deal with them, we have too often chosen the
easy option of depending on foreign experts and consultants. In that process, we unknowingly
became habituated into a culture of intellectual dependence.

While Nepal and its people are slowly awakening to the harsh reality of this expatriate-dependent
syndrome, and while we are now taking initiatives toward building our own national capacity to
confront these challenges and address our problems, we still have a long way to go in achieving a
reasonable level of national self-sufficiency. We need to build and maintain the self-confidence
in our own ability to analyze a situation critically and make a judgment regarding our best
national interest. After all, who can best identify what is good for Nepal other than the Nepali
people ourselves? This should not be taken in an arrogant or chauvinistic sense, however. We
need to remember that good intentions alone are not sufficient to achieve a desirable outcome. In
order for us to determine and address our own needs, we must be competent as well. And to
achieve competence, we must maintain an open mind, acknowledge our shortcomings as
necessary, and be willing to learn from others. That is not to say that we need to be a blind
followers, but rather that we need the courage to look at each situation critically and with an
open perspective, and make an honest determination of as to what is relevant and beneficial for
our country and our people.

It is in this context that we need to see the value of clinical research. Many, if not all of us, may
have encountered the view that because Nepal is a poor country we should not be engaged in
research activities, and thereby wastes our scarce resources. According to this school of thought,
research is a simply a luxury, best left to the richer countries. While one can understand the logic
of such argument, it is precisely because Nepal is poor that we need to use our limited resources
wisely, in such a way as to get the most out of them.

For this reason, we need to develop and foster a culture of scientific research and application
within our own country. The scientific method, based on the principles and rigorous methods of
objective analysis and induction, is not nation - or culture-specific but of universal
scope. Observations or data gathered in such a process must be accurate and reproducible. To do
otherwise risks presenting conclusions that do not stand up to empirical testing, and result in the
loss of scientific credibility and public trust.



Equally important to the preservation of scientific integrity is the obligation to protect the rights
and interests of research participants. Since science is meant to serve humanity and not the other
way around, it is vital for all researchers to give due respect to and honor the rights of research
subjects. They must be fully informed about the nature, goals, and potential risks involved in the
proposed research study or experimentation; and they must have the right to agree or disagree to
participate in a research study and to withdraw from the study at any time they choose, without
fear of reprisals.

In conclusion, this guideline outlines the key principles for clinical medical research in Nepal,
within the framework of internationally accepted scientific and ethical standards. This guideline,
however, may not address every issue that a researcher or a research process may encounter. A
guideline is not a cookbook and cannot be expected to be complete. Therefore, should a situation
arise which this guideline does not address, such matters must be brought before the notice of the
Ethical Review Board of Nepal Health Research Council (NHRC) and resolved as per the verdict
given by that body.

The NHRC-commissioned team of members (Dr. Arjun Bahadur Kari, Dr. Rishi Ram Koirala,
Dr. Govinda Prasad Ojha, Mr. Radha Raman Prasad, Dr. Shanker Pratap Singh) prepared the
draft of this document. The materials contained in this document are largely based on a WHO
publication, “Guidelines for Good Clinical Practice for Trials on Pharmaceuticals Product.” That
draft was then presented and extensively discussed during a national workshop held on July 6
and 7, 2005.

The present guideline is the result of several modifications, and incorporates many valuable
suggestions provided by the workshop participants (see annex for details). The draft was
presented and widely discussed during the two days National Workshop held on July 6 and 7,
2005. T extend my profound thanks to all of our team members for their hard work and valuable
contribution. Heartfelt thanks also goes to all the participants of that workshop for their
enthusiastic participation and thoughtful comments which have made this document more
relevant and suit the context of our own reality. I am grateful to Professor (Dr.) Ramesh Kant
Adhikari for all the support and guidance that he has provided in the evolution of this guideline.
Dr. Shanker Pratap Singh, Member Secretary of NHRC deserves our appreciation for providing
the needed leadership to prepare and bring out this publication. Last but not least, I should like to
thank all the NHRC staffs specially Dr. Rajendra Kumar BC for their continued and excellent
cooperation and support.

Dr. Arjun Bahadur Karki

Coordinator
Task Force Committee
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INTRODUCTION

In view of the rapidly growing body of health knowledge and technology globally, rising aspiration of
Nepali people to have the access to high quality medical care at an affordable price and, given the need to
use the available limited resources in the most cost-effective way, we, as a nation, can not afford not to
base our health related actions / decisions on the appropriate evidences substantiated by a valid database.
While it might be advantageous for us to learn and benefit from the experiences gained elsewhere in the
world, one should always keep in mind that due to the inherent biological variability and different
environmental conditions, not all of the internally valid data and conclusions derived from the studies
conducted in other populations may be generalizable and therefore may not be applicable to our own
population. It is high time therefore that we not only continue generating relevant, important and
scientifically valid data that are based on our population but also make every attempt to validate the
inferences drawn from studies undertaken elsewhere before applying them on our own population.
Needless to say, only by harnessing our own national potential, will we be able to deal with this challenge
in a sustainable way. It is only natural therefore that we expect our national professional and academic
community to rise to the occasion and take the lead in pursuit of scholarly inquiries (and thereby generate
valid scientific database) in the spirit of identifying, characterizing as well as finding answers to our
existing and emerging national problems of biomedical, clinical and public health nature. It is in this
context that we should appreciate the value of clinical trials and should do everything possible to
encourage and promote the scientifically sound and ethically justifiable clinical trials conducted among
the Nepali populations

In order to ensure that all anticipated or predictable harms are avoided and useful knowledge are
generated, the actors involved in planning and / or conducting such clinical trials must:

1. Safeguard the scientific integrity of the process.
2. Respect the ethical integrity of the process.

It is with these aims in mind that the Nepal Health Research Council (NHRC) commissioned a team of
experts to prepare a ''National Guideline on Clinical Trials with the use of Pharmaceutical
Products”.

The purpose of this guideline is to set applicable standards for the conduct of such biomedical research on
human subjects. This document is heavily based on the document WHO Guidelines for Good Clinical
Practice (GCP) for trials on pharmaceutical products, TRS 850 1995 PP 97- 131 which in turn is based
on the provisions already promulgated in a number of highly developed countries including Australia,
Canada, European Community countries, Japan, Nordic Countries (Denmark, Finland, Iceland, Norway
and Sweden) and the United States. This guideline is expected to provide a basis for ensuring ethical and
scientific integrity of clinical trials by defining the prerequisites to be satisfied and the principles to be
applied in that process. In addition, such guidelines will also provide a formal basis for mutual
recognition of clinical data generated within the interested countries. By providing a basis both for the
scientific and ethical integrity of research involving human subjects and for generating valid observations
and sound documentation of the findings, this guideline will not only serve the interests of the parties
actively involved in the research process, but protect the rights and safety of subjects, including patients,
and ensure that the investigations are directed to the advancement of public health objectives.

It is expected that this guideline will be applied during all stages of drug development both prior to and
subsequent to product registration and marketing, but they are also applicable, in whole or in part, to
biomedical research in general. This guideline will therefore be useful not only for the prospective
investigators, but also for the ethics review committees, pharmaceutical manufacturers and other sponsors
of research and drug regulatory authorities. In addition, it should also provide a resource for editors to
determine the acceptability of reported research for publication and, specifically, of any study that could



influence the use or the terms of registration of a pharmaceutical product. Not least, they provide an
educational tool that should become familiar to everyone engaged in biomedical research and, in
particular, to every newly trained doctor.

DEFINITION

The definitions given below apply specifically to the terms used in this guide. They may have different
meanings in other contexts.

Adverse Event

Any untoward medical occurrence in a clinical trial subject who had received or is receiving a
pharmaceutical product(s) under investigation; it does not necessarily have a causal relationship with the
treatment.

Adverse Reaction

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

Audit of a Trial

A systematic examination, carried out independently of those directly involved in the trial, to determine
whether the conduct of a trial complies with the agreed protocol and whether the data reported are
consistent with the records on site, e.g. whether data reported or recorded in the case-report forms (CRFs)
are consonant with those found in hospital files and other original records.

Case-Report Form (CRF)

A document that is used to record data on each trial subject during the course of the trial, as defined by
the protocol. The data should be collected by procedures, which guarantee preservation, retention and
retrieval of information and allow easy access for verification, audit and inspection.

Clinical Trial

A systematic study on pharmaceutical products in human subjects (including patients and other
volunteers) in order to discover or verify the effects of and/or identify any adverse reaction to
investigational products, and/or to study the absorption, distribution, metabolism and excretion of the
products with the object of ascertaining their efficacy and safety. Clinical trials are generally classified
into Phases I to IV. It is not possible to draw distinct lines between the phases, and diverging opinions
about details and methodology do exist. A brief description of the individual phases, based on their
purposes as related to clinical development of pharmaceutical products, is given below:

Phase I

These are the first trials of a new active ingredient or new formulations in man, often carried out in
healthy volunteers. Their purpose is to establish a preliminary evaluation of safety, and a first outline of
the pharmacokinetic and, where possible, a pharmacodynamic profile of the active ingredient in humans.

Phase 11

These trials are performed in a limited number of subjects and are often, of a comparative (e.g. placebo-
controlled) design. Their purpose is to demonstrate therapeutic activity and to assess short-term safety of



the active ingredient in patients suffering from a disease or condition for which the active ingredient is
intended. This phase also aims at the determination of appropriate dose ranges or regimens and (if
possible) clarification of dose-response relationships in order to provide an optimal background for the
design of extensive therapeutic trials.

