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FOREWORD

The Central Ethics Committee on Human Research (CECHR) of the Indian Council
of Medical Research has now put together a set of “Ethical Guidelines for Biomedical
Research on Human Subjects”.

One of the breath-taking breakthrough in science in the recent years is its
spectacular intrusion into the nature’s hitherto closely guarded secrets of life. Genome-
mapping, Genetic Recombinant Engineering, Assisted Reproductive technology, Stem-
Cell Research, Human cloning etc. have opened up hitherto unimagined vistas in the
practical application of Biomedical Technologies for the benefit of the mankind.
Biomedical Research is perched on the threshold of a bold and brave new world. Crucial
to its management is the ability of the scientitists and the society to handle these forces
of change.



Correspondingly, as in all frontier-line researches, our ignorance of the areas of
the yet wmknown might, paradoxically, expand with the expansion of our knowledge.
Biomedical Research has acquired dimensions which are at once exciting and awesome. It
raises some delicate and difficult issues of ethics which need to be dealt with sensitivity to
human values and with great circumspection. While research which promises to mankind
the great blessings of Science should not be stifled by too restrictive an approach,
however, great care should be taken to ensure that something does not go out of hand.
Therefore, any system of ethical guidelines on research needs to be cognizant of, and
informed by, a sensitive balance of the risks and benefits.

Indeed in this area of research the only constancy is the constancy of change. At
no stage can the last word be said. This phenomenon is amply illustrated by the vacillating
responses of the scientific community to the extremely difficult area of human asexual
replication. The issues concern Stem Cells, the unspecialised cells which have not yet
differentiated into a specific tissue. While the present ethical guidelines of the CECHR
entertain reservations on Human Cloning, there has, in the very recent past, some drastic
rethinking on the subject in Britain. The British Government is contemplating a legislation
to lift the ban on human cloning to allow scientific research on embryo cells. Britain might,
perhaps, be the first country to authorise cloning from humans. England’s Chief Medical
Officer Professor Lam Donaldson has advised the proposed changes on the basis of a
report of an expert group chaired by him. It was felt by the expert group that, in the long
term, there could be considerable potential for the use of tissues derived from stem cells
in the treatment of a wide range of disorders by replacing cells that have become damaged
or diseased, such as the insulin secreting cells or liver cells etc. Views on the other side of
the Atlantic seem to be sharply divided. All these indicate that the ethical issues involved
need an on-going open-minded evaluation or re-evaluation.

The CECHR Guiddines contain, gpart from the Statement of Generd Principies on
Ethical Congderations, separate chapters on ‘ Ethical Review Procedures ; * Genera
Ethicd Issues ; Statements on * Specific Principies for Clinica Evauation of
Drugs/Devices/Diagnosgtics/VaccinesHerbal Remedies ; Statement on * Specific
Principles for Epidemiologica Studies'; on * Specific Principles on Human Genetic
Research; on ‘ Specific Principles for Research in Trangplantation including Foetd Tissue
Trangplantation’ and on ‘ Asssted Reproductive Technologies .

As Chairman of the CECHR, | take this opportunity to express my gratitude to the
Members of the Committee and the expert-groups for their valuable contribution.
Interaction with them was, in itself, a rewarding and exciting experience. | particularly
acknowledge the help from Dr. G.V. Satyavati and Dr. N.K. Ganguly, the former and the
present Directors-General, respectively, of the ICMR; and the great patience and courtesy
of Dr. Vasantha Muthuswamy.

y L .
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D PR B L A

New Delhi
Dated 06 September, 2000 Justice M.N. Venkatachaliah



PREFACE

The need for uniform ethical guidelines for research on human subjects is
universally recognised. Indeed, it has acquired a new sense of urgency asthe critical
issues in the areas of biogenetic research involving human subjects have become
acute. Apart from the mandatory clinical trials on new drugs, a number of
diagnostic procedures, therapeutic interventions and preventive measures including
the use of vaccines are being introduced which involve human subjects. Further, the
advent of new medical devices and radio-active materials, and therapeutic benefits
of recombinant DNA products have added a new dimension to the ethical issues that
need to be consider ed befor e evaluating these for their efficacy, utility and safety.

With the ushering-in of the era of biotechnology (including genetic
engineering) medical procedures and therapeutics have undergone tremendous
changes and many techniques based on these advances are no longer in the realms
of science fiction, but have become a reality today. Recent advances in the field of
Asssted Reproductive Technologies, Organ Transplantation, Human Genome
Analyss and Gene Therapy promise unquestionable and hitherto undreamed of
benefits to mankind. At the same time, they raise many questions of law and ethics,
stimulating public interest and concern. On the one hand, there is a need to requite
legitimate public concern, and on the other, there is need to appreciate and
encourage and not unduly deter new scientific innovations for the benefits of
mankind. The new advances in Science and Medicine are a cause for celebration, at
the same time they need careful evaluation of risk-benefit. It is imperative that
specific guidelines for such research are provided from time to time, taking into
consideration all these new and ever changing dimensions. It is, however, to be
emphasized that in their very nature and in view of the innate complexity of the
subject the Guidelines can be nether exhaustive nor static. They need to be
updated, consistent with the speed of changein Science and Technology.

The Indian Council of Medical Research (ICMR) had brought out in
February 1980, a document entitled ‘Policy statement on ethical considerations
involved in research on human subjects prepared by the ethical committee under the
chairmanship of Honorable Justice Shri H.R. Khanna. This document is being
widely used by not only ICMR but also by other Government agencies, research
ingtitutions and scientists. The document, however, needed to be updated in view of
the recent developments in modern biology as also in different branches of medical
science so asto add to its contemporary relevance.



Therefore, a Central Ethics Committee on Human Research (CECHR) was
congtituted under the chairmanship of Honourable Justice Shri  M.N.
Venkatachaliah by the then Director General, Dr. G.V. Satyavati to consider
various issues related to the Ethical, Legal and Social dimensions of research
involving human subjects. The committee firs met on 10th September, 1996 and
identified following major areas and set up sub-committees of experts for drawing
up a set of guidelines:

1. Clinical evaluation of Drugs/Devices/Diagnostics'Vaccines/ Herbal remedies

2. Epidemiological research

3. Human Geneticsresearch

4. Transplantation research, including Fetal tissue transplantation
5. Assisted Reproductive Technologies

The CECHR met on 10th August 1997 to consder the draft guidedines
prepared by all the five groups and a Draft Consultative Document was prepared
for wide circulation and subsequent regional/national debates before finalisation. A
series of four regional public debates at Calcutta, Mumbai, Hyderabad and New
Dehi on the Draft Consultative Document were conducted in the years 1998-99. The
process of public debates highlighted the regional and cultureal differences in our
country. The reports and recommendations of all the four debates along with the
comments that were received from various scientists and scientific institutions both,
medical and non-medical, voluntary groups, and media were examined by the
concerned drafting Sub-Committees before finalising the specific guidelines in the
respective areas. A separate chapter on ‘Ethical Review Proceduresis also added. It
is proposed that these guidelines will be updated periodically pari passu with the
developments in the area of Biomedical Sciences. It is expected that all institutions
in the country which carry out any form of biomedical research involving human
beings should follow these guideines in letter and spirit to protect the safety and
well being of all individuals who participate in such research for the progress of
science through acquisition of new knowledge.

The Council acknowledges with gratitude the contribution of all the
professionals, public and the media involved in bringing out these guidelines over a
period of 4 yearswithout which thiswould not have been possible.

New Delhi N.K.Ganguly
September, 2000 Director General
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STATEMENT OF GENERAL PRINCIPLESIN BIOMEDICAL
RESEARCH INVOLVING HUMAN SUBJECTS

This gatement of Ethical Guidedlines for Biomedical Research on Human
Subjects shdl be known asthe| CMR Code and shdl conss of the following : -

@ Staement of Generd Principles on Research usng Human Subjects in
Biomedica Research



(b) Statement of Specific Principles on Research usng Human Subjects in specific
areas of Biomedical Research

These Staements of Generd and Specific Principles maybe varied, amended,
substituted and added from time to time.

BACKGROUND

The Second World War (1939-45) in its aftermath, gave rise to an intense
concern about the use of human subjects for medical research as reveded by the
shocking detalls of thetrid of German medica practitioners accused of conducting
experiments on human subjects without their consent and exposing them to grave risk of
desth or permanent imparment of ther faculties Thus, the first International Statement
on the ethics of medicd research usng human subjects namely, the Nuremberg Code
was formulated in 1947, which emphassed consent and voluntariness. In 1948,
Universal Declaration of Human Rights (adopted by the Genera Assembly of the
United Nations) expressed concern about human beings being subjected to involuntary
maltreatment. In 1966, the International Covenant on Civil and Palitical Rights
soecificdly stated, ‘No one shall be subjected to torture or to cruel,inhuman
or degrading treatment or punishment. I n particular, no one shall be subjected without
his consent to medical or scientific treatment.’

Based on the prdiminary efforts of the Council for Internationd Organisations of
Medicd Sciences (CIOMS) in 1964 a Hesnki, the World Medicd
Associationformulated generd principles on use of human subjects in medicd research
in addition to specific guiddines for biomedicd research, known as the Helsinki
Declaration which was revised from time to time In February 1980, the Indian
Council of Medica Research released a ‘Policy Statement on Ethical Considerations
involved in Research on Human Subjects for the benefit of dl those involved in
cdinica researchinlndia In 1982, the World Hedth Organisaion (WHO) and the
CIOMS issued the ‘Proposed International Guiddines for Biomedical Research
involving Human Subjects.’

Subsequently the CIOMS brought out the ‘International Guiddines for Ethical
Review in Epidemiological studies in 1991 and ‘International Ethical Guidelines for
Biomedical Research involving Human subjects in 1993. Over the years, various
bodies in nationd jurisdictions have dso lad down generd and specific principles in
oecific areas of scientific research entaling the use of human beings as subjects in
medica research. These ‘nationd’ Codes (drawn from the international codes and the
univesal  principles underlying them) outline ‘guiddines to be followed in ther
respective jurisdictions.



GENERAL STATEMENT

Medical and rdlated research usng human beings as subjects must necessarily

ensure that -

0]

(il

The PURPOSE, of such research is tat it should be directed towards the increase
of knowledge about the human condition in relaion to its socid and naturd
environment, mindful that the human species is one of the many species in a
planet in which the wel being of dl species is under threat, no less from the
human species as any other, and that such research is for the betterment of al,
especidly the least advantaged.

Such research is CONDUCTED under conditions that no person or persons
become a mere means for the betterment of others and that humanbeings
who aresubject to any medical research or scientific experimentation are dedt
with in a manner conducive to and condstent with thar dignity and wel being,
under conditions of professond far trestment and transparency; and after
enauring that the subject is placed a no greater risk other than such risk
commensurate with the well being of the subject in quedion in the light of the
object to the achieved.