Phase II1

Trials in larger (and possibly varied) patient groups with the purpose of determining the short and long-
term safety/efficacy balance of formulation(s) of the active ingredient, and of assessing its overall and
relative therapeutic value. The pattern and profile of any frequent adverse reactions must be investigated
and special features of the product must be explored (e.g. clinically relevant drug interactions, factors
leading to differences in effect such as age). These trials should preferably be of a randomized double-
blind design, but other designs may be acceptable, e.g. long-term safety studies. Generally, the conditions
under which these trials are carried out should be as close as possible to normal conditions of use.

Phase IV

Studies performed after marketing of the pharmaceutical product. Trials in phase IV are carried out on the
basis of the product characteristics on which the marketing authorization was granted and are normally in
the form of post-marketing surveillance, or assessment of therapeutic value or treatment strategies.
Although methods may differ, these studies should use the same scientific and ethical standards as applied
in pre-marketing studies. After a product has been placed on the market, clinical trials designed to explore
new indications, new methods of administration or new combinations, etc. are normally considered as
trials for new pharmaceutical products.

Comparator Product

A pharmaceutical or other product (which may be a placebo) used as a reference in a clinical trial.
Confidentiality

Maintenance of the privacy of trial subjects including their personal identity and all personal medical
information.

Contract

A document, dated and signed by the investigator, institution and sponsor, that sets out any agreements on
financial matters and delegation/distribution of responsibilities. The protocol may also serve as a contract
when it contains such information and is signed.

Contract Research Organization (CRO)

A scientific organization (commercial, academic or other) to which a sponsor may transfer some of its
tasks and obligations. Any such transfer should be defined in writing.

Drugs

Any substance intended to be used for the purpose of diagnosis, cure, mitigation, treatment or prevention
of disease in human beings, animals or birds or any substance intended to be used for the destruction of
vermin or insects which cause disease in human beings, animals, or birds or any article intended to affect
the structure or any organic function of the body of human beings, animals or birds or such ingredients or
components intended to use for the preparation of such drugs (taken from Drug Acts of Nepal, 1978).
When a drug in use for a particular indication or in a particular formulation is being proposed to be tested
for a new indication or in a newer formulation, then that very drug should be treated as a new drug.



Data Safety and Monitoring Board (DSMB)

A special committee commissioned by the joint consultation between Nepal Health Research Council
(NHRC) and Department of Drug Administration (DDA) for the purpose of ensuring the proper conduct
of clinical trial, recording and assessment of any adverse events, monitoring and maintaining the safety of
the trail data. This committee may recommend appropriate modification, breaking the code and/or
termination of the trial.

Drugs Regulatory Authorities (DRA)
This is the authorized legal body of the government for the regulation and control of drug (i.e. DDA).
Escape Treatment

Any supplementary treatment provided to relieve the trial subject of symptoms caused by the investigated
disease in the clinical trial. Escape treatment is often used in order to alleviate pain in placebo-controlled
trials.

Ethics Committee

An independent body (a review board or a committee and could be of institutional, regional or national
level), constituted of medical professionals and non-medical members, whose responsibility it is to look
into and verify that the safety, integrity and human rights of the subjects participating in a particular trial
are protected and to consider the general ethics of the trial and thereby reassuring the public. Ethics
committees should be constituted and operated so that their tasks can be executed free from bias and from
any influence of those who are conducting the trial.

Final Report

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

Good Clinical Practice (GCP)

A standard for clinical studies, which encompasses the design, conduct, monitoring, termination, audit,
analyses, reporting and documentation of the studies and which ensures that the studies are scientifically
and ethically sound and that the clinical properties of the pharmaceutical product (diagnostic, therapeutic
or prophylactic) under investigation are properly documented.

Good Manufacturing Practice (GMP)

That part of pharmaceutical quality assurance which ensures that products are consistently produced and
controlled to the quality standards appropriate to their intended use and as required by the marketing
authorization. In these guidelines, GMP refers to the current GMP Guidelines published by WHO (1) or
the national GMP guidelines issued as per Drug Act 2035.

Informed Consent

A subject's voluntary confirmation of willingness to participate in a particular trial, and the documentation
thereof. This consent should only be sought after all appropriate information has been given about the
trial including an explanation of its status as research, its objectives, potential benefits, risks and



inconveniences, alternative treatment that may be available, and of the subject’s rights and responsibilities
in accordance with the current revision of the Declaration of Helsinki (see Appendix 1).

Inspection

An officially conducted examination (i.e. review of the conduct of the trial, including quality assurance,
personnel involved, any delegation of authority and audit) by relevant authorities at the site of
investigation and/or at the site of the sponsor in order to verify adherence to Good Clinical Practice as set
out in this document.

Investigator

A person responsible for the trial and for the rights, health and welfare of the subjects in the trial. The
investigator should have qualifications and competence in accordance with national laws and regulations
as evidenced by up-to-date curriculum vitae and other credentials. Decisions relating to, and the provision
of, medical or dental care must always be the responsibility of a clinically competent person legally
allowed to practice medicine or dentistry. A person who has academic degree in relevant bio-medical
disciplines and other necessary professional credentials could be an investigator in the trial.

Investigational labeling
Labeling developed specifically for products involved in a clinical trial.
Investigational product (synonym: study product)

Any pharmaceutical product (see definition) or placebo being tested or used as a reference in a clinical
trial.

Investigator’s Brochure

A collection of data for the investigator consisting of all the relevant information on the investigational
product(s), including chemical and pharmaceutical data and toxicological, pharmacokinetic and
pharmacodynamic data obtained from studies in animals as well as in humans, and the results of earlier
clinical trials. There should be adequate data to justify the nature, scale and duration of the proposed trial
and to evaluate the potential safety and need for special precautions. If new data are generated, the
investigator’s brochure must be updated.

Monitor

A person appointed by, and responsible to, the sponsor or Contract Research Organization (CRO) for the
monitoring and reporting of progress of the trial and for verification of data.

Patient / Subject File

A collection of data consisting of all relevant information on the patient or subject (such as hospital file,
consultation records or special subject file) that permits the authenticity of the information presented in
case-record forms to be verified and, where necessary, completed or corrected. The conditions regulating
the use and consultation of such documents must be respected.

Pharmaceutical Product

Any substance or combination of substances, which has a therapeutic, prophylactic or diagnostic use, or is
intended to modify physiological functions, and is presented in a dosage form suitable for administration
to humans.



Principal Investigator
The investigator serving as coordinator for certain kinds of clinical trials, e.g. multi-centre trials.
Protocol

A document which states the background, rationale and objectives of the trial and describes its design,
methodology and organization, including statistical considerations, and the conditions under which it is to
be performed and managed. The protocol should be dated and signed by the investigator, the institution
involved and the sponsor. It can also function as a contract.

Quality Assurance relating to Clinical Trials

Systems and quality control procedures that are established to ensure that the trial is performed and the
data are generated in compliance with Good Clinical Practice. These include procedures to be followed
which apply to ethical and professional conduct, standard operating procedures (SOP), reporting, and
professional or personnel qualifications.

Raw Data

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

Serious Adverse Event

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

Sponsor

An individual, a company, an institution or an organization which takes responsibility for the initiation,
management and/or financing of a clinical trial. When an investigator initiates and takes full
responsibility for a trial, the investigator then also assumes the role of the sponsor.

Standard Operating Procedures (SOP)

Standard, detailed, written instructions for the management of clinical trials. They provide a general
framework enabling the efficient implementation and performance of all the functions and activities for a
particular trial as described in this document.

Study Product (synonym: Investigational Product)
Any pharmaceutical product or placebo being tested or used as reference in a clinical trial.
Trial Participants

An individual who participates in a clinical trial, either as a recipient of the pharmaceutical product under
investigation or as a control. The individual may be:

- A healthy person who volunteers to participate in a trial,

- A person with a condition unrelated to the use of the investigational product,



- A person (usually a patient) whose condition is relevant to the use of the investigational product and

- The role and recognition and post-trial continuation of therapy applicable should also be specified in
this section. (Explanation of this has been mentioned in section 5.9.)

Validation

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

Verification (validation) of Data

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

Vulnerable Group (Special Population)

It comprises a special classes of subjects such as children and adolescent, pregnant women, fetus in
uterus, fetus ex-uterus, prisoners, people with physical frailty and mental disability, or substance abuse
related disorders.

Witness

A person who will not be influenced in any way by those who are involved in the clinical trial, who is
present and may provide assistance if required when the subject’s informed consent is obtained, and
documents that this consent is given freely by signing and dating the informed consent form.

1. PROVISIONS AND PREREQUISITES FOR A CLINICAL TRIAL
1.1 Justification for the Trial

It is important for anyone preparing a trial of a pharmaceutical product in humans that the
specific aims, problems and risks or benefits of a particular clinical trial be thoroughly considered
and that the chosen options be scientifically sound and ethically justified.

1.2 Ethical Principles

All research involving human subjects should be conducted in accordance with the ethical
principles contained in the current version of the Declaration of Helsinki (see Appendix 1). Three
basic ethical principles should be respected, namely justice, respect for persons, and beneficence
(maximizing benefits and minimizing harms and wrongs) and non-maleficence (doing no harm)
as defined by the current revision of the International Ethical Guidelines for Biomedical Research
Involving Human Subjects issued by the Council for International Organizations of Medical
Sciences (CIOMS) (2). All individuals involved in the conduct of any clinical trial must be fully
informed of and comply with these principles. (See chapters 3 and 4).

1.3 Supporting Data for the Investigational Product



Pre-clinical studies that provide sufficient documentation of potential safety and eventual clinical
applications of a pharmaceutical product are prerequisites for a clinical trial. Information about
manufacturing procedures and data from tests performed on the actual product should establish
that it is of suitable quality for the intended investigational use. The pharmaceutical, preclinical
and clinical data should be adapted to the appropriate phase of the trial, and the amount of
supporting data should be appropriate to the size and duration of the proposed trial. In addition, a
compilation of information on safety and efficacy of the investigational product obtained in
previous and ongoing clinical trials is required for the planning and conducting of subsequent
trials.

1.4 Investigator and Site(s) of Investigation

Each investigator should have appropriate expertise, qualifications and competence to undertake
a proposed study. Prior to the trial, the investigator(s) and the sponsor should establish an
agreement on the protocol, standard operating procedures (SOP), the monitoring, and auditing of
the trial, and the allocation of trial-related responsibilities. The trial site should be adequate to
enable the trial to be conducted safely and efficiently (see chapter 4).

1.5 Regulatory Requirements

All parties involved in a clinical trial should comply fully with the regulatory requirements as
specified in this guideline. The pre-trial agreement between the sponsor and investigator(s)
should designate the parties responsible for meeting each applicable regulatory requirement (e.g.
application to or notification of the trial to the relevant authority, amendments to the trial
protocol, reporting of all adverse events, and notifications to ethics committee). It should also be
mentioned here that the use of this guideline should not prevent their eventual adaptation into
national regulations or laws.

As per Drug Act 2035 approval for clinical trial should be obtained from DDA in any of the following
cases.

e New drug entities

e New indications

e New dosage forms or Route of drug administrations
e New combination of active ingredients

e  Unregistered products.

2. THE PROTOCOL

The clinical trial should be carried out in accordance with a written protocol agreed upon and signed by
the investigator and the sponsor. Any change(s) subsequently required must be similarly agreed on and
signed by the investigator and sponsor and appended to the protocol as amendments. The protocol,
appendices and any other relevant documentation should state the aim of the trial and the procedures to be
used; the reasons for proposing that it should be undertaken on humans; the nature and degree of any
known risks; the groups from which it is proposed that trial subjects be selected and the means for
ensuring that they are adequately informed before they give their consent. Other important items to be
included in a clinical trial protocol are listed in Appendix 2.

The protocol, appendices and other relevant documentation should be reviewed from a scientific and
ethical standpoint by one or more (if required by local laws and regulations) review bodies (e.g.



institutional review board, peer review committee, ethics committee, drug regulatory authority),
constituted appropriately for this purpose and independent of the investigator(s) and sponsor.

3. PROTECTION OF TRIAL SUBJECTS

The personal integrity and welfare of the trial subjects as defined in the Declaration of Helsinki should be
the primary concern of all parties involved in the conduct of a clinical trial and the review of the protocol
but it is the ultimate responsibility of the investigator, who must also take into consideration the scientific
validity of the trial.

3.1

3.2

Declaration of Helsinki

The current revision of the Declaration of Helsinki (Appendix 1) is the accepted basis for clinical
trial ethics, and must be fully followed and respected by all parties involved in the conduct of
such trials. Any departures from the Declaration must be justified and stated in the protocol.
Independent assurance that subjects are protected can only be provided by an ethics committee
which ensures that informed consent from the trial participants were obtained freely and without
any coercion and/or inducements.

Ethics Committee

The role of the ethics committee (or Ethical Review Board of NHRC) is to ensure the protection
of the rights and welfare of human subjects participating in clinical trials, as defined by the
current revision of the Declaration of Helsinki and other relevant regulations, and to provide
public reassurance, inter alia, by previewing trial protocols, etc. (see Section 2). The ethics
committee should be constituted and operated so that its tasks can be executed free from bias and
from any influence of those who are conducting the trial. The ethics committee should have
documented policies and procedures as a basis for its work, which should be available to the
public. These should set out the authority under which the committee is established, the number
of members elected and their qualifications, a definition of what it will review and its authority to
intervene and maintain records of its activities. The documents should also state how frequently
the committee will meet and how it interacts with the investigator and/or sponsor.

The investigator, or the investigator and the sponsor, must consult the relevant ethics
committee(s) regarding the suitability of a proposed clinical trial protocol (including appendices
and amendments) and of the methods and materials to be used in obtaining and documenting the
informed consent of the subjects.

The ethics committee has an ongoing responsibility for the ethical conduct of research, and
therefore must be informed of all subsequent amendments to the protocol and of any serious
adverse events occurring during the trial, or other new information likely to affect the safety of
the subjects or the conduct of the trial. The ethics committee should be asked for its opinion if a
re-evaluation of the ethical aspects of the trial appears to be required, or if there is any doubt
regarding the importance of a protocol change or new information.

Subjects must not be entered into the trial until the relevant ethics committee(s) has issued its
favorable opinion on the procedures. The ethics committee should give its opinion and advice in
writing within a reasonable time, clearly identifying the trial protocol, itemizing the documents
studied and stating the date of review. A list of those present at the committee meeting, including
their professional status should be attached.

When reviewing a clinical trial proposal the ethics committee should consider the following:



(a)

(b)

(c)

(d)

(e)

)

(@

The acceptability of the investigator for the proposed trial, on the basis of sufficient
information made available to the committee, in terms of his or her qualifications,
experience, availability for the duration of the study, supporting staff and available facilities.

The suitability of the protocol including the objectives of the study and the justification of
predictable risks and inconveniences weighed against the anticipated benefits for the subjects
and/or others, and the efficiency of its design, i.e. the potential for reaching sound
conclusions with the smallest possible exposure of subjects.

The means by which trial subjects will be recruited, necessary and appropriate information
will be given, and consent will be obtained. This is particularly important in the case of trials
involving subjects who are members of a group with a hierarchical structure or another
vulnerable group (see Section 3.3 e—f).

The adequacy and completeness of the information, which should be written in a language
and at a level of complexity understandable to everyone involved, to be given to the subjects,
their relatives, guardians or, if necessary, legal representatives. All such written information
must be submitted in its final form to the ethics committee.

Provision, if any, for compensation or treatment in the case of death or other loss or injury of
a subject, if attributable to a clinical trial, and details of any insurance or indemnity (a source
of legal and financial support) to cover the liability of the investigator(s) and sponsor (See
Section 5.9).

The appropriateness of the extent and form of payment through which the sponsor will
remunerate or compensate the organization(s) and/or investigator(s) conducting the trial, and
the trial subjects, as required by the regulations.

The acceptability of proposed amendments to the protocol that is likely to affect the safety of
the subjects or the conduct of the trial.

3.3 Informed Consent

The principles of informed consent in the current revisions of the Declaration of Helsinki
(Appendix 1) and the International Ethical Guidelines for Biomedical Research Involving Human
Subjects (2) should be implemented in each clinical trial.

(a)

(b)

Information should be given in a language and at a level of complexity understandable to the
subject in both oral and written form whenever possible. No subject should be obliged to
participate in the trial. Subjects, their relatives, guardians or, if necessary, legal
representatives must be given ample opportunity to enquire about details of the trial. The
information must make clear that the trial is a research procedure that participation is
voluntary and that refusal to participate or withdraw from the trial at any stage will not
prejudice the subject’s care, rights and welfare. Subjects must be allowed sufficient time,
determined by their health condition and/or the illness, to enquire about details of the trial
and to decide whether or not they wish to participate.

The subject must be made aware and consent that personal information may be scrutinized
during monitoring, auditing or inspection of the trial by properly authorized persons, the
sponsor or relevant authorities, and that participation and personal information in the trial
will be treated as confidential and will not be publicly available. This principle may be
modified by national laws and regulations as and when applicable.



(c)

(d)

(e)

&)

(2

(h)

W)

The subject must have access to information about insurance, if any and other procedures for
compensation and treatment should he or she be injured or disabled by participating in the
trial.

If a subject consents to participate after a full and comprehensive explanation of the study,
this consent should be appropriately recorded. The explanation should include the aim of the
study; the expected benefits for the subjects and/or others; the possibility of allocation to a
reference treatment or placebo; the risks and inconveniences -- e.g. invasive procedures;
and, where appropriate, an explanation of alternative, recognized medical therapy. Consent
must be documented either by the subject’s dated signature or in agreement with local laws
and regulations by the signature of an independent witness who records the subject’s
consent. In either case, the subject must be informed that signature confirms that the consent
is based on information which has been given, and that the subject has freely chosen to
participate without prejudice to legal and ethical rights, while reserving the right to withdraw
from the study at his or her own initiative at any time, without having to give any reason. If,
however, the reason for withdrawal relates to an adverse event(s), the investigator should be
informed.