Such research must be subjected to a regime d EVALUATION a dl stages of
the proposd i.e, research design and experimentation, declaration of results and
use of the results thereof, and that each such evauation shdl bear in mind the
objects to be achieved, the means by which they are ®ught to be achieved, the
anticipated benefits and dangers, the potentid uses and abuses of the
experiment and its results, and above dl, the premium that civilised society
places on saving and ensuring the safety of each humean life asan end in itsdf.

STATEMENT OF GENERAL PRINCIPLES

Any research usng the human beings as subjects of medicd or scientific research

or experimentation shdl bear inmind the following principles—

Principles of essentiality whereby, the ressarch  entaling the use of humen
subjects is consdered to be absolutely essentid after a due consderation of al
dternatives in the light of the exising knowledge in the proposed area of research
and after the proposed research has been duly vetted and considered by an
appropriate and responsible body of persons who are externd to the particular
ressarch and who, after careful consderation, come to the concluson that the
said research is necessary for the advancement of knowledge and for the benefit
of dl members of the human species and for the ecologicd and environmenta
well being of the planet.



Principles of voluntariness, informed consent and community agreement
whereby, research subjects are fully apprised of the research and the impact and
risk of such research on the research subject and others; and whereby the research
ubjects retan the rightto abstan from further participation in the research
irrespective of any legd or other obligetion that may have been entered into by
such human subjects or someone on ther behdf, subject to only minimd
redtitutive obligations of any advance condderation receved and outstanding.
Where any such research entalls treating any community or group of persons as a
research subject, these principles of voluntariness and informed consent shdl
apply, mutatis mutandis, to the community as a whole and to each individua
member who is the subject of the research or experiment. Where the human
subject is incgpable of giving consent and it is consdered essentid that research
or experimentation be conducted on such a person incompetent to give consent,
the principle of voluntariness and informed consent shdl continue to goply and
such consent and voluntariness shall be obtained and exercised on behalf of such
research subjects by someone who is empowered and under a duty to act on thelr
behdf. The principles of informed consent and  voluntariness ae cardind
principles to be observed throughout the research and experiment, including its
aftermath and applied use so that research subjects are continualy kept informed
of any and dl developments in o far as they affect them and others. However,
without in any way undermining the cardind importance of obtaining informed
consent from any human subject involved in any research, the nature and form
of the consent and the evidentiary requirements to prove that such consent was
taken, shdl depend upon the degree and seriousness of the invasveness into the
concerned human subject’s person and privacy, hedth and life generdly, and, the
overal purpose and the importance of the research.

Principles of non-exploitation whereby as a generd rule, research subjects are
remunerated for their involvement in the research or experiment; and, irrespective
of the socid and economic condition or dtatus, or literacy or educationa leves
attained by the research subjects kept fully apprised of dl the dangers arisng in
and out of the research sothat they can appreciate dl the physcd and
psychologicd risks as wel as morad implications of the research whether to
themsalves or others, including those yet to be born. Such human subjects should
be selected so that the burdens and benefits of the research are distributed without
arbitrariness, discrimination or cgprice. Eachresearch shdl include an in-built
mechanian  for compensgtion for the human subjects ether through
insurancecover or  any other gppropriate means to cover dl foreseeable and
unforeseegble risks by providing for remedid action and comprehensve after-
care, including trestment during and after the research or experiment, in respect of
any effect tha the conduct of research or experimentation may have on the
human subject and to ensure that immediate recompense and rehabilitetive
measures are taken in respect of al affected, if and when necessary.



VI.

VII.

VIII.

Principles of privacy and confidentiality whereby, the identity and records of
the human subjects of the research or experiment are as far as possble kept
confidentia; and that no details about identity of sad human subjects, which
would result in the disclosure of ther identity, are disclosed without vadid
sdentific and legd reasons which may be essentid for the  purposes of
therapeutics or other interventions, without the specific consent in writing of the
human subject concerned, or someone authorised on ther behdf; and after
ensuring that the sad human subject does not suffer from any form of hardship,
discrimination or sigmatisation as a consequence of having participated in the
research or experiment.

Principles of precaution and risk minimisation whereby due care and caution
is takena dl dages of theresearch and experiment (from its inception as a
research idea, its subsequent research design, the conduct of the research or
experiment and its gpplicative use) to ensure that the research subject and
those affected by it are put to the minimum risk, suffer from no irrevershble
adverse effects and, generdly, benefit from and by the research or experiment;
and that requiste steps are taken to ensure that both professond and ethica
reviews of the research are undertaken at appropriate stages so that further and
specific guiddines are lad down, and necessary directions given, in respect of
the conduct of theresearch or experiment.

Principles of professonal competence whereby, the research is conducted at all
times by competent and qudified persons who act with tota integrity and
impartidity and who have been made aware of, and are mindful of, the ethicd
condderationsto be bornein mind in respect of such research or experiment.

Principles of accountability and transparency whereby, the research or
experiment will be conducted in a far, honest, impartid and trangparent manner
after full disclosure is made by those associated with the research or experiment
of each aspect of ther interest in the research, and any conflict of interest that
may exist; and whereby, subject to the principles of privacy and confidentidity
and the rights of the researcher, full and complete records of the research
inclusve of data and notes are retained for such reasonable period as may be
prescribed or considered necessary for the purposes of post-research monitoring,
evaluation of the research, conducting further research (whether by the initid
researcher or otherwise) and in order to make such records available for scrutiny
by the appropriate legal and adminigrative authority, if necessary.

Principles of the maximisation of the public interest and of distributive
justice whereby, the research or experiment and its subsequent applicetive use
are conducted and used to benefit dl human kind and not just those who are
socidly better off but dso the least advantaged; and in particular, the research
subject themselves.

10



XI.

XI1.

Principles of ingtitutional arrangements whereby, there shdl bea duty on dl
persons connected with the research to ensure that al the procedures required to
be complied with and dl inditutionad arrangements required to be made in respect
of the research and its subsequent use or applicaion are duly made in a
bonafide and transparent manner; and to take all appropriate steps to ensure that
researchreports, materials and data connected with the research are duly
preserved and archived.

Principles of public domain whereby, the research and any further research,
experimentation or evauation in response to, and emanding from such research
is brought into the public domain so that its results are generdly made known
through scientific and other publications subject to such rightsas are available to
the researcher and those associated with the research under the law in force at
thet time.

Principlesof totality of responsbility wherebythe professond and mord
respongbility, forthedue  observance of dl the principles, guiddines  or
prescriptions laid down generdly or in respect of the research or experiment in
question, devolves on dl those directly or indirectly connected with the research
or expeiment including the researchers, those responsble for funding or
contributing to the funding of the research, the inditution or inditutions where
the research is conducted and the various persons, groups or undertakings who
gponsor, use or derive benefit from the research, market the product (if any) or
precribe its use o that, inter dia , the effect of the research or experiment is
duly monitored and congantly subject to review and remedid action a dl
stages of the research and experiment and its future use.

Principles of compliance whereby, there is a generd and pogtive duty on dl
persons, conducting, associated or connected with any research entailing the use
of a human subject to ensure that both the letter and the spirit of these guiddines,
a wdl as awy other norms directions and guiddines which have been
gpecificdly lad down or prescribed and which are gpplicable for thet area of
research or experimentation, are scrupulously observed and duly complied with.

These12 principles lad down under Statement on Generd Principles are

common to al aeas of biomedicd research. The specific issues are mentioned under
relevant topics.

ETHICAL REVIEW PROCEDURES

The need for evauation of research proposds has been emphasized under the

Statement of Generd Principles a item no. 5 pertaining to precaution and risk
minimisation. It is mandatory that al proposas on biomedicd research involving human
subjects should be cleared by an appropriately condtituted Ingtitutional Ethics Committee
(IEC), d=0 refered to as Inditutiona Review Board (IRB) in many countries, to
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safeguard the wdfare and the rights of the participants. The Ethics Committees are
entrusted not only with the initid review of the proposed research protocols prior to
initistion of the projects but dso have a continuing responsbility of regular monitoring
for the compliance of the ethics of the gpproved programmes till the same are completed.
Such an ongoing review is in accordance with the Declaration of Helsnki and dl the
internationd guidelines for biomedica research.

BASIC RESPONSIBILITIES

The basic responghility of an IEC is to ensure a competent review of dl ethicd
aspects of the project proposas received and execute the same free from any bias and
influence that could affect ther objectivity. IECs should provide advice to the
rescarchers on dl aspects of the welfare and safety of the research participants after
ensuring the scientific soundness of the proposed research through appropriate Scientific
Review Committees. In smdler inditutions the Ethics Committee may teke up the dud
reponshbility of Scentific and Ethicd Review. It is advisable to have separate
Committees for each taking care that the scientific review preceeds the ethicad scrutiny.
The scientific evauation should ensure technicd excellence of the proposed study.

The IECs should specify in writing the authority under which the Committee is
edtablished, membership requirements, the terms of reference, the conditions of
gopointment, the offices and the quorum requirements. The responsbilities of an IEC can
bedefinedas  follows -

1. To protect the dignity, rights and well being of the potentid research participants.

2. To ensure that universd ethicd vaues and internationa scientific dandards are
expressed in terms of loca community values and customs

3. To assg in the devdopment and the education of a research community responsive to
local hedlth care requirements

COMPOSITION

IECs chould be multidisciplinay and multisectorid  in compogtion.
| ndependence and competence are the two hdlmarks of an IEC.

The number of persons in an ethicd committee be kept farly smdl ( 5 - 7
members). It is generdly accepted that a minimum of five persons is required to compose
a quorum. There is no specific recommendation for a widdy acceptable maximum
number of persons but it should be kept in mind that too large a Committee will make it
difficult in reaching consensus opinion. 12 to 15 is the maximum recommended number.

The Charperson of the Committee should preferably be from outsde the
Indtitution and not head of the same Inditution to maintain the independence of the
Committee.  The Member Secretary who generdly belongs to the same Inditution should
conduct the business of the Committee. Other members should be a mix of medica /



non-medicd, scientific and nonscientific persons induding lay public to reflect the
differed viewpoints. The composition may be as follows-

Chairperson

1-2 basic medical scientigts,

1-2 dinicians from various Indtitutes

One legd expert or retired judge

One socid scientist / representative of non-governmenta voluntary agency
One philosopher / ethicist / theologian

One lay person from the community

Member Secretary

NGO~ WNE

The ethicd committee a any inditution can have as its members, individuds
from other indittions  or communitiesif  required. There should be adequate
representation of age, gender, community, etc. in the Committee to safeguard the interests
and wdfare of dl sections of the community / society. Members should be aware of
locd, socid and culturd norms, as this is the most important socid control mechanism. If
required subject experts could be invited to offer their views, for example for drug trids a
pharmacologist, preferably a dinicd pharmacologist, should be incuded. Similarly,
based on the requirement of research area, for example HIV, gendtic disorders etc.,
specific patient groups may aso be represented in the Committee.