Careful consideration should be given to ensuring the freedom of consent obtained from
members of a group with a hierarchical structure — such as medical, pharmacy and nursing
students, hospital and laboratory personnel, employees of the pharmaceutical industry, and
members of the armed forces. In such cases the willingness to volunteer may be unduly
influenced by the expectation, whether justified or not, of benefits associated with
participation or of a retaliatory response from senior members of the hierarchy in case of
refusal to participate. Other vulnerable groups whose consent also needs special
consideration include patients with incurable diseases, elderly people in nursing homes,
prisoners or detainees, the unemployed or people on a very low income, patients in
emergency departments, some ethnic and racial minority groups, the homeless, nomads and
refugees. If such categories are part of the population to be enrolled in a clinical trial, the
ethics committee should consider carefully the appropriateness of the informed-consent
process.

If the subject is incapable of giving personal consent (e.g. in the case of children or adults
who are unconscious or suffering from severe mental illness or disability), the inclusion of
such patients in a trial may be acceptable provided: it is permitted by local laws and
regulations; the ethics committee is, in principle, in agreement; and the investigator thinks
that participation will promote the welfare and be in the interest of the subject. The
agreement of a legally acceptable representative that participation will promote the welfare
and be in the interest of the subject should also be recorded by a dated signature. If the
patient is incapable of giving either signed informed consent or witnessed signed verbal
consent, this fact must be documented by the investigator, stating the reasons.

In a non-therapeutic study, i.e. when there is no direct clinical benefit to the subject, consent
must always be given by the subject and documented by his or her signature.

The trial subjects should be informed that they have access to appropriate (identified)
persons to obtain further information and medical advice or escape treatment, if necessary.

Any information that becomes available during the trial, which may be of relevance to the
trial subjects, must be made known to them by the investigator.

The subjects should be informed of the circumstances under which the investigator or the
sponsor might terminate their participation in the study.
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Vulnerable Group

Persons in vulnerable situations are those who are unable to express fully or protect their own
interest owing to such impediments as a lack of capacity to consent fully, an inability to obtain
alternative means of medical care and/or other health necessities, or because they are a junior or
subordinate member of a hierarchical group.

Confidentiality

The investigator must establish secure safeguards of confidentiality of research data as described
in the current revision of the International Ethical Guidelines for Biomedical Research Involving
Human Subjects (2). (See also Section 3.3.) The data related to clinical trial results may be
accessible for trial subject(s) as and when mandated by the court of law.

4. RESPONSIBILITIES OF THE INVESTIGATOR

4.1

4.2

4.3

Medical Care of Trial Subjects

The investigator is responsible for adequate and safe medical care of subjects during the trial and
for ensuring that appropriate medical care and relevant follow-up procedures are maintained after
the trial for a period that is dependent upon the nature of the disease and the trial and the
interventions made.

Qualifications
The investigator should:

Have qualifications and competence necessary to undertake the clinical trial as evidenced by up-
to-date curriculum vitae and other credentials and which meets the requirement as defined by the
national laws and regulations, as and when applicable.

Have good knowledge and experience of the field of medicine/dentistry or other relevant
biomedical and related sciences discipline as defined in and required by the protocol. However,
decisions relating to, and provision of, medical or dental care must always be the responsibility of
a clinically competent person legally allowed to practice medicine or dentistry;

Be knowledgeable and competent in GCP or receive scientific support from an expert and must
comply with GCP principles;

Permit monitoring and auditing by the sponsor and inspection by the DDA

Be thoroughly familiar with available relevant data and literature and all information provided by
the sponsor;

Have access to human and other resources to assume full responsibility for the proper conduct of
the trial;

Be aware of investigational drug use processes; and
Be aware of and comply with national regulatory, legal and ethical requirements.
Investigational Team

As more than one investigator may be involved in the same clinical trial, it is preferable that the
investigators represent different relevant biomedical sciences as and where applicable/possible.



4.4

4.5

4.6

4.7

4.8

Selection of Trial Participants

The investigator is responsible for ensuring the unbiased selection and an adequate number of
suitable subjects according to the protocol. It may be necessary to secure the cooperation of other
physicians in order to obtain a sufficient number of subjects. In order to assess the probability of
recruiting an adequate number of subjects for the study, it may be useful to determine
prospectively or to review retrospectively (e.g. on the basis of the clinic’s records) the availability
of potential subjects. The investigator should check whether subjects so identified can or could be
included according to protocol. The patient's own physician should, when relevant and with the
patient's consent, be informed of the patient's participation in the clinical trial.

Compliance with the Protocol

The investigator must agree and sign the protocol with the sponsor, and confirm in writing that he
or she has read, understands and will work according to the protocol and this ethical guideline.
The investigator is responsible for ensuring that the protocol is strictly followed. The investigator
should not make any changes in the study without the agreement of the sponsor, except when
necessary to eliminate an apparent immediate hazard or danger to a trial subject. Any change
should be in the form of a protocol amendment, appended to the original protocol and signed by
the investigator and the sponsor. Any amendments thus made should be submitted in writing to
the ethics committee (see Section 3.2) and drug regulatory authority and implemented only after
approval has been received.

The investigator may take any steps judged necessary to protect the safety of the trial subject,
whether specified in the protocol or not. Any such steps must be documented and informed to the
ethics committee.

Information for Subjects and Informed Consent

The investigator is responsible for giving adequate information to subjects about the trial. The
current version of the Declaration of Helsinki (Appendix 1), and International Ethical Guidelines
for Biomedical Research Involving Human Subjects (2) should be followed. The nature of the
investigational pharmaceutical product, its stage of development and the complexity of the study
should be considered in determining the nature and extent of the information that should be
provided.

Information should be given in both oral and written form in a language understandable to the
subject. The protocol should state when and by whom such information will be provided, and
how the provision of information should be recorded.

Informed consent must be obtained according to the principles described in Section 3.3. The
investigator should also supply subjects with, and encourage them to carry with them,
information about their participation in the trial and information about contact person(s) to
contact in an emergency situation.

The Investigational Product

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

Site of the Trial, Facilities and Staff



Clinical trials must be carried out under conditions which ensure adequate safety for the subjects.
The site selected should be appropriate to the stage of development of the product and the
potential risks involved. The trial site must have adequate facilities, including laboratories,
equipment and sufficient medical, paramedical, and clerical staff to support the trial and to deal
with all reasonable foreseeable emergencies. All laboratory assays must be validated, and
principles of Good Laboratory Practice (GLP) should be observed.

The investigator should ensure that he or she has sufficient time to conduct and complete the trial,
and that other commitment or trials do not divert essential subjects, resources or facilities away
from the trial in hand.

The investigator must provide adequate information to all staff involved in the trial. The
investigator must notify or obtain approval for the trial from relevant local health and
administrative authorities in compliance with existing regulations.

4.9 Notification of the Trial or Submission to the Drug Regulatory Authority

As governed by national regulations, the investigator, sponsor, or investigator jointly with the
sponsor, should give notification of the trial to, or obtain approval from, the drug regulatory
authority (i.e. Department of Drug Administration). Any submission to the drug regulatory
authority should be in writing and dated, and contain sufficient information to identify the
protocol.

4.10 Review by an Ethics Committee

Prior to its commencement, the investigator must ensure that the proposed clinical trial has been
reviewed and accepted in writing by the relevant independent ethics committee(s) (see Section
3.2). Any submission to and acceptance by the ethics committee should be in writing and dated,
and contain sufficient information to identify the protocol or other submitted documents.

4.11 Serious Adverse Events / Reactions

The investigator must take appropriate measures to ensure the safety of clinical trial subjects (see
also Section 7). The investigator is also responsible for notifying (with documentation) the
relevant health authorities, the sponsor and, when applicable, the ethics committee immediately
in the case of serious adverse events or reactions, as governed by national regulations.

4.12 Financing

The relationship between the investigator and the sponsor in matters such as financial support,
fees, and honorarium payments in kind must be stated in writing in the protocol or contract. The
protocol or contract should be available to the drug regulatory authority and ethics committee on
demand.

4.13 Monitoring, Auditing and Inspection

The investigator must be prepared to receive and be available for periodic visits by the monitor(s)
and accept the implications of such visits (see also Section 6). In addition, the investigator must
accept auditing and/or inspection by the relevant health authorities and by persons appointed by
the sponsor for quality assurance. There should also be a separate Data Safety and Monitoring
Board (DSMB) with the representation from NHRC, DDA and other relevant
institutes/organizations/agencies.

4.14 Record-keeping and Handling of Data



See Section 8.

4.15 Handling of and Accountability for Pharmaceutical Products for Trial

See Section 10.
4.16 Termination of Trial by the Investigator

In the case of premature termination of the clinical trial, the investigator must inform the drug
regulatory authority, the ethics committee and, where applicable, the sponsor. Reasons for
termination must be stated in writing,.

4.17 Termination of Trial by DDA

On the basis of recommendations given by DSMB, Ethical Review Board of NHRC shall, in
consultation with DDA, modify and/or terminate the trial.

4.18 Final Report

After completion of the trial, a final report must be prepared and submitted to the NHRC and
drug regulatory authority. The report should be dated and signed by the investigator in
accordance with local regulations to verify responsibility for the validity of the data.

4.19 Trials in which the Investigator is the Sponsor

In clinical trials in which the investigator is the sponsor, he or she is responsible for the
corresponding functions (see Section 5).

S. RESPONSIBILITIES OF THE SPONSOR

The sponsor is often a pharmaceutical company, but may also be an individual, the investigator, or an
independent institution or organization that initiates, funds, organizes and oversees the conduct of a
clinical trial. When the sponsor is a foreign company or organization it should have a local representative
to fulfill the appropriate local responsibilities as governed by national regulations.

The sponsor is responsible for providing the investigational and comparator (if any) products, as well as
appropriate information to support the safe use of those products. In addition, the sponsor is responsible
for ensuring that the trial is conducted in accordance with sound scientific principles and Good Clinical
Practice standards by selecting qualified investigators, providing a protocol and ensuring protocol
compliance, establishing the distribution of trial-related responsibilities, and providing facilities,
equipment and staff for management of the trial, recordkeeping, handling of data, monitoring, and quality
assurance. The sponsor is also ultimately responsible for ensuring compliance with applicable legal,
ethical, and regulatory requirements (although local regulations may designate certain required activities
as responsibilities of the investigator), and for providing compensation and indemnity in the event of trial-
related injury or death, according to local laws and regulations.

5.1 Selection of the Investigator(s)

The sponsor is responsible for selecting the investigator(s), taking into account the
appropriateness and availability of the trial site and facilities, and being assured of the
investigator's qualifications and availability to conduct the study.

5.2 Delegation of Responsibilities



5.3

5.4

5.5

5.6

The sponsor is responsible for agreeing with the investigator(s) on the allocation of protocol-
related responsibilities, including data processing, breaking of the trial code, handling of
statistics, preparation of trial reports, and preparation and submission of documentation to the
ethics committee, the drug regulatory authority, and any other required review bodies. This
agreement should be confirmed in writing (protocol, contract, or alternative document) prior to
the trial.

The sponsor may transfer any or all clinical trial-related activities to a scientific body
(commercial, academic, or other), or to a contract research organization (CRO). Any such
transfer should be documented in writing.

Compliance with the Protocol and Procedures

The sponsor is responsible for assuring the investigator's agreement to undertake the clinical trial
as described in the protocol, and according to Good Clinical Practice, and to accept procedures
for data recording (particularly in the case-report form or CRF), monitoring, audits, and
inspections. The sponsor and the investigator must sign the protocol or an alternative document
confirming this agreement.

Both the sponsor and the investigator should agree to any amendment to the protocol before it is
implemented and this should be documented in writing.

Amendments which may affect the safety of the subjects or the conduct of the trial should be
submitted in writing to the ethics committee (see Section 3.2) through the investigator or, if
applicable, directly by the sponsor. The sponsor should provide justification for the amendments.
The amendments should be submitted to the NHRC as well as the DDA. The amendments should
not be implemented until all required approvals have been obtained, unless the delay caused by
this process is likely to expose the subjects to an immediate hazard or danger.

Product Information

As a prerequisite to planning the clinical trial, the sponsor is responsible for providing the
investigator with available chemical/pharmaceutical, toxicological, pharmacological and clinical
data (including data from previous and ongoing trials) regarding the investigational product and,
where appropriate, the comparator product(s). This information should be accurate and adequate
to justify the nature, scale and duration of the trial. In addition, the sponsor must bring any
relevant new information arising during the trial to the attention of the investigator.

The sponsor is responsible for preparing and providing to investigators an Investigator's
brochure, which must include all relevant information about the product(s) and must be
supplemented and/or updated whenever any relevant new information is available.

Safety Information

The sponsor must inform the investigator(s) promptly of any immediately relevant information
on safety that becomes available during a clinical trial and ensure that the ethics committee and
the drug regulatory authority are notified by the investigator(s) if required (see Section 7).

Investigational Product

The sponsor is responsible for supplying the investigational pharmaceutical product(s) and, if
applicable, comparator products, prepared in accordance with principles of Good Manufacturing
Practice (GMP) (see also Section 10). The product(s) should be fully characterized, properly
coded, and suitably packaged in such a way as to provide protection against deterioration and



5.7

5.8

5.9

safeguard blinding procedures (if applicable); appropriate investigational labeling should be
affixed.

Sufficient samples of each batch and a record of analyses and characteristics must be kept for
reference so that, if necessary, an independent laboratory is able to re-check the investigational
product(s), e.g. for quality control or bioequivalence.

Records of the quantities of investigational pharmaceutical products supplied must be maintained
with batch or serial numbers. The sponsor must ensure that the investigator is able to establish a
system within his or her institution for adequate and safe handling, storage, use, return (to the
investigator or sponsor) and, if appropriate, destruction of the investigational product(s).

Trial Management and Handling of Data

The sponsor should appoint appropriate individuals and/or committees for managing and
supervising the clinical trial, handling and verifying the data obtained, statistical processing, and
preparing the trial report (see Section 8).

Standard Operating Procedures

Where warranted by the number or scale of clinical trials conducted, it is recommended that the
sponsor establish written standard operating procedures (SOP) to comply with Good Clinical
Practice.

Compensation to Subjects and Investigators

As required by the relevant national law or regulations, the sponsor should provide adequate
compensation or treatment for subjects in the event of trial-related injury or death, and provide
indemnity for the investigator, except in the case of claims resulting from malpractice and/or
negligence. (See Section 3.2 e—f).

The trial participants should also be provided, where applicable, with the pharmaceutical
products, which turned out to be of clinical benefit, free of cost for the remaining period of
his/her life and/or until the condition for which s/he is to receive the treatment, remains active or
whichever is longer.

5.10 Monitoring

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

5.11 Quality Assurance

The sponsor should establish a system or systems of quality assurance (including independent
auditing) to ensure that the conduct of the clinical trial and the generation, documentation, and
reporting of data comply with the protocol, this ethical guideline standards and applicable
regulatory requirements. The system should operate independently of those involved in
conducting or monitoring the trial (see Section 12).

5.12 Study Reports

The sponsor is responsible for ensuring the preparation and appropriate approval(s) of a
comprehensive final clinical study report suitable for regulatory purposes, whether or not the trial
has been completed. The sponsor must also submit any relevant safety information (including



safety) that becomes available during the trial and/or annual reports as required by the relevant
health authorities.

5.13 Handling of Adverse Events

The sponsor should provide special forms for reporting any adverse event that occur during the
clinical trial. The sponsor must investigate promptly, together with the investigator(s), all serious
adverse events, take appropriate measures to ensure the safety of trial subjects, and report these
events to appropriate authorities in accordance with applicable national requirements (see Section
7).

5.14 Termination of Trial

If the sponsor elects or is required to terminate the clinical trial prematurely, then the
investigator(s), ethics committee and relevant authorities must be notified of this decision, and of
the reasons for termination.

6. RESPONSIBILITIES OF THE MONITOR

The monitor is the principal communication link between the sponsors, drug regulatory authority the
investigator and is appointed by the sponsor. The number of monitors needed to ensure adequate
monitoring of the clinical trial will depend on its complexity and the types of centers involved.

The main responsibility of the monitor is to oversee progress of the trial and to ensure that the study is
conducted and data are handled in accordance with the protocol, this ethical guideline, and applicable
ethical and regulatory requirements. The monitor is responsible for controlling adherence to the protocol,
ensuring that data are correctly and completely recorded and reported, and confirming that informed
consent is being obtained and recorded for all subjects prior to their participation in the trial. Any
unwarranted deviation from the protocol or any transgression of the principles embodied in this guideline
should be reported promptly to the sponsor and the relevant ethics committee(s), drug regulatory authority
and the investigators.

The monitor should follow a predetermined written set of standard operating procedures (SOP). A written
record should be kept of all visits, telephone calls and letters to the investigator.

6.1 Qualifications

The monitor should be appropriately trained and fully aware of all aspects of the drug under
investigation and the requirements of the protocol, including any annexes and amendments. The
monitor should have adequate professional qualifications in the relevant biomedical and related
discipline, and thorough familiarity with the GCP principles. The qualifications most appropriate
for a monitor will depend on the type of trial and nature of the product under investigation. The
monitor should preferably be a Nepali Citizen.

6.2 Assessment of the Trial Site

The monitor should assess the trial site prior to the clinical trial to ensure that the facilities
(including laboratories, equipment and staff) are adequate, and that an adequate number of trial
subjects are likely to be available for the duration of the trial. The monitor should also assess the
trial site during and after the trial to ensure that the investigator complies with the protocol and
that data are handled in accordance with the predetermined set of standard operating procedures
(SOP).

6.3 Staff Education and Compliance



The monitor should ensure that all staff assisting the investigator in the trial have been adequately
informed about and will comply with the details of the trial protocol.

6.4 Data Management

The monitor should assist the investigator in reporting the data and results of the trial to the
sponsor, e.g. by providing guidance on correct procedures for completion of case-report forms
(CRFs), and by verifying the accuracy of data obtained (see also Section 8).

6.5 Case-report Forms

The monitor is responsible for ensuring that all case-report forms (CRFs) are correctly filled out
in accordance with original observations. Any errors or omissions should be clarified with the
investigator, corrected, and explained on the CRF. Procedures should be established for the
investigator’s certification of the accuracy of CRFs by a signature, initials or similar method. All
procedures for ensuring accuracy of CRFs must be maintained throughout the course of the
clinical trial and at least 10 years thereafter. All instruments of measurement and the tools (CRF,
Check List) should be standardized.

6.6 Investigational Product

The monitor should confirm that procedures for the storage, dispensing, and return of
investigational product(s) are safe, adequate, and properly documented in accordance with local
regulations and the trial protocol (see also Section 10.4).

6.7 Communication

The monitor should facilitate communication between the investigator and sponsor. The monitor
(or some other responsible person designated by the sponsor and known to the investigator)
should be available to the investigator at all times for reporting of adverse events or consultation
on other trial-related matters.