TERMS OF REFERENCE

The IEC members should be made aware of their role and responshilities as
committee members. Any change in the regulatory requirements should be brought to
ther atention and they should be kept dreast of dl naiond and internationa
developments in this regard. The Terms of References should dso include a statement on
Terms of Appointment with reference to the duration of the term of membership, the
policy for removd, replacement and resignation procedure etic. Each Committee should
have its own operating procedures available with each member.

REVIEW PROCEDURES

The Ethics Committee should review every research proposa on human subjects.
It should ensure that a scientific evaduation has been completed before ethica review is
taken up. The Committee should evaduate the possible risks to the subjects with proper
judtification, the expected benefits and adequacy of documentation for ensuring privacy,
confidentidity and judtice issues. The ethical review should be done through formal
meetings and should not resort to decisions through circulation of proposals.

SUBMISSION OF APPLICATION

13



The researcher should submit an appropriate application in a prescribed format

adong with the study protocol a least three weeks in advance. The protocol should
indudethefollowing : -

1.

2.

10.

11.
12.
13.

14.
15.

16.

17.

Clear research objectives and rationde for undertaking the invedigation in human
subjectsin the light of existing knowledge.

Recent curriculum vitee of the Invedigators indicaiing qudification and
experience.

Subject recruitment procedures.

Incluson and exclusion criteriafor entry of subjects in the study.

Precise description of methodology of the proposed research, including intended
dosages of drugs, planned duration of trestment and details of invasive procedures
if any.

A description of plans to withdraw or withhold standard therapies in the course of
research.

The plansfor gatistical andyss of the sudy.

Procedure for seeking and obtaining informed consent with sample of patient
information shest and informed consent forms in English and  vernacular
languages.

Safety of proposed intervention and any drug or vaccine to be tested, including
results of relevant laboratory and animd research.

For research carying more than minimad risk, an account of plans to provide
medica thergpy for such risk or injury or toxicity due to overdosage should be
included.

Proposed compensation and reimbursement of incidental expenses.

Storage and maintenance of al data collected during the tridl.

Pans for publication of results — podtive or negaive — while mantaning the
privacy and confidentidity of the study participants.

A statement on probable ethical issues and steps taken to tackle the same.

All other rdevant documents relaied to the study protocol including regulatory
clearances.

Agreement to comply with nationd and internationd GCP protocols for clinica
trids.

Details of Funding agency / Sponsors and fund alocation for the proposed work.

DECISION MAKING PROCESS

The IEC should be able to provide complete and adequate review of the research

proposas submitted to them. It should meet periodicaly a frequent intervals to review
new proposas, evduate annua progress of ongoing ones and assess find reports of Al
resarch activities involving human bengs through a previoudy scheduled agenda,
amended wherever appropriate.

1.

The decison must be taken by a broad consensus after the quorum requirements are
fulfilled to recommend / regect / suggest modification for a repest review or advice

14



10.

11.

appropriate  steps. The Member Secretary should communicate the decison in
writing.

A member mus voluntarily withdraw from the IEC while making a decison on an
goplication which evokes a conflict of interest, which should be indicated in writing
to the chairperson prior to the review and should be recorded so in the minutes.

If one of the members has her/his own proposa for review, then the member should
not participate when the project is discussed.

A negative decision should aways be supported by clearly defined reasons.

An IEC may decide to reverse its podtive decison on a sudy in the event of
receiving information that may adversdy affect the benefit / risk ratio.

The discontinuetion of a trid should be ordered if the IEC finds that the gods of the
trid have dready been achieved midway or unequivoca results are obtained.

In case of premature termination of study, natification should include the reasons for
termination adong with the summary of results conducted till date.

The following circumstances require the matter to be brought to the attention of 1EC:

a any amendment to the protocol from the origindly approved protocol with
proper judtification;

b. serious and unexpected adverse events and remedia steps taken to tackle
them;

C. any new information that may influence the conduct of the study.

If necessary, the applicant/investigator may be invited to present the protocol or
offer daifications in the meting. Representative of the patient groups or interest
groups can be invited during ddiberations to offer their viewpoint.

Subject experts may be invited to offer their views, but should not teke part in the
decision making process. However, her / his opinion must be recorded.

Meetings ae to be minuted which should be approved and dgned by the
Chairperson.

INTERIM REVIEW

Each IEC should decide the specid circumstances and the mechanism when an

interim review can be resorted to ingead of waiting for the scheduled time of the
mesting. However, decisons taken should be brought to the notice of the man
committee. This can be done for the following reasons:

i)
i)
i

re-examination of a proposal aready examined by the IEC;
research study of aminor nature such as examination of case records etc.;
an urgent proposd of nationd interest.

RECORD KEEPING
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All documentation and communicetion of an IEC are to be dated, filed and
preserved according to written procedures. Strict confidentidity is to be maintained
during access and retrieval procedures. Records should be maintained for the following :

I. the Condtitution and composition of the IEC;

. the curriculum vitae of dl IEC members,

i. standing operating procedures of the IEC;

V. nationd and Internationa guiddines;

V. copies of protocols submitted for review;

Vi. al correspondence with IEC members and invedtigators regarding agpplication,
decision and follow up;

Vil. agenda of dl IEC mestings,

vii.  minutes of dl IEC meetings with Sgnature of the Chairperson;

iX. copies of decisons communicated to the gpplicants,

X. record of dl notification issued for premature termination of a dudy with a
summary of the reasons,

Xi. fina report of the sudy including microfilms, CDs and Video-
recordings.

It is recommended that dl records must be safely maintained after the completion/
termination of the sudy for a least a period of 15 years if it is not possble to maintan
the same permanently.

SPECIAL CONSIDERATIONS

While al the above requirements are applicable to biomedica research as a whole
irrespective of the specidty of research, there are certain specific concerns pertaining to
goecidised areas of research which require additiond safe guards / protection and
gpecific congderations for the IEC to take note of. Examples of such indtances are
research involving children, pregnant and lactating women, vulnerable subjects and those
with diminished autonomy besdes issues pertaining to commercidisation of research and
internationa collaboration. The observations and suggestions of IEC should be given in
writing in unambiguous termsin such instances.

GENERAL ETHICAL ISSUES
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All the research involving human subjects should be conducted in accordance
with the four basic ethicd principles, namdy autonomy (respect for person / subject)
beneficence, non-maeficence (do no ham) and justice. The guiddines lad down ae
directed a gpplication of these basic principles to research involving human subjects. The
Principd Invedtigator is the person respongble for not only undertaking research but dso
for observance of te rights, hedth and wdfare of the subjects recruited for the study.
Shelhe should have qudification and competencein biomedica research methods for
proper conduct of the sudy and should be aware of and comply with the scientific, legd
and ethica reguirements of the study protocol.

l. INFORMED CONSENT PROCESS

1. Informed Consent of Subject : For dl biomedicd research involving human
subjects, the investigator must obtain the informed consent of the prospective
subject or in the case d an individud who is not cgpable of giving informed consant,
the consent of a lega guardian. Informed consent is based on the principle that
competent individuals are entitted to choose fredy whether to participate in research
or not. Informed consent protects the individud’s freedom of choice and respect for
individud’ s autonomy.

When ressarch dedgn involves not more than minimd risk (for example, where
the research involves only collecting data from subject’s records) the Ingtitutional Ethics
Committee may waive off some of the dements of informed consent.

Waiver of informed consent could adso be consgdered during conditions of
emergency. However, this would be permissble only if Ethicd Committee has dready
approved the study or use of drug. However, the patient or the legd guardian should be
informed after she/lhe regains consciousness or is able to understand the studly.

2. Obligations of investigators regarding informed consent : The investigator has the
duty to -

I. Communicate to prospective subjects dl the information necessary for informed
consent. There should not beany redriction on subject’s right to ask any
questions related to the study as any redriction on this undermines the vdidity of
informed consent.

i. Exclude the possbility of unjudified deception, undue influence and intimidation.
Deception of the subject is not permissble.  However, sometimes information can
be withheld till the completion of udy, if such information would jeopardize the
vdidity of research.

. Seek consent only after the prospective subject is adequately informed.
Investigator should not give any unjudtifiable assurances to prospective subject,
which may influence the subject’ s decision to participate in the study.

V. As a gened rule obtain from each prospective subject a sgned form as an
evidence of informed consent (written informed consent) preferably witnessed by
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Vil.

viii.

Xi.

Xil.

Xiil.

XiV.

a person not related to the trid, and in case of incompetence to do so, a legd
guardian or other duly authorised representative.

Renew the informed consent of each subject, if there are material changes in
the conditions or procedures of the research or new information becomes
avalable during the ongoing trid.

Not use intimidgtion in any form which invaidaes informed consent. The
invedtigator must assure prospective subjects that their decison to participate or
not will not affect the patient - dinidan rdationship or any other benefits to
which they are entitled.

Essential information for prospective research subjects : Before requesting an
individua’s consent to paticipate in research, the invedigaor must providethe
individua with thefollowing informaion in the language he or she is dle to
understand which should not only be sciertificaly accurate but should dso be
sengtiveto thar socid and culturd context :

the ams and methods of the research;

the expected duration of the subject participation;

the benefits that might reasonably be expected as an outcome of research to the
subject or to others;

any dtenative procedures or courses of trestment that might be as
advantageous to the subject as the procedure or treatment to which she / he is
being subjected;

any foreseeable risk or discomfort to the subject resulting from  participation in
the study;

right to prevent use of his / her biologicd sample (DNA, cdl-ling, etc.) a any
time during the conduct of the research;

the extent to which confidentidity of records could be maintained ie, the limits to
which the invedigaor would be adle to safeguard confidentidity and the
anticipated consequences of breach of confidentidity;

respongibility of investigators,

free treetment for research related injury by the investigetor / indtitution;

compensation of subjectsfor disability or degth resulting from such injury;

freedom of individud / family to participate and to withdraw from research any
time without pendty or loss of benefits which the subject would otherwise be
entitled to;

the identity of the research teams and contact persons with address and phone
numbers,

forescedble extent of information on possble current and future uses of the
biologicd material and of the data to be generated from the research and if the
materid is likely to be used for secondary purposes or would be shared with
others, clear mention of the same;

risk of discovery of biologicdly sendtive information;

publication, if any, including photographs and pedigree charts.