6.8 Notification of the Trial or Submission to the Drug Regulatory Authority

The monitor should assist the investigator in notifying the drug regulatory authority of the
clinical trial and submitting any necessary documentation.

6.9 Reports

The monitor should submit a written report to the sponsor after each site visit and after all
relevant telephone calls, letters and other contacts with the investigator. The report should include
details of the findings and any actions taken.

7. MONITORING OF SAFETY
7.1 Handling of and Recording Adverse Events

In accordance with Sections 4.1 and 4.3 of these guidelines, the investigator must ensure the
safety of the trial subjects. This includes, among other things, providing the best possible care for
subjects experiencing any trial-related adverse events and conducting a thorough investigation to
determine causality. The occurrence of adverse events must be monitored carefully and recorded
in detail during the course of the clinical trial.

The trial protocol should clearly state the method(s) by which adverse events will be monitored.
Provisions should be included to ensure prompt dose reduction or withdrawal of therapy for



7.2

patients experiencing unacceptable toxic effects. The protocol should describe how information
relating to adverse events is to be handled and analyzed by the investigator and sponsor, and their
responsibilities to report to each other and to the drug regulatory authority. The sponsor should
provide special forms for reporting trial-related adverse events. Consideration should be given to
establishing a special committee to monitor adverse events (see also Section 13). The financial
burden incurred in managing the adverse events should be the sponsor's responsibility.

Reporting
Regulations

Until the time when we have a separate national regulation that defines the requirements for
reporting of adverse events and / or until the time when such regulation comes into effect, it is
recommended that the sponsor and/or the investigator should report certain types of adverse
events or reactions (e.g. serious, previously unknown) to the NHRC Ethical Review Board.
Since HMG-N has already designated the DDA as the national centre for ADR monitoring, any
ADR events observed during the clinical trial should also be reported to DDA in prescribed
format. Such reporting should be done in general within 48 hours of the occurrence of the event.
For serious events, however, accelerated reporting is required. If required, all such reports should
be accompanied by an assessment of causality and possible impact on the trial and on the future
use of the product. In reporting, measures should be taken to avoid unnecessary duplication.

The Investigator

The investigator has to report serious adverse events to the sponsor immediately and to the drug
regulatory authority and the ethics committee as specified in the protocol and in accordance with
national regulations. Normally, adverse events associated with the use of the product must be
reported to the drug regulatory authority within a specified time limit.

Reports on adverse events submitted by the investigator to the drug regulatory authority should
contain both subject and trial identification data (i.e. the unique code number assigned to each
subject in the trial).

When reporting adverse events to the sponsor, the investigator should protect confidentiality by
excluding the names of individual subjects, personal identification numbers (e.g. social security
numbers) or addresses. The unique code number assigned to the trial subject should be used in
the report and the investigator should retain the code to facilitate data verification by the sponsor
or drug regulatory authority and any medical follow-up which may be warranted. The name of
the investigator reporting the adverse events should be stated.

After the trial has been completed or terminated, all recorded adverse events should be listed,
evaluated and discussed in the final report.

The Sponsor

During the trial, the sponsor is responsible for reporting and trial-related adverse events or
reactions associated with the use of the investigational product to the local health authority as
required by national regulations and to other investigators involved in clinical trials of the same
product.

The sponsor should also report as soon as possible to the investigator as well as to the drug
regulatory authority and relevant authorities in other countries any trial with the same product
that has been stopped due to action taken by a regulatory authority, or any other withdrawals of
the product from the market for safety reasons. The sponsor should amend the investigator's



brochure as required to keep the description of adverse events updated and to include any other
significant new safety information. The sponsors should be responsible for reporting and
management of the trial related adverse events.

8. RECORD KEEPING AND HANDLING OF DATA

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

All steps involved in data management should be documented in order to allow step-by-step retrospective
assessment of quality of the data and the performance of the clinical trial (the “audit paper trail” concept).
Documentation is facilitated by methods such as the use of check-lists and forms giving details of action
taken, dates, the individuals responsible, etc. The allocation of responsibilities for recordkeeping and
handling of data should be specified in the protocol or other written agreement(s) between the sponsor
and investigator(s). A basic aspect of the integrity of data is the safeguarding of “blinding” with regard to
treatment assignment. It starts with the randomization of patients into treatment groups and is maintained
through all steps of data processing up to the moment when the decision to break the code is formally
taken.

In the event of electronic data handling, confidentiality of the database must be secured by safety
procedures such as passwords and written assurances from all staff involved. Provision must be made for
the satisfactory maintenance of the database and for back-up procedures.

8.1 Responsibilities of the Investigator

(a) The investigator has overall responsibility for ensuring the accuracy and completeness of
data entry. The investigator must ensure that the observations and findings are recorded
correctly and completely in the case-report forms (CRFs) and signed by the responsible
person designated in the protocol.

When conducting a study and using CRFs to report clinical trial data to the sponsor, the
investigator must also ensure that the routine requirements for recording of data in the source
documents (e.g. hospital and laboratory records, consultation files) are met, particularly those
relating to the treatment given to the subject and adverse events.

(b) Iftrial data are entered directly into a computer, there must always be an adequate safeguard
to ensure validation, including a signed and dated print-out and back-up records.
Computerized systems should be validated and a detailed description for their use be
produced and kept up-to-date.

(c) All corrections to CRFs and to raw data must be made in a way which does not obscure the
original entry. The correct data must be inserted with the reason for the correction (if not
obvious), the date, and the initials of the investigator or authorized person. For electronic
data processing, only authorized persons should be permitted to enter or modify data in the
computer and there should be a record of changes and deletions. If data are altered during
processing, the alteration must be documented.

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



(e)

¢
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(h)

(@)

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

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

The final report of the trial should be drawn up as defined in the protocol. Such report must
be signed by the sponsor, monitor and investigator(s) as well as the responsible statistician,
in accordance with the applicable regulations.

For a period of time defined by national regulations, the investigator should maintain a
confidential record to allow the translation of the unambiguous code used to conceal the
identity of the individual subjects in the trial (subject identification code). The investigator
may submit the subject identification code list to the drug regulatory authority after the trial,
together with the final report, according to national regulations.

The investigator should ensure that the subject’s participation in the clinical trial is clearly
marked in his or her medical records.

8.2 Responsibilities of the Sponsor and the Monitor

(a)

(b)

(c)

(d)

(e)

When electronic data handling or remote electronic data entry systems are employed, the
sponsor must use validated, data processing programs with adequate user documentation. A
predetermined set of standard operating procedures (SOP) for such systems must be
available. Such systems should be designed to allow correction after loading, and the
corrections made must appear in an audit file.

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

The sponsor must ensure the greatest possible accuracy when processing data. If data are
transformed during processing, the transformation must be documented and the method
validated. It should always be possible to compare the data printout with the original
observations and findings.

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

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

8.3 Archiving of Data

As required by national regulations, the investigator must arrange for the retention of the subject
identification codes for a sufficient period of time to permit any medical follow-up which may be
warranted, including follow-up for delayed toxic reactions. It must be possible to identify each
trial subject by name against subject and product container identification codes, treatment
assignment, and the CRFs. Subject files and other supporting data must be kept for a period of
time required by local regulations. The sponsor or supplier of the product must make appropriate
arrangements for the retention of all other essential documentation pertaining to the clinical trial
in a form which can be retrieved for future reference. Archived data may be kept on microfiche
or electronic or optical record (e.g. compact disc), provided that a hard copy can be made
available on request.



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

All data and documents should be made available if requested by relevant authorities.

9. STATISTICS AND CALCULATIONS

The use of qualified bio-statistical expertise is necessary before and throughout the entire clinical trial
procedure, commencing with the design of the protocol and case-report forms (CRFs) and ending with the
completion of the final report and/or publication of the results. The sponsor and the investigator should
agree where and by whom the statistical work should be carried out. This information and the name of the
responsible statistician should be recorded in the protocol.

9.1

9.2

9.3

Experimental Design

The scientific integrity of a clinical trial and the credibility of the data produced depend primarily
on the design of the trial. In the case of comparative trials, the protocol should therefore describe:

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

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

Randomization and Blinding

In case of a randomized clinical trial, the randomization procedure must be documented. Where a
sealed code for each individual treatment has been supplied in a blinded, randomized study, it
should be kept both at the site of the investigation and with the sponsor. In the case of a blinded
trial the protocol must state the conditions under which the code is allowed to be broken and by
whom. A system is also required to enable immediate access to the information about treatment
received by individual subjects in the case of an emergency. The system must only permit access
to the treatment schedule of one trial subject at a time. If the code is broken, this must be justified
and documented in the CRF.

Statistical Analysis

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

The investigator and the monitor must ensure that the data are of the highest quality possible at
the point of collection and the statistician must ensure the integrity of the data during processing.
The results of statistical analyses should be presented in such a manner as to facilitate
interpretation of their clinical importance, e.g. as estimates of the magnitude of the treatment
effect, the difference between treatments and confidence intervals, rather than in a form that
relies solely on significance testing.

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



10. HANDLING OF AND ACCOUNTABILITY FOR PHARMACEUTICAL
PRODUCTS

The sponsor is responsible for ensuring that the investigational pharmaceutical product(s) and, if
applicable, comparator products supplied for the clinical trial are of appropriate quality and subject to
quality assurance procedures (see Section 5.11).