The qudity of the consent of certain socid groups requires careful congderation

astheir agreement to volunteer may beunduly influenced by the Investigator.
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[I. COMPENSATION FOR PARTICIPATION

Subjects may be pad for the inconvenience and time spent, and should be
rembursed for expenses incurred, in connection with ther participation in research.
They may aso recaive free medical  services. However, payments should not be so large
or the medica services s0 extensve as to induce prospective subjects to consent to
paticipate in research agang ther better judgement (inducement). All payments,
rembursement and medical  services to be provided to research subjects should be
approved by the IEC. Care should be taken :

I. when a guardian is asked to give consent on behdf of an incompetent person, no
remuneration should be offered except arefund of out of pocket expenses,

i. when a subject is withdravn from research for medicd reasons related to the
study the subject should get the benefit for full participation;

. when a subject withdraws for any other reasons he/she should be pad in
proportion to the amount of participation

Academic  inditutions conducting research in  dliance  with  indudries
commercia companies require a drong review to probe possble conflicts of interest
between scientific regponghilities of researchers and business interests (e.g. ownership
or part-ownership of a company developing a new product). In cases where the review
board/ committee determines that a conflict of interes may damage the sdentific
integrity of a project or cause ham to research participants, the board should advise
accordingly. Inditutions need sdf-regulatory processes to monitor, prevent and resolve
such conflicts of interest.  Prospective participants in research should dso be informed  of
the sponsorship of research, so that they can be aware of the potentid for conflicts of
interest and commercid aspects of the research. Undue inducement through
compensation for individud participants, families and populations should be prohibited.
This prohibition however, does not include agreements with individuds, families, groups,
communities or populations that foresee technology trasfer, locd training, joint
ventures, provison of hedth care rembursement, costs of travel and loss of wages and
the possble use of a percentage of any royalties for humanitarian purposes.

[11. SELECTION OF SPECIAL GROUPSAS
RESEARCH SUBJECTS

I. Pregnant or nursing women : Pregnant or nurang women should in no
circumgtances be the subject of any research unless the research carries no more
than minimd risk to the fetus or nurang infant and the object of the research isto
obtain new knowledge about the foetus, pregnancy and lactation. As a generd
rule, pregnant or nurdng women should not be subjects of any dinicd trid

19



except such trids as are designed to protect or advance the hedth of pregnant
or nursng women or foetuses or nurang infants, and for which women who are
not pregnant or nursing would not be suitable subjects.

a

The judification of participation of these women in dinicd trids would be
that they should not be deprived abitrarily of the opportunity to benefit
from invedigations, drugs, vaccines or other agents that promise therapeutic
or preventive benefits. Example of such trids ae, to test the efficacy and
safety of a drug for reducing perinatd transmisson of HIV infection from
mother to child, trids for deecting fetad abnormdities and for conditions
asociated with or aggravated by pregnancy etc. Women should not be
encouraged to discontinue nursing for the sske of participation in research
and in case she decides to do so, harm of cessation of breast feeding to the
nurang child should be properly assessed except in those sudies where
breast feeding is harmful to the infant.

Research related to terminaion of pregnancy : Pregnant women who desire to
undergo Medicd Termination of Pregnancy (MTP) could be made subjects
for such research as per The Medicd Termination of Pregnancy Act, GOlI,
1971.

Research related to pre-natd diagnostic  tech-niques: In pregnant women
such researchshould belimited to detect the foetd abnormdities or genetic
disorders as perthe Prenatd Diagnogtic Techniques (Regulation and
Prevention of Misuse) Act, GOI, 1994 and not for sex determination of the
foetus.

Children : Before undertaking trid in children the investigator must ensure that -

children will not be involved in research tha could be caried out equdly
well with adults;

the purpose of the research is to obtain knowledge relevant to hedth needs of
children. For dinicd evauation of a new drug the dudy inchildren should
adways be caried out after the phase IIl dinicd tridsin adults. It can be
sudied earlier only if the drug has a therapeutic vaue in a primary disease of
the children;

a parent or lega guardian of each child has given proxy consert;

the assent of the child should be obtained to the extent of the child's
capabilities such as in the case of mature minors, adolescents etc.;

research should be conducted in sdtings in which the child and parent can
obtain adequate medica and psychologica support;

interventions intended to provide direct diagnostic, thergpeutic or preventive
bendfit for the individud child subject must be judified in rdation to
anticipated risks involved in the study and anticipated benefits to society;
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V.

g

the child's refusd to participate in research must dways be respected unless
there is no medicaly acceptable dternative to the therapy provided/ tested,
provided the consent has been obtained from parents/ guardian;

interventions that are intended to provide therapeutic benefit are likely to be at
leest as advantageous to the individud child subject as any avalable
dternative interventions,

the risk presented by interventions not intended to benefit the individua child
subject is low when compared to the importance of the knowledge that is to
be gained.

Vulnerable groups : Effot may be made to ensure tha individuds or
communitiesinvited for research be sdected in such a way that the burdens and
benefits of the research are equaly distributed.

a

b.

C.

research on genetics should not lead to racial inequalities;

persons who are economically or socially disadvantaged should not be used
to benefit those who are better off than them,

rights and wdfare of mentally challenged and mentally differently able
persons who ae incgpableof giving informed consent or those with
behaviora disorders must be protected;

adequate judification is required for the involvement of subjects such as
prisoners, students, subordinates, employees, service personne etc. who have
reduced autonomy as research subjects.

ESSENTIAL INFORMATION ON CONFIDENT-
IALITY FOR PROSPECTIVE RESEARCH SUBJECTS

Safeguarding confidentiality - The invesigator must safeguard the confidentidity
of research data, which might lead to the identification of the individud subjects.
Data of individud subjects can be disclosed only in a court of law under the orders
of the presding judge or in some cases may be required to communicate to drug
regidration authority or to hedth authority. Therefore, the limitations in mantaining
the confidentidity of data should be anticipated and assessed.

COMPENSATION FOR ACCIDENTAL INJURY

Research subjects who suffer physica injury as a result  of ther participation are
entitled to financid or other assistance to compensate them equitably for any temporary
or permanent impairment or disability. In case of death, their dependents are entitled to
materid compensation.

Obligation of the sponsor to pay - The sponsor whether a pharmaceutica
company, a government, or an inditution, should agree, before the research begins,
to provide compensation for any physicd or menta injury for which subjects are
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entitled to compensation or agree to provide insurance coverage for an unforeseen
injury whenever possible.

VI. INTERNATIONAL COLLABORATION/
ASSISTANCE IN BIO-MEDICAL /HEALTH
RESEARCH

Research in biomedicd and hedth areas have been subjects of internaiond
interaction over the centuries. However, it was only in the second hdf of the 20" Century,
especially since 1960s, that the scope of co-operation and collaboration assumed such
proportions as to have exploitative connotations with commercid and human dimensions.
On the one hand, collaboration in medica research suggests an interest in humane and
cvil society, while on the other it could give the impresson of experimentation on the
population of one country by another. Different levels of development in terms of
infradtructure, expertise, socid and culturd perceptions, laws relating to intellectud
property rights etc, necesstate an ethica framework to guide such collaboration. The
same concerns are gpplicable even if and when there is no forma collaboration between
countries, but the research is undertaken with assstance from sponsors in the form of
internationd  organisations (Governmenta, non-Governmentd or others for example,
WHO, UNICEF, UNAIDS€tc.).

SPECIAL CONCERNS

1 Given the magnitude and severity of the hedth problems in different countries

capacity building to address ethica issues that arise out of collaborative research
must be promoted on a priority basis.

2. Strategies should be implemented to build capacity in various countries and
communities so that they can practise meaningful sdf-determination in  hedth
development, can ensure the scientific and ethicd conduct of research, and can
function as equad partners with sponsors and others in a collaborative process.
Community representatives should be involved in an early and sustained manner
in the dedgn, devdopment, implementation, and didribution of results of
research.

3. Careful congderation should be given to protect the dignity, safety and wefare of
the participants when the socid cortexts of the proposed research can create
foreseegble conditions for exploitation of the participants or increase ther
vulnerability to ham and the steps to be taken to overcome these should be
described.



VII.

As different kinds of research (epidemiologica <udies, dlinicd trids, product
development, behaviourd and socid science oriented research, etc. have ther
own paticular scientific requirements and specific ethical chalenges, the choice
of sudy populations for each type of study should be justified in advance in
scientific and ethicd terms in al cases, regardless of where the study population
is found. Generdly, early clinicd phases of research, paticularly of drugs
vaccines and devices, should be conducted in communities that ae less
vulnerable to ham or exploitation. However, for vdid scientific and public
hedth ressons, if sufficient scientific and ethical safeguards are ensured it may be
considered to conduct research in any phase.

The naure, magnitude, and probability of al foreseesble harms resulting from
participation in a collaborative research programme should be specified in the
research protocol and explained to the participants as fully as can be reasonably
done. Moreover, the moddities by which to address these, including provison
for the best possible nationally available care to participants who experience
adverse reactions to a vaccine or drug under study, compensation for injury
rdated to the research, and referrd for psychosocid and legd support if
necessary, need to be described.

The research protocol should outline the benefits that persons / communities /
countries participating in such research should experience as a result of ther
participation. Care should be taken so that these are rot presented in a way that
unduly influences freedom of choice in participation. The burden and the benefit
should be equaly borne by the collaborating countries.

Guiddines, rules, regulations and laws of dl countries paticipaing In
collaborative research projects should be respected, especiadly by researchers in
the host country and the sponsor country. These could be with reference to
intellectual  property rights, exchange of biologicd materids (human, animd,
plant or microbid), data transfer, security issues, and issues of socidly or
politicaly sendtive nature. In this context, it is essentid for researchers to follow
the GOI natification on “ Exchange of Human Biologicd Materid for Biomedica
Research” issued on 19.11.97.

RESEARCHER'S RELATIONS WITH THE MEDIA AND
PUBLICATION PRACTICES

Researchers have a responshility to make sure that the public is accurately

informed about results without raisng fase hopes or expectations. It should aso not
unnecessarily scare the people.  Researchers should take care to avoid taking with
journdigs or reporters about preiminary findings as seemingly promisng research that
subsequently cannot be vaidated could lead to misconcepts if reported prematurely. Or,
the results of experimenta research may be reported in such a way that it would seem
that the human application is round the corner only to be told by the researchers later that
consderable time has to pass before these findings can be trandated into human use. In
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such dreumstances, retractions most often do not appear in the media.  Therefore, it is
important to avoid premature reports and publicity sunts.

The best safeguard againgt inaccurate reporting is for the researcher to tak to
media on condition that the reporter submit a full written, rather than ord verson, of
what will be reported, so that it enables the researcher to make necessary corrections, if
needed, prior to publication.

Investigator's publication plans should not threaten the privacy or confidentidity
of subjects, for example publication of pedigrees in the report on research in genetics can
result in identification of study participants. It is recommended that a clear consent for
publication shal be obtained besdes the consent for participation h research or treatment
and such a consent should preferably be obtained on two different occasons and not a
the commencement of the study. Maintenance of confidentidity while publishing data
should be taken care of. In case there is need for publication / presentation of photographs
/ dides/ videos of subject (), prior consent to do so should be obtained.
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STATEMENT OF SPECIFIC PRINCIPLESFOR CLINICAL
EVALUATION OF DRUGS/VACCINES/ DEVICES/
DIAGNOSTICSHERBAL REMEDIESETC.

Human dudies dedgned to evduate the safety, effectiveness, or usefulness
of an intervention include research on thergpeutics, diagnostic procedures and preventive
measures induding vaccines.  The type of experimentad procedures that a patient is
submitted to has become more complex and varied as the complexities of medicd
research have increased. It is clearly accepted that it is essentid to carry out research on
human subjects to discover better medica and therapeutic modalities for the benefit  of
mankind. It is equdly clear that such research on norma subjects and patients is
associated with some degree of risk to the individuad concerned. These guiddines have
been framed to cary out the evauaion of drugs, vaccines, devices and other
diagnogic materids on human subjects including herba remedies, in accordance with
the basc ethicd principles. These guidelines are important for the protection of research
subjects againg any avoidable risk and to guide the researchers in the preparation of
research proposals/protocols.

For the dlinicd evduation of proposed research intervention, the framework of
guiddinesis provided for the following aress

Drug trids

Veaccinetrids

Surgica procedures/ medical devices

Diagnogtic agents - with specid reference to use of radioactive materids and
X-rays

5. Tridswith herbd remedies

A wbdpE

GENERAL PRINCIPLES

All  the research invadving humen subjects should be conducted in
accordance with the four basic ethicd principles, namey Autonomy or respect for
person / subject, Beneficence, Non-maeficence and Justice. The guidelines laid down are
directed a gpplication of these basc principles to research involving human subjects. An
investigator is the person responsble for the research trid and for protection of the
rights, hedth and wefare of the subjects recruited for the study. He / she should have
qudification and competence in dlinicd trid research methods for proper conduct of the
trid and should be aware of and comply with dl requirements of the study protocol as
enumerated under the Generd Principles and Generd |ssues.
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SPECIFIC PRINCIPLES
1. DRUG TRIALS

Clinicd trid of drugs is a randomised single or double blind controlled study in
human subjects, designed to evduate prospectively the safety and effectiveness of new
drugs / new formulaions. The new drug as defined under the Drugs and Cosmetic Rules
1945 (DCR), and subsequent amendments include:

@ anew chemicd entity (NCE);

(b) a drug which has been approved for a certain indication, by a certain route, in a
certain dosage regimen, but which is now proposed to be used for another
indication, by another route, or in another dosage regimen;

(© a combination of two or more drugs which, dthough approved individudly, are
proposed to be combined for the firgt time in afixed dose combination (FDC).

The proposed trid should be caried out, only after goproval of the Drugs
Controller Genera of India (DCGI), as is necessary under The Schedule Y of Drugs and
Cosmetics Act, 1940. The investigator should also get the approva of Ethicd Committee
of the Inditution before submitting the proposd to DCGI. All the guiding principles
should be followed irrespective of whether the drug has been developed in this country or
abroad or whether clinicd trias have been carried out outside India or not.

PHASES OF CLINICAL TRIALS

The firg three of the following four phases of dinicd trids of drug require ethica
clearance: -

Phase | + The objective of phase 1 of dinicd trid is to determine the safety of the
maximum tolerated dose in hedthy adults of both sexes. Hedthy femde volunteers could
be included provided they have completed their family or do not intend to have a child in
the future. At least two subjects should be administered each dose to establish the safe
dose range, pharmacokinetic, pharmacodynamic effects, and adverse
reactions, if any, with  ther intengty and naure Invedtigator trained in  dlinicd
pharmacology should preferably carry out these dudies. The duration of time lgpsing
between two trids in the same volunteer should be a minimum of 3 months. The
volunteers should preferably be covered under some insurance scheme.

Phase |l :- These are controlled studies conducted in a limited number of patients of both
sexes to determine thergpeutic uses, effective dose range and further evauation of safety
and pharmacokinetics when necessary. Normally 20 — 25 patients should be studied for
assessment of each dosage. These studies are usudly limited to 3 — 4 centres.

Phase Il :- The purpose of these tridsisto obtain adequate data about the efficacy and
safety of drugs in a larger number of patients of both sexes in multiple centres  usudly in
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comparison with a standard drug and / or a placebo if a standard drug does not exist for
the dissase under sudy. On successful completion of phase Il trids permisson is
granted for marketing of the drug.

Phase IV - After approva of the drug for marketing, phase IV study or post marketing
aurvelllance is undertaken to obtan additiond information about the drug's risks,
benefits and optima use. Although this is outsde the purview of the ethicd committeg, it
is an important aspect of drug trid on the long-term effects of the drugs and the adverse
reections induced by drugs, if any, should be brought to the notice of the Ethics
Committee.

Throughout the drug trids, the didtinction between thergpy and research should
be mantaned. A physcian /investigator who participaes in research by administering
the new drug to consenting patients should ensure that the patients understand and
remember that the drug is experimentad and that its benefits for the condition under study
are yet unproven. Use of a placebo in drug trids and sham surgery has come under
severe sorutiny a the present age and requires careful consideration before approval.
Denid of the available treatment to control (placebo) group of patientsis unethicdl.

Trids of drugs without the approva of the gppropriate authority should be dedt
according to the law of the land and the Guiddines formulated by the country’s
regulatory agencies.

After the dinicd trid is over, if need be it should be made mandatory that the
gponsoring agency should provide the drug to the patient till it is marketed in the
country.

The criteria for termination of a trid must be defined a priori in the proposd of the
trid and plan of interim anadysis must be clearly presented. This is important when on
interim analysis the test drug is found to be dearly more effective or less effective
than the standard drug. The trid can be discontinued thereafter and better drug should
be given to patient recaiving less effective drug.

Issues of partner notification and discordant couples should be taken care of before
initiating any HIV / AIDS related trid.

Good Clinicd Practices (GCP) provide operative guidelines for ethicd and scientific
dandards for the designing of a trid protocol including conduct, recording and reporting
procedures and should be drictly adhered to while carrying out a trid. Till such time that
the Standard Operating Procedures (SOP) for Indian GCP ae formulated, the
internationd guiddines issued by World Hedth Organization (WHO) and Internationd
Committee on Harmonization (ICH) should be followed.
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SPECIAL CONCERNS
1. Multicentric Trials

A multicentric trid is conducted Smultaneoudy by severd investigaors at
different centres following the same protocol and proformae. Idedly, these trids should
be initiated at the sametime a dl the centres.

All the Invedtigators should give a written acceptance of the protocol to be followed
for thetria duly approved by the ethics committee of the hogt indtitutes.

Meetings should be organised a the initid and intermediary stages of the trid to
ensure uniform procedures at dl centres.

Traning should be imparted to research gaff a the participating centres to familiarise
them with the uniform procedures.

Standardisation of methods for recruitment and evauaiorymonitoring of laboratory
procedures and conduct of tria should be carried out.

There should be monitoringof adherence to protocol including measures  to
terminate the participation of some centres, if necessary.

Specific role of coordinators and monitors should be defined.

Centrdised data management and analysis should be planned.

Drafting of a common find report and publication procedure should be ckcided at the
outset. No individua centre should publish any data till appropriate authorities accept
the combined report.

The code of the administered drug could be broken in the event of a severe adverse
reaction occurring during the conduct of adouble blind trid necessitating such a step.

2. Contraceptives

All procedures for clinicd trids are gpplicable. Subjects should be clearly informed
about the dternatives available.

In women where implant has been used as a contraceptive for trid, a proper follow up
for removd of the implant should be done, whether the trid is over or the subject has
withdrawn from the trid.

Children born due to falure of contraceptives under study should be followed up for
any abnormadlitiesif the woman does not opt for medical termination of pregnancy.

MONITORING AND REPORTING ADVERSE REACTIONSOR EVENTS

Any serious adverse events occurring during the course of the trid should be
immediatdy brought to the attention of ethics committee, sponsors and Drug Controller
Generd of India At the end of the trid, adl adverse events whether related to trid or not
areto be listed, evauated and discussed in detail in the find report.
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[I.  VACCINE TRIALS

The guiddines to conduct the dinicd trid on investigaiona vaccines are
gmilar to those governing a drug trid. The phases of these trids differ from drug trids
asgiven below :

Phase | :- This refers to the fird introduction of a vaccine into a human population for
determination of its safety and biologica effects incdluding immunogenicity.  This phase
includes study of dose and route of adminigration and should involve low risk subjects.
For example, immunogenicity to hepatitis B vaccine should not be determined in high
risk subjects.

Phasell : - This refers to the initid trids examining effectiveness (immunogenicity)
in a limited number of volunteers. Vaccines can be prophylactic and thergpeutic in
nature. While prophylactic vaccines are given to norma subjects, thergpeutic or curative
vaccines may be given to patients suffering from particular disease.

Phase Il - Thisfocuseson assessment of safety and effectiveness in the prevention
of disease, involving controlled study on a larger number of volunteers (in thousands) in
multicentres.

SPECIAL CONCERNS

Some vaccines tha contan active or live- atenuated micro-organisms can
possibly possess a amdl risk of producing that particular infection. The subject to be
vaccinated should be informed of the same.

The subjects in control groups or when subjected to ineffective vaccines run a risk of
contracting the disease.

The risks associated with vaccines produced by recombinant DNA techniques are not
completely known. However, for dl the recombinant vaccines / products the
Guiddinesissued by the Department of Biotechnology should be strictly followed.

[1l. CLINICAL TRIALSWITH SURGICAL PROCEDURES/
MEDICAL DEVICES

Of late, biomedicd technology has made condderable progress in the
conceptudisation and desgning of bio-equipments. Severd medicd devices and criticd
cae equipments have been developed and many more are in various sages of
development. However, only through good manufacturing practices (GMP) can the end
products reach the stage of utilisation by society. Most of these products are only
evduated by Centrd Excise teding for taxation purposes which discourages
entrepreneurs to venture in this area with quality products especiadly when they do not
come under the grict purview of the existing regulatory bodies like I1SI, BS and Drugs
Controller Generd. This is evidenced by the very low number of patents or propriety
medicad equipments manufactured and produced in the country. As the capacity of the
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country in this area is improving day by day the need for a regulatory mechaniam /
authority is increesingly obvious The concept of regulaions governing investigations
involving biomedicd devices is therefore relatively new in India At present, except for
needles and syringes these are not covered by the Drugs and Cosmetics Act, 1940. The
Chief Executive of the Society of Biomedicd Technology (SBMT) set up under the
Defence Research Development Organisation (DRDO) has drafted a proposad for the
sting up of a regulatory authority, tentatively named as the Indian Medicd Devices
Regulatory Authority (IMDRA). Until the guideines are formulated and implemented by
this Regulatory Authority clinical trids with biomedica devices should be approved on
case to case basis by committees congtituted for the specific purpose.

DEFINITIONS

Medical devices: A medicd device is defined as an inert diagnostic or thergpeutic article
that does not achieve any of its principa intended purposes through chemica action,
within or on the body unlike the medicated devices which contain pharmacologicaly
active substances which are treated as drugs. Such devices include diagnogtic test kits,
crutches, eectrodes, pacemakers, arterid grafts, intra-ocular lenses, orthopaedic pins and
other orthopaedic accessories.