If significant changes are made in the formulation of the investigational or comparator product during the
course of the trial, the results of additional studies (e.g. on the stability, comparative dissolution rate or, as
appropriate, comparative bioavailability) should be made available before the new formulation is used in
the trial. The studies would demonstrate that the changes would not be expected to alter the
pharmacokinetic profile or other clinical characteristics of the product.

10.1 Supply and Storage

The arrangements made by the sponsor to supply the investigator with pharmaceutical products
for the trial should be described in the protocol. The manner in which study products are to be
recorded, delivered, dispensed and stored should be detailed. The principles of Good
Manufacturing Practice (1) should be applied not only by the supplier of the pharmaceutical
product(s), but also by any intermediaries responsible for storing the product(s) temporarily.

Records must be kept of information about the shipment, delivery, receipt, storage, return and
destruction of any remaining pharmaceutical products. The investigator should not supply the
investigational product to any person not targeted to receive it.

. The sponsor will be responsible for the adequate supply of trial drug/s and ensuring its quality.
However DRA will extend necessary cooperation to the study team after the approval of the
study from NHRC in

—  Importing the drug in the country on request of the team.
—  Manufacturing of the drug in the country for the purpose of the study.

. The investigator will be responsible for maintaining the record of trial drugs i.e. quantity
received; supply/delivery made for the study; manufacturer; batch no.; manufacturing and expiry
dates and quality control reports.

. The stock of the trial drug/s should be kept at the site where clinical trial is going to be held or
any other suitable places as deemed necessary and appropriate.

. The investigator will be responsible for maintaining the adequate stock of control samples of all
batches of the drug/s used in the clinical trial.

10.2 Investigational Labeling and Packaging

The sponsor is responsible for the proper packaging and investigational labeling of the
pharmaceutical products used. Study products should be labeled in compliance with the protocol
and any applicable national regulations. The investigational label should state that the product is
for clinical research purposes only. Investigational label information should be accurate and in a
language that is understandable to the subject.

In blinded trials, the package should be labeled in a way that does not reveal the identity of the
product. A coding system should be used to allow for the proper identification of the blinded
products given to individual subjects (in case of emergency). In addition, all study products,



including comparator products, should be indistinguishable by appearance, taste, smell, weight
and other physical characteristics.

10.3 Responsibilities of the Investigator

The investigator is responsible for ensuring:

Proper and safe handling of the investigational and, when appropriate, comparator products
during and after the clinical trial, preferably in cooperation with a pharmacy (see Section 10.1);

That the investigational product is used only in accordance with the protocol, which implies use
only for subjects included in the trial and by designated staff responsible to the investigator, and
that this use is documented in such a way as to ensure appropriate dosage;

That the dosage and instructions for use are correct and that every subject involved understands
them properly;

That unused investigational and, when appropriate, comparator products are returned in
accordance with the protocol to the pharmacy or sponsor or destroyed, and that proper records of
these activities are kept.

10.4 Responsibilities of the Sponsor and Monitor (see also Sections 5 and 6)

The sponsor is responsible for:

Supplying the investigational and, when appropriate, comparator product(s), prepared in
accordance with principles of Good Manufacturing Practice. The products should be fully
characterized, properly coded, and suitably packaged in such a way as to provide protection
against deterioration during transport and storage at intermediate destinations; appropriate
investigational labeling should be affixed (see Section 10.2).

Ensuring that the package of investigational product(s) is of a size suitable for the trial and
adequate for the trial subjects.

Keeping sufficient samples from each batch used in the trial as a reference for control tests and
validation of data, as required in national regulations.

Providing information about the expiry date (month/year) or retest date information in a manner
understandable to all staff involved in the trial.

During the visits to the clinical trial site, the monitor should check:

That all study products for the trial are used exclusively within the limits defined by the protocol.
That inventory records of study products are in order and that there are sufficient supplies.

That the expiry dates are not likely to be, or have not been, exceeded.

That the storage conditions for study products are adequate.

Procedures for and records of returned and/or unused study products.

11. ROLE OF THE DRUG REGULATORY AUTHORITY
(i.e. Department of Drug Administration)

The role of the government is to provide the legal framework for clinical trials. The aim should be two

fold:



- To protect the safety and rights of the subjects participating in a trial, and

- To ensure that trials are adequately designed to meet scientifically sound objectives. These aims may
be met by several means, including the specification of the investigator’s qualifications and
requirement for review and approval of the protocol by relevant scientific and/or ethics committees.

Drug regulatory authorities should have a mandate to review protocols and, where necessary, to protect
the safety of subjects, to require protocol revisions and/or termination of trials. Regulations should allow
for on-site inspections of the quality and reliability of the data obtained, with due concern for
confidentiality.

Since the Drug Act 2035 clearly states the need of obtaining the approval letter from DDA for carrying
out the clinical trial of drugs, the ethical review board of the NHRC either will invite one expert from
DDA during technical reviewing process or send proposal to the DDA for technical review before
providing final approval for the proposed clinical trial.

11.1 General Responsibilities

The national drug regulatory authority should ensure that the protocols for clinical trials are
submitted in advance for review and are in accordance with existing national regulations. On the
basis of its review of clinical trial protocols and/or reports, the regulatory authority may propose
revisions or request additional data on a clinical trial or terminate a trial. The drug regulatory
authority should evaluate the adequacy of supervision of the trial by reviewing the monitor’s
reports to the sponsor (see Section 6.9). In addition, the authority should be able to conduct on-
site inspections, if deemed necessary, to verify the reliability and quality of reported results.
National regulations should specify the procedures for reporting and handling cases of
misconduct discovered in connection with clinical trials.

11.2 On-site Inspections

As permitted by national regulations, the drug regulatory authority may carry out on-site
inspections of the clinical trial site. Such inspections may be carried out routinely, randomly
and/or for specific reasons, and should consist of a comparison of the procedures and practices of
the investigator with those set out in the protocol and reports submitted to the drug regulatory
authority by the investigator or the sponsor.

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

Inspections may include data audit. The NHRC and drug regulatory authority should have easy
access to all patient files and raw data used for and generated during the trial.

12.QUALITY ASSURANCE FOR THE CONDUCT OF A CLINICAL TRIAL

The sponsor is responsible for implementing a system of quality assurance in order to ensure that the trial
is performed and the data are generated, recorded, and reported in compliance with the protocol, ethical
guidelines and national regulations.

All clinical trial sites, data and documents must be available for verification. All observations and
findings should be verifiable in order to ensure the credibility of data and to assure that the conclusions
presented are derived correctly from the raw data. The verification processes must be specified and
scientifically justified. Statistically controlled sampling may be used to verify data in a trial.



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

The sponsor, investigational sites, facilities and laboratories, and all relevant data (including raw data)
and documentation and reports concerning the data (including subject files) must be available for an audit
and for inspection by NHRC. The audit should also be conducted by the NHRC.

13. CONSIDERATIONS FOR MULTICENTRE TRIALS

Because a multi-centre trial is conducted simultaneously by several investigators at different sites
following the same protocol, some special administrative arrangements are normally needed. Ideally, the
trial should begin and end simultaneously at all sites.

A number of aspects are rendered more complex in multi-centre trials, such as:
- the elaboration, discussion and written acceptance of the protocol and its annexes by all investigators;

- the submission of the proposed protocol or protocol amendments to the ethics committee(s), and the
number of committees to be consulted;

- the organization of initial and intermediary meetings of parties involved in the trial;
- implementation of the trial;
- the procedures used for the randomization of trial subjects;

- ensuring that the quality of the product is maintained during distribution and storage in different
locations;

- the training of investigators to follow the same protocol;

- standardization of methods for evaluating and analyzing laboratory and diagnostic data (e.g.
establishment of an external quality control system for laboratory assays);

- control of adherence to the protocol, including measures to terminate participation of trial sites if
necessary;

- the role of the monitor(s);

- centralized data management and analysis;

- drafting of the final report and clearances required; and
- publication of the trial results.

A multi-centre trial therefore may require a special administrative system, the scale of which will depend
on the number of trial sites involved, study end-points and knowledge of the investigational
pharmaceutical product. One or several committees may be set up for this purpose or the necessary
functions may be performed by one or more designated person(s). The functions, responsibilities and
mandate of the committee(s) or person(s) should be described in the trial protocol, as should the
procedure for nomination. The principal investigator in the multi-centric clinical trial should be a Nepali
citizen.

For example, a committee or an individual could be responsible for overseeing the initiation overall
performance of the trial. Similarly, a second committee or person could be appointed to provide advice on
policy matters and data collection. A third committee or person could be made responsible to the accuracy



and verification of the data obtained. It should be stated in the protocol under what circumstances and
how this committee or person can break the trial code.

Collaboration between these committee(s) or person(s) is necessary.

A coordinating committee could also be set up or a coordinator appointed with responsibility for the
control of the performance and progress of the trial and maintaining contacts with the drug regulatory
authorities and ethics committees.

These administrative arrangements will provide adequate assurance that the study will be planned and
conducted according to generally accepted scientific principles and Good Clinical Practice.

Should there be an unfortunate situation in which harm (physical, mental or social) is inflicted upon the
trial subjects that is considered to be secondary to the use of or exposure to the pharmaceutical products
under investigation and the compensation is justified, the principle of equity and fairness must be
followed, i.e. there can not be any discrimination regarding the compensation package to such victims
based on the nationality.
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APPENDIX 1

Declaration of Helsinki**
Recommendations guiding Physicians in Biomedical Research involving
Human Subjects

Introduction



It is the mission of the physician to safeguard the health of the people. His or her knowledge and
conscience are dedicated to the fulfillment of this mission.