Depending upon risks involved the devices could be classfied as follows-
a) Non critical devices - An invesigaiona device that does not present sgnificant
risk to the patients eg. Thermometer, BP apparatus.

b) Criticd devices - An invedigaionad medicad device that presents a potentid
serious risk to the hedth, safety or welfare of the subject - for example, pace
markers, implants, interna catheters.

All the generd principles of dinica trids described for drug trids should dso be
consgdered for trids of medica devices. As for the drugs, safety evauation and pre-
market efficacy of devices for 1-3 years with data on adverse reactions should be
obtained before pre-market certification. The duration of the trid and extent of use may
be decided in case to case badis by the appropriate authorities. However, the following
important factors that are unique to medica devices should be taken into consderation
while evauating the related research projects :

Safety data of the medical device in animas should be obtained and likely risks posed
by the device should be considered.

Clinica trid of medicd devices is different from drug trids, as former cannot be
done in hedthy volunteers. Hence Phase | of drug trids is not necessary for  trid on
devices.

Medica devices used within the body may have greater risk potentia than those used
on or outside the body, for example, orthopaedic pins vs crutches.

Medicd devices not used regularly have less risk potentid than those used regularly,
for example, contact lens vsintraocular lenses.



Safety procedures to introduce a medica device in the patient should aso be followed
as the procedure itself may cause harm to the patient.

Informed consent procedures should be followed as in drug trids. The patient
information sheet should contan  information on following procedures to be
adopted if the patient decides to withdraw from the trid.

V. DIAGNOSTIC AGENTS - USE OF RADIO- ACTIVE
MATERIALS AND X-RAYS

In human beings, for invedigaion and treatment, different radiaions - X-ray,
gamma rays and beta rays, radiopague contrast agents and radioactive materids are used.
The reative risks and benefits of research proposa utilisng radioactive materids or X-
rays should be evduated. Radiation limits for the use of such maerids and X-rays
should be in accordance with the limits set forth by the regulatory authority (BARC) for
such materids. ( BARC — Bhabha Atomic Research Centre, Mumba).

SPECIAL CONCERNS

Informed consent should be obtained before any diagnostic procedures.

Information to be gained should be gathered usng methods that do not expose
subjects to more radiation than exposed normally.

Research should be performed on patients undergoing the procedures for diagnostic
or therapeutic purposes.

Safety measures should be taken to protect research subjects and others who may be
exposed to radiation.

The protocol should make adequate provisons for detecting pregnancies to avoid
risks of exposure to the embryo.

Information to subject about possible genetic damage to offspring should be given.
Non-radioactive diagnogtic agents are consdered as drugs and the same guidelines
should be followed when using them.

Ultrasound to be substituted wherever feasible.

V. CLINICAL EVALUATION OF HERBAL REMEDIES AND
MEDICINAL PLANTS

For the herbad remedies and medicind plants that are to be dlinicaly evauated
for use in the Allopathic System and which may later be usad in dlopahic hospitds, the
procedures laid down by the office of the Drugs Controller Genera of India for dlopathic
drugs should be followed. This does not pertan to guiddines issued for clinica
evduation of Ayurveda, Sddha or Unani drugs by experts in those systems of medicine
which may be used laer in their own hospitds and dinics. All the generd principles of
dinicd trids described earlier pertain dso to herbad remedies. However, when clinica
trids of herbal drugs used in recognised Indian Systems of Medicine and Homeopathy

31



ae to be undetaken in Allopathic Hospitds, associaion of physicians from the
concerned system as co-investigators / collaborators / members of the expert group is
desrable for designing and evauating the study.

SPECIAL CONCERNS
The herbal products can belong to either of the three categories given below:-

1. A lot is known about the use of a plant or its extract in the ancient Ayurveda, Siddha
or Unani literature or the plant may actudly be regularly used by physcians of the
traditiond sysems of medicine for a number of years The substance is being
cinicdly evduaed for same indication for which it is being used or as has been
described in the texts.

2. When an extract of a plant or a compound isolated from the plant has to be dinicaly
evduated for athergpeutic effect not origindly described in the texts of traditiond
sysems or, the method of preparation is different, it has to be trested asa new
substance or new chemicd entity (NCE) and the same type of acute, subacute and
chronic toxicity data will have to be generated as required by the regulatory authority
beforeit is cleared for clinica evauation.

3. An extract or a compound isolated from a plant which has never been in use before
and has not ever been mentioned in ancient literature, should be trested as a new
drug, and therefore, should undergo dl regulatory requirements before being
evauated dlinicaly.

It is important that plants and herba remedies currently in use or mentioned in
literature of recognised Traditiond System of Medicine is prepared drictly in the same
way as described in the literature while incorporating GMP norms for standardisation. It
may not be necessary to undertake phase | studies. However, it needs b be emphasised
that ance the substance to be tested is dready in  use in Indian Sysems of Medicine or
has been described in their texts, the need for tedting its toxicity in animas has been
consderably reduced. Neither would any toxicity study be needed for phase 11 trid unless
there are reports suggesting toxicity or when the herba preparation is to be used for more
than 3 months. It should be necessary to undertake 4 - 6 weeks toxicity study in 2
gpecies of animds in the circumstances inted out in  the preceding sentence or when a
larger multicentric phase 1l trid is subsequently planned based on results of phase |l

study.

Clinicd trids with herba preparations should be carried out only after these have
been sandardised and markers identified to ensure that the substances being evauated
ae dways the same. The recommendations made earlier regarding informed consent,
inducements for participation, information to be provided to the subject, withdrawal
from study and research involving children or persons with diminished autonomy, dl
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goply to trids on plant drugs dso. These trids have aso got to be gpproved by the
gopropriate scientific and ethical committees of the concerned Inditutes. However, it is
essentia that such clinicd trids be carried out only when a competent Ayurvedic, Siddha
or Unani phydcian is a co-invedtigator in such a dinicd trid. 1t would neither ethicaly
acceptable nor mordly judifiable, if an dlopathic physcian, based on references in
ancient literature of above-mentioned traditiond systems of Medicine, carries out clinica
evduaion of the plant without any concept or training in these sysems of medicine.
Hence, it is necessay to associae a oecidis from these systemsand the clinicd
evauation should be carried out jointly.

When a Folklore medicingEthnomedicine is ready for commercidization after it
has been scientificdly found to be effective, then the legitimate rightsshare of the Tribe
or Community from whom the knowledge was gathered should be taken care of
aopropriately while applying for the Intelectud Property Rights and / Patents for the
product.



STATEMENT OF SPECIFIC PRINCIPLESFOR
EPIDEMIOLOGICAL STUDIES

INTRODUCTION

Epidemiology is defined as the study of the didribution and determinants of
hedth related dtates or events in specified populations and the gpplication of this sudy to
control hedth problems. Epidemiological studies are of primary importance in a large
developing country like ours where the naturd history, incidence, prevaence and impact
on morbidity and mortaity of a variety of diseases are not known. It has usudly been
considered that epidemiology of infectious diseases is of prime importance in  our
country. However, the evolving pattern of change in the society with upward
economic mobilityand increesng number of middle classess would mean tha a
ggnificat number of life dyle related diseases such as Ischaemic Heart Disease are
increasng. There is very little information about this and it would be ussful to undertake
long term cohort sudies in different population groups.

Epidemiologicd  dudies ae generdly congdered in two categories -
obsarvationa and experimentd. Desgns of these studies are based on cross-sectiond,
case-control or cohort approaches. Epidemiologica studies cover research, programme
evduation and survellance. Scope of ethica guiddines for epidemiologicd dudies are
concerned  with epidemiological  research. Ethics in  epidemiologicd  dudies is
multidimensond covering dinica medicine, public hedth and the socid milieu.

Perhaps the code of ethics is much better understood for clinical research,
where the interaction between a patient and a clinicad researcher is of supreme
importance. In epidemiologicd research the researcher is deding with a group of
individuas and the questions faced by an epidemiologis are more of a professond
nature. These questions would pertain to interactions with individua subjects, sources
of funding or employer, felow epidemiologist and the society at large. Need for a code
of ethics for epidemiologists is being recognised globdly and the issues for such a
code in the context of epidemiologica research in India deserve attention.

Epidemiologica research differs from clinical research in the context of the large
number of dudy subjects and generdly a long time frame. If some midakes or
aberrations get detected during the course of conduct of such sudies, repesting the whole
exercie will be expensve, time consuming and may not even be feasble Hence
utmost care needsto be taken for various aspects - technical, practica and ethical.

DEFINITIONS

Observational Epidemiology : Thisincludes the following types -

a Cross Sectional Studies (Surveys) : This is primaily population based and
involves sdlecting random samples of the population to be representative based on



census data and then agpplying questionnaires to understand the prevaence of
various diseases. Its am is to assess aspects of the hedth of a population or
to test hypotheses about possible cause of disease or suspected risk factors.

b. Case Control Studies. This usudly compares the past history of exposure to
risks among patients who have a specified condition/disease (cases) with the past
higory of exposure to this among persons who resemble the cases in such
respects as age, Sex socioeconomic status, geographic location, but who do not
have the disease. (controls) Case control studies can be done by following up
available records, usudly records in a hospitd, but in the context of a country
like ours it may require direct contact between research workers and <Study
subjects and informed consent to participation in the Sudy is necessary.
However, if it entals only a review of medica records, informed consent may
not be required and indeed may not be feasible.

C. Cohort Studies: These are longitudind or prospective studies of a group of
individuds with differing exposure levels to suspected risk factors. They ae
observed over a long period usudly severd years. The rate of occurrence of the
condition of interest is messured and compared in relation to identified risk
factors. It requires a study of large number of subjects for a long time and
involves asking questions, usudly routine medicd examination and sometimes
laboratory invedtigations. Individuds are being followed up as the cohort ad it
isessentid to identify precisely every individud to be studied.

Experimental Epidemiology:

In experimentd epidemiology the investigators dter one or more parameters
under controlled conditions to study the effects of the intervention These are usudly
randomised controlled trials done to test a preventive or thergpeutic regimen or the
efficacy of a diagnogstic procedure. Although these are drictly spesking epidemiologica
gudies they come under the purview of dinicd evaduation of drugs /devices / products /
vaccines etc. The posshbility of use of placebo as one of the am of the trid should be
explained and informed consent taken in such studies.

GENERAL PRINCIPLES

Generd ethicd principles of resgpect for persons, duty to maximise
possible bendfits and minimise possible harm are important consderations in ethica
guiddines. At the same time it is essentid that dl individuds in an epidemiologica
research are treated dike kesping in mind the rules of didributive judice. The
wdfare of the individud has to be balanced againgt the wefare of the community and
society at large.



The C.I1.OM.S/ W.H.O Guiddines for Epidemiologicd Research assumes that
the individuds or populaion being sudied ae capable of giving informed consent
undergtanding the implications of the study. With large segments of our population, given
their levd of education, the full underdanding in the sense of indudtriadised countries
may not be achievable. How the principle of “do no harm” is ensured under such
circumstances without being paterndigdic is a mgor issue tha has to be taken into
condderation in ethica guiddines.

In cohort or survey techniques for incidence and prevalence of various diseases,
a maor issue that has to be consdered is howmuch of intervention is judified and
whether one is judified in withholding interventions. For example, if you are looking a
longitudind morbidity in a population group, should you gve them hedth education
that is well established with regard to preventive aspects, or should you leave them aone
so that the naturd evolution of the dissase can be dtudied? Hedth educationor other
interventions including nonthedth interventions can be quite expensve. An dternate
drategy that may be followed is to make curative therapy available to the population at
ther own request. This usudly involves running a dlinic, which is readily accesshle to
the population without any other intervention. However, it is generdly consdered
unethica to withhold intervention or services.

SPECIFIC PRINCIPLES

1. Informed Consent : When individuds ae to be the subject of any
epidemiological studies, the purpose and generd objectives of the sudy has to be
explained to them keeping in mind their leve of underganding. It needs to be
ensured that privacy will be maintained.

In the context of developing countries, obtaining informed consent
has been consdered many times as difficult/ impracticd / not meeting the purpose
on various grounds such as incompetence to comprehend the meaning or
rdlevance of the consent and culturdly being dependent on the decison of the
head of the family or village / community head. However, there is no alternative
to obtaining individual’s informed consent but what should be the content of
the informed consent isdso a crucid issue.

In spite of obtaining informed individua consent, it is quite likdy that the
subjects / patients may not be fully aware of their rights. In this context, the role
of invedigator is crucid and he / she should remain vigilant and conscious of hig
her obligations towards the subjects / pdients, dl through the course of the
sudies.

2. In most epidemiologicd research it would be necessary to have the consent of
the community which can be done through the Village Leaders, the Panchayat
heed, the tribal |eaders etc.



10.

11.

In obtaining the consent of individuds or communities it is important to keep in
mind that working through peer groups or through Panchayat etc. may mean that
the individuas or community would fed reluctant to disagree and refuse to give
consent because of societal pressures. This is something that has to be carefully
avoided.

Paticularly in a country like India, with the level of poverty that is prevdent it is
easy to use inducements especidly financid inducements, to get individuds
and communities to consent. Such inducements are not permissible. However,
it is necessary to provide for adequate compensation for loss of wages and travel
/ other expensesincurred for participating in the Sudy.

All risks involved incuding the risk of loss of privacy must be explained to the
participants in an epidemiologica study.

The desgn of the sudy should ensure that the benefits of the study are
maximised for the individuds and communities teking pat in the dudy.This
means that a the onset itsdf the invedigators should design the way in which
the results of the study are going to be communicated and aso decide whether
individuds identified at particular risk during the course of the studies would
be informed. It may aso be necessary in some indances to inform the concerned
family members about the results. For example, as in AIDS, STD etc. It may not
dways be possble to communicate sudy results to individuas but research
findings and advise should be publicized by gppropricie available means. It is
asoimportant that the beneficid results of epidemiologicd sudies are fed into
the hedth system and necessary training modules should be developed as part of
the epidemiological project.

All attempts should be made to minimise harm to the individuas and society at
large. Specid condderation for the culturd characteristics of the communities
that are being dudied is essentid to prevent any disturbance to cultura
sengtivities because of the invedtigation.

Maintaining confidentiality of epidemiologica data is absolutey essertid. A
paticular concern is the fact that some population based data may dso have
implications to isues like nationd security and these need to be carefully
evauaed a the beginning.

In dl gtuations where there is likely to be conflicts of interest it must be ensured
that the interest of the individuas involved in the study are protected at al cos.

Scientific objectivity should be maintained with honesty and impartidity, both in
the desgn and conduct of the study and in presenting and interpreting findings.
Sdective withholding of data and smilar practices are unethica.

Ethical Review Procedures. In al Ethicd Committees a least one or two
individuas with an understanding of the principles of epidemiologicd ethics
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have to be included. These Committees should be independent and comprise of
epidemiologists, dinicians, datidicians, socid  scientids,  philosophers,  legd
experts and representatives from community / voluntary groups who should be
aware of loca, socid and culturd norms, as this is the mogt important socid
control mechanism.

12. Digtinction between research and programme evaluation: It is difficult to make a
diginction between epidemiologicd research and programme evauaion. Whenever
a programme evauation and surveillance is launched, the monitoring and evaudting
mechanisms should clearly be planned and ethicaly cdeared before initiation as is
donein dl epidemiologicd sudies.



STATEMENT OF SPECIFIC PRINCIPLESFOR HUMAN
GENETICS RESEARCH

INTRODUCTION

In no other area of biomedica research there has been a greater concern for
ethicd issues than in the fidd of human geneics It has largdy stemmed from the
movements of eugenics and nazism in ningteen twenties and thirties. In recent years this
concern has grown even further because of the posshbility of commercid eugenics. While
the advent of recombinant DNA technology has provided one of the most powerful tools
in the hands of mankind to unravel the myseries of the human genome, it has dso led to
a great ded of concern about our ability to handle the information so derived. With the
successful completion of Human Genome sequencing in June 2000 there is an urgent
need for clear-cut guiddines and dissemination of information to al stakeholders through
media and public debates as there is a great need for improving awareness and
understanding of human genetic disorders amongst public, the mgority of whom have
little knowledge of genetics.

The knowledge about human genes and genetic diseases prior to fifties was S0
poor that there was hardly any human genetic experimentation. Since then, and
especidly in the past two decades, there has been a veritable exploson in knowledge in
the fidd of human genetics which has culminated in gene thergpy  (the ultimate in
therapy for genetic diseases) and various other thergpies based on genetic engineering
including the glib tak of ‘Desgner babies. Serious issues reated to paticipation of
human subjects in genetic research are raised particularly when the intervention involves
rights of human embryo and subjects who are not competent to give informed consen.
Besdes the Human Rights issues of dignity, autonomy, and judice, the Human Genome
Project (HGP) has also precipitated an unprecedented concern for Intellectua Property
Rights. Recent experiments on doning shegp and mice have brought human cloning into
the relm of posshility, raisng additional set of Ethical, Legd and Socid Issues (ELS).
This cdls for laying down of specid guiddines to contain the potentid harm without
cdamping a moratorium on research and service in this fidd. Also, there should be no
redrictions in avaling the gains of laext technology, which ae beneficd to the
mankind. In fact ensuring access to genetic services to al irrespective of their ability to
pay, particularly to those who need it the mogt, is an equaly important mora concern.

In this rapidly evolving field there is a need for a waichdog body to continuoudy
monitor such developments and respond to emerging ethicd issues promptly and
judicioudly.

GENERAL GUIDELINES

Clinicd research in fidds of human gendtics and human genome, including gene
therapy, besdes being subject to genera ethica consderations of protection from harm
and voluntariness of participation has following additional consderdions: -
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(i)

)

v)

(vi)

(vii)

The haam may not only be physicd, but dso psychosocid. Psychologicdly, the
genetic information may produce anxiety and depresson or damage familid
relationship, which should be safeguarded. Appropriate communication skills are
necessty for gendtic counsdling. There is a likdihood of socid digmatisation
and discrimination in schooling, employment, hedth and generd insurance, which
requires much grester care in recruiting subjects in research sudy, obtaining
informed consent and mantaining confidentidity of research findings, than in any
other area of research.

There is grest importance of spoken word in medica genetics, since gendtic
counsdling is a&kin to therapy in other fields. In that sense in medicd genetics, the
‘word is eguivdent to drug/intervention in other fidds of medicine. Written
explanation undergandable to layman about presentation and naturd course of the
disease, interventions avalable and their outcome, as dso implicaion of the
information for progeny and family, has specid place in dinicd research in this
fidd.

Genetic counsdling deds with discusson on persond  matters such  as
reproductive options, and the couple may have to make a choice with far reaching
socid implications. Therefore, it cals for specid care that should be documented
in research proposds and carefully consdered by the Inditutiond Ethics
Committee.

Genetic manipulations have consequences for the future, some of which ae
unknown. Hence, grester care towards potentia dangers is necessary.

There is greater likelihood of dtuations cropping up where there is conflict of
interest between an individud, and that of family and society a large. Careful
guidelines need to be evolved by peers in the professon to tackle such
Stuations. The professond societies should actively participate in these activities.

The science of Medicd Genetics is progressng very rapidly. Therefore, there is a
need for frequent updating of any guiddines for research in this fidd. To meet
this chdlenge not only the guiddines should be flexible, but there should dso be
abuilt-in mechaniam to review the guiddines from time to time.

The Inditutional Ethicd Committees reviewing research proposas reated to
research on human genetics should have necessary expertise, which includes
knowledge of latest devdopments in the fidd of human genetics. In aress of
doubt, open discussion should be encouraged. This has to be the responsbility of
Nationd agencies eg. Centrd Ethicd Committee (ICMR) and / or Nationd
Bioethics Committee (DBT) to organize nationa debates on such issues to evolve
consensus on them.



(vii)  Concerned with the misuse of genetic tests, particularly for the pre-sdection of
sx, the Government of India has enacted a law known as “The Prenad
Diagnogic  Techniques (Regulation & Prevention of Misuse) Act 1994". All
researchers in this area shdl follow the provisons of this act (and such other acts
which may be passed in future).

l. PEDIGREE STUDIES

These involve obtaining higory of other members of the family of the proband
under invedigation. It may reved informaion about the likdihood of individud
members of the family being ether cariers of genetic defects or being affected by the
disease.

Specid  privacy and confidentidity concerns aise in gendtic family dudies
because of reationship between the participants. It should be kept in mind that within
families each person is an individud who has the right to keep the information about
himsdf or hersdf confidentid. Family members are not entitled to know each other’s
diagnosis. Before reveding medicd or personal information about individuds to other
family members, invesigator must obtain consent of the individua to do so. In view of
the culturd background of our country where woman is dill a vulnerable and exploited
subject, reveding informaion to the husband that his wife is the carier of baanced
chromosomd trandocation (leading to recurrent abortions or a genetic syndrome in her
child) or that she is a carier of a sngle gene causng ‘X' linked or recessive diseass,
may lead to grounds for a divorce despite the fact that the husband himsdf is a carrier of
the autosoma recessve disorder. While generd principles of counsding require
presence of both the spouses, necessary care must be taken not to end up in breaking the
families

Subject recruitment

The familiad nature of research cohorts involved in pedigree studies can pose a
chdlenge for ensuring tha recruitment procedures are free of dements that unduly
influence decison to paticipate. The very nature of research exerts pressure on family
members to take part, because more complete the pedigree, the more reliable the resulting
information. Problems of the following kind could arise:

0] Reveding who dse in the family has agreed to participate may lead to breach of
confidentidlity.