The Declaration of Geneva of the World Medical Association binds the physician with the words “The
health of my patient will be my first consideration” and the International Code of Medical Ethics declares
“A physician shall act only in the patient’s interest when providing medical care which might have the
effect of weakening the physical and mental condition of the patient.”

The purpose of biomedical research involving human subjects must be to improve diagnostic, therapeutic
and prophylactic procedures and the understanding of the etiology and pathogenesis of disease.

In current medical practice, most diagnostic, therapeutic or prophylactic procedures involve hazards. This
applies especially to biomedical research. Medical progress is based on research which ultimately must
rest in part on experimentation involving human subjects.

In the field of biomedical research a fundamental distinction must be recognized between medical
research in which the aim is essentially diagnostic or therapeutic for a patient, and medical research, the
essential object of which is purely scientific and without implying direct diagnostic or therapeutic value to
the person subjected to the research.

Special caution must be exercised in the conduct of research which may affect the environment, and the
welfare of animals used for research must be respected. Because it is essential that the results of
laboratory experiments be applied to human beings to further scientific knowledge and to help suffering
humanity, the World Medical Association has prepared the following recommendations as a guide to
every physician in biomedical research involving human subjects. They should be kept under review in
the future. It must be stressed that the standards as drafted are only a guide to physicians all over the
world. Physicians are not relieved from criminal, civil and ethical responsibilities under the laws of their
own countries.

I. Basic Principles

1. Biomedical research involving human subjects must conform to generally accepted scientific
principles and should be based on adequately performed laboratory and animal experimentation and
on a thorough knowledge of the scientific literature.

2. The design and performance of each experimental procedure involving human subjects should be
clearly formulated in an experimental protocol which should be transmitted for consideration,
comment and guidance to a specially appointed committee independent of the investigator and the
sponsor provided that this independent committee is in conformity with the laws and regulations of
the country in which the research experiment is performed.

3. Biomedical research involving human subjects should be conducted only by scientifically qualified
persons and under the supervision of a clinically competent medical person. The responsibility for
the human subject must always rest with a medically qualified person and never rest on the subject
of the research, even though the subject has given his or her consent.

4. Biomedical research involving human subjects cannot legitimately be carried out unless the
importance of the objective is in proportion to the inherent risk to the subject.

5.  Every biomedical research project involving human subjects should be preceded by careful
assessment of predictable risks in comparison with foreseeable benefits to the subject or to others.
Concern for the interests of the subject must always prevail over the interests of science and society.



10.

11.

The right of the research subject to safeguard his or her integrity must always be respected. Every
precaution should be taken to respect the privacy of the subject and to minimize the impact of the
study on the subject's physical and mental integrity and on the personality of the subject.

Physicians should abstain from engaging in research projects involving human subjects unless they
are satisfied that the hazards involved are believed to be predictable. Physicians should cease any
investigation if the hazards are found to outweigh the potential benefits.

In publication of the results of his or her research, the physician is obliged to preserve the accuracy
of the results. Reports of experimentation not in accordance with the principles laid down in this
Declaration should not be accepted for publication.

In any research on human beings, each potential subject must be adequately informed of the aims,
methods, anticipated benefits and potential hazards of the study and the discomfort it may entail. He
or she should be informed that he or she is at liberty to abstain from participation in the study and
that he or she is free to withdraw his or her consent to participation at any time. The physician
should then obtain the subject's freely-given informed consent, preferably in writing.

When obtaining informed consent for the research project the physician should be particularly
cautious if the subject is in a dependent relationship to him or her or may consent under duress. In
that case the informed consent should be obtained by a physician who is not engaged in the
investigation and who is completely independent of this official relationship.

In case of legal incompetence, informed consent should be obtained from the legal guardian in
accordance with national legislation. Where physical or mental incapacity makes it impossible to
obtain informed consent, or when the subject is a minor, permission from the responsible relative
replaces that of the subject in accordance with national legislation. Whenever the minor child is in
fact able to give consent, the minor's consent must be obtained in addition to the consent of the
minor's legal guardian.

12. The research protocol should always contain a statement of the ethical considerations involved and

I1.

should indicate that the principles enunciated in the present Declaration are complied with.

Medical Research combined with Clinical Care (Clinical Research)

In the treatment of the sick person, the physician must be free to use a new diagnostic and
therapeutic measure, if in his or her judgment it offers hope of saving life, re-establishing health or
alleviating suffering.

The potential benefits, hazards and discomfort of a new method should be weighed against the
advantages of the best current diagnostic and therapeutic methods.

In any medical study, every patient -- including those of a control group, if any -- should be assured
of the best proven diagnostic and therapeutic method.

The refusal of the patient to participate in a study must never interfere with the physician-patient
relationship.

If the physician considers it essential not to obtain informed consent, the specific reasons for this
proposal should be stated in the experimental protocol for transmission to the independent
committee (I, 2).



6. The physician can combine medical research with professional care, the objective being the
acquisition of new medical knowledge, only to the extent that medical research is justified by its
potential diagnostic or therapeutic value for the patient.

III.Non-therapeutic Biomedical Research involving Human Subjects (Non-clinical
Biomedical Research)

1. In the purely scientific application of medical research carried out on a human being, it is the duty of
the physician to remain the protector of the life and health of that person on whom biomedical
research is being carried out.

2. The subjects should be volunteers--either healthy persons or patients for whom the experimental
design is not related to the patient's illness.

3. The investigator or the investigating team should discontinue the research if in his/her or their
judgment it may, if continued, be harmful to the individual.

4. In research on man, the interest of science and society should never take precedence over
considerations related to the wellbeing of the subject.

**Adopted by the 18th World Medical Assembly, Helsinki, Finland, June 1964, and amended by
the 29th World Medical Assembly, Tokyo, Japan, October 1975, the 35th World Medical
Assembly, Venice, Italy, October 1983 and the 41st World Medical Assembly, Hong Kong,
September 1989. World Medical Association, Handbook of declarations, Ferney-Voltaire 1992
(unpublished document; available on request from the World Medical Association, 28 avenue
des Alpes, 01210 Ferney-Voltaire, France). [Internet address: http://www.wma.net/]

APPENDIX 2

Model List of Items to be contained in a Clinical Trial Protocol
The trial protocol should, where relevant, be required to cover the following points:
1.  Title and justification for the trial.
Statement of rationale, objectives and purpose of trial.
Brief description of the site(s) where the trial is to be conducted
Name and address of the sponsor.

Name, address and qualifications of each investigator.

A T

Description of the type of trial (randomized, blinded, open), trial design (parallel groups, cross-over
technique), blinding technique (double-blind, single-blind), and method of and procedure(s) for
randomization.

7.  Description of trial subjects (criteria for inclusion and exclusion of potential subjects), process of
recruitment, types, method(s) and timing of allocation of subjects into investigational groups.

8.  Number of trial subjects needed to achieve the trial objective, based on statistical considerations.
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11.

12.

13.

14.

15.

16.

17.

18.

19.
20.

21.

22.
23.
24.

25.

Description of and justification for the route of administration, dosage, dosage interval and treatment
period for the investigational and comparator products, if used. Dose-response relationships should
be considered.

Any other treatment that may be given or permitted concomitantly.
Clinical and laboratory tests, pharmacokinetic analysis, etc., that are to be carried out.

Description of how responses are recorded (description and evaluation of methods and frequency of
measurement), follow-up procedures and measures to determine the extent of compliance with the
treatment among trial subjects.

Discontinuation criteria for trial subjects and instructions on terminating the whole study or a part of
the study.

Methods for recording and reporting adverse events or reactions, and provisions for dealing with
complications.

Procedures for the maintenance of subject identification code lists, treatment records, lists for the
randomization of subjects and/or case-report forms (CRFs). Records should permit identification of
individual patients or participants as well as auditing and reconstruction of data.

Information about how the trial code is established, where it will be kept and when, how and by
whom it can be broken in the event of an emergency.

Measures to be implemented to ensure the safe handling and storage of investigational and
comparator products, if used, and to promote and determine the extent of compliance with the
prescribed treatment and other instructions.

Description of methodology to be used to evaluate the results, (including statistical methods) and to
report on patients or participants withdrawn from the trial.

Time schedule for completion of the trial.

Information to be presented to the trial subjects, including how they will be informed about the trial,
and how and when their consent will be obtained.

Instructions for staff involved in the trial, including how they are to be informed about the way the
trial is to be conducted and about the procedures for drug usage and administration.

Ethical considerations and measures relating to the trial.
Medical care to be provided after the trial, modalities of post-trial treatment.

When the protocol serves as a contract, statements regarding financing, insurance, liability,
delegation or distribution of responsibilities, and publication policy.

List of literature referred to in the protocol.



APPENDIX 3

List of Participants at the Consultative Meeting for
Finalization of National Guideline on Clinical Trial with the
Use of Pharmaceutical Products (9 July 2004)
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Nepal Health Research Council
Ramshah Path, Katmandu

4. Dr. Balbhadra Prasad Das
Additional Professor
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5. Mr. Baburam Humagain
President
Nepal Pharmaceutical
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25.
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28.
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