(i) If a proband is used for reveding his persona interest he/she may put undue
pressure on relatives to enrall in the study.

(i) Direct recruitment by telephone cdls etc. may be seen as an invason of privacy
by family members.

(v)  Contact through persond physicians may imply thet ther hedth care may get
compromised if they do not agree to participate.
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There is no satisfactory dternative, which can be recommended. The likely
problems are listed, so that appropriate caution may be exercised.

I nformed consent

For biogenetic research involving human subjects certain specia  consderations
have to be kept in mind while obtaining informed consent of the prospective subjects
enrolled in the sudy. These are in addition to generd principles that are gpplicable to al
medical research.

Confidentiality of data

This includes codification of the biologicd samples, where necessxry.  The
investigator must establish secure safeguards for the confidentidity of the research data
Subjects should be told of the limits of the invedigaor's ability to safeguard
confidentidity and of the anticipated consequences of breach of confidentidity. When
commercid companies are involved in research, it is necessary to protect researchers
and subjects from possible coercion/inducement to participate in the study.

Academic  inditutions conducting research in  dliance with industries /
commercid companies require a drong review to probe possble conflicts of interest
between scientific responsibilities of researchers and business interests (eg. ownership

or pat-ownership of the invedtigator in the company developing a new product). In

cases where the Ethics Committee determines that a conflict of interest may damage the
sdentific integrity of a project or cause harm to research participants, it should advise
accordingly. Inditutions need sdf-regulatory processes to monitor, prevent and resolve
such conflicts of interest.

Progpective  participants in research should  dso be informed of the
sponsorship of research, so that they can be aware of the potentid for conflicts of
interest and commercia aspects of the research.

Undue inducement through compensation for individud participants, families
and populations should be prohibited. This prohibition, however, does not indude
agreements with individuds, families, groups, communities or populations that foresee
technology transfer, locd training, joint ventures, provison of hedth care or of
information infrastructure, reimbursement cogts of travel and loss of wages and the
possible use of a percentage of any roydties for humanitarian purposes.

Defining risks and benefits

Potential risks and benefits should be discussed thoroughly with prospective
subjects. In genetic research, the primary the risks are psychosocid rather than physical.
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Adequate counsding should be given to subjects on the meaning of genetic
information they recave. Only those persons who are qualified and experienced in
communicating the meaning of genetic information should undertake genetic
counsdling.

[I. GENETIC SCREENING

Gendtic screening implies search in population of individuds who have, or ae
susceptible to have a serious genetic disease; or who, though not d risk themsdves, are
cariers and thus at risk of having children with the particular genetic disease.

It is essentid that screening must be purposive.  Also, besdes vdidation of
screening  tedts, it shdl adso be ensured that a suitable intervention is possble.
Rardly, screening may be permissible to dlay anxiety, but it should not be forgotten that
reqpone of different individuds may vary. It should not entirdy be a matter of
individua’s choice, but should be determined after careful evauaion by the hedth care
provider. Depending on nature of the genetic defect that is identified and its pattern of
inheritance, sblings and other blood rdations as wdl as exiging and future offsprings
may be affected. This raises ethical questions that differ sgnificantly, from the norma
rules and standards applied to handling of personal medica records.

A wdl informed consent is, therefore, essentid. Those being screened are entitled to
receive sufficient information in away thet -

I. they can understand what is proposed to be done.
. they must be made aware of any substantial risk.

il they must be given time to decide whether or not they would like to
participate or withdraw from screening.

Details about the disorder to be screened and its inheritance pattern, reiability of the
sreening test and what will be done with the samples should be explained.
Information about the implications of a pogtive screening test (abnormd) should dso
be explained.

Confidentidity should be mantaned in handling of results with emphess on
responghbility of individuds with a pogdtive (abnormd) result to inform partners and
family members. It needs to be emphaszed tha consent for screening or a
subsequent  confirmatory test does not imply consent to any specific trestment or
termination of the pregnancy.

Generd quiddines have to be fdlowed for a wunerdble individud i.e minors,
mentdly ill, prisoners, students, subordinates and people who do not spesk the
language of the investigator etc.

Genetic counsdling should be reedily avalable for those who are being screened.
Law protects confidentiality of medica information, but this is not absolute.



Information may be disclosed where it is in the public interest to do o, or if required
by the court of law. However, great care is needed in this regard as well.

Screening new borns : Screening of new borns is permissble to detect those genetic
diseases like phenylketonuria where serious effects of the disease could be prevented by
a auitable intervention such as specid diet or trestment. It should not be done when there
is no immediate cure / intervention for diseases manifesting later in life. The same applies
to invedigations to detect genetic, chromosoma, metabolic abnormadlities, etc. The
diseases can be screened as and when intervention/therapy becomes available in future.

Prenatal testing: It is amed a detecting presence of abnormalities in the foetus. The
foetd sample for examindion may be obtaned through amniocentess, chorionic villi
sampling, placentocentess, cordocentess (blood sampling from the umbilical cord) and
skin or other biopses. Foetd cdls in maernd circulation can dso be used for prenatd
testing. Non-invasive methods should be preferred whenever avalable.

Anonymous testing: Researchers may conduct anonymous testing on generd population
in order to establish prevalence of genetic traits / diseases. Blood spots collected for
screening newborns for treatable disorders could aso be used for this purpose. In case
information derived from stored specimens might be useful to an individud, the code of
anonymity may be broken with the gpprova of the Ingtitutiona Ethics Committee (IEC).

1. THERAPEUTIC TRIALSINCLUDING GENE THERAPY

Recombinant protein products

Genetic disorders, which require replacement therapy like ADA deficiency, do
not pose any ethicad problem. Replacement with anima products should follow the rules
as stipulated for other diseases.

Gene Therapy

The god of human genetic research is to dleviate human suffering.  Gene therapy
is a proper and logicd part of this effort. Gene thergpy sould be subject to dl the ethicd
codes that apply to research involving patients.

i) Somatic cel gene therapy is the only method that may be permisshble for the
purpose of preventing or tregting a serious disease when it is the only therapeutic
option. It should be redricted to dleviation of life threatening or serioudy
disbling genetic disease in individua paients and should not be permitted to
change norma human traits. However, rgpid advance in science necessitates
periodic review of guiddines in this area. This includes evaduation of safety and
efficacy of DNA vaccines and transgenic foods as well.



ii)

V.

Gene Thergpy trid condgts of two pats. The firg part is preparation of
the ‘gene congruct’ to be administered, and the second part is evauation of the
efficacy and safety of the administered ‘gene (condruct)’. As far as the firg part
is concerned, the guiddines and clearance for it is to be regulated by the Nationd
Bioethics Committee under Depatment of Biotechnology (DBT) and for the
second part clearance from the local IEC and Central Ethicad Committee (CEC) of
the ICMR shall be obtained.

Safety should be ensured especidly because of the possbility of
unpredicted consequences of gene insation.  All gene thergpy trids should have
the provison for long teem survelllance.  Informed consent must be taken
especidly regarding uncertainties about outcome. Children could be candidates
for therapy, if the therapy is meant for a childhood disorder.

Germ Line Therapy is prohibited under the present state of knowledge in these
aress.

Gene Therapy for enhancement of genetic characteristics (so cdled designer
babies) should not be attempted, as we possess insufficient information at present
to understand the effects of atempts to dter/enhance the genetic machinery of
humans. Also, the influence of environmentd interaction on the expresson of
genetic charactersis poorly understood.

It is not safe or ethical for parents to give, for example, growth hormone to
ther norma offspring in order to produce very large footbal or basketbal
players. Smilaly it would be unethicd to use genetic engineering for
improvement of intelligence, memory ec. even if <specific genelgenes ae
identified in future.

Eugenic Genetic Engineering for sdection agansgt persondity, character,
formation of body organs, fetility, inteligence and physcd, mentd and
emotiona characteridticsis prohibited.

HUMAN GENOME PROJECT (HGP)

The human genome project (HGP) is an internationd research effort, the god of

which was to determine the location of estimated 40 - 1,00,000 genes and to sequence the
entire human DNA. Another component of the programme is to andyze the DNA of a
st of non-human mode organisms, which may contribute to understanding of the human
genome. The project began formaly in 1990 and has been completed by June 2000. This
project has resulted in exploring the potentid for profoundly dtering our approach to
medicad care from tretment of advanced disease to prevention, based on the
identification of individuals at risk, and designing it specific to targets/ individuds.

Implications of using this genetic knowledge pose a number of questionsfor:



I. individuds and families — whether to participate in testing, with whom to share the
results, and how to act on them;

ii. hedth professonds — when to offer testing, how to ensure its qudity, how to interpret
the results and to whom to disclose information;

iii. employers, insurers, the courts and other socid inditutions — the reaive vaue of
genetic information to the decison they must make about individuals,

iv. governments — about how to regulate the production, and use of genetic tests and the
information they provide and how to provide access to teding and counsdling
sarvices for society; and

v. the society — how to improve public underdanding of science and its socid
implications and increase participation of the public in science policy making.

The above quedtions should be addressed to by the scientific community before
goplication of this knowledge could be consdered as ethicdly vaid.

V. DNA BANKING

Primary use:

Primary use is the use for origind intent for which consent and gpprova of Loca
IEC has been obtained. It is recommended that normdly the use of the samples shdl be
reserved for this purpose only.

Secondary Use:

Every request for seconday use shdl be examined by the Inditutiond Ethica
Committee:

I. to ensure that the proposed use does not transgress the original consent given for
the earlier sudy;

. the validity of the objectives of the new study; and

. provisons for ensuring anonymity of the samples for secondary use.

VI. DNA DIAGNOSIS

The generd principles of informed consent, confidentidity and other criteria used
for any invedtigation in genetics should be followed. Since the knowledge in this fidd is
new, and relaively complicated, a DNA test must be preceeded and followed by
gppropriate genetic counsdling.



Pre-implantation DNA diagnosis : It is a type of prenata diagnosis. Same precautions
and safeguards should be adopted for this purpose also.

Pre-morbid diagnosis in children : Parents are advised not to get the diagnosis done
epecidly in cases like Huntington's dissase  ec. for which there is no avalable
intervention till the child reaches the age of proper *consent”.

Pre-morbid diagnosis in adults: It may be carried out with informed consent. However,
appropriate genetic counsding must be provided and documented before offering such

avices,

DNA diagnosis in forensics : The laboratories carrying out DNA diagnosis in forenscs
should follow the guiddines evolved by Nationd Accreditation Board for Laboratories
functioning under the Department of Science and Technology.

The consequences of DNA teding for conditions for which no trestment is
available or for conditions manifeging late in life eg. breast cancer, Alzhemer's disease
etc. should be serioudy consdered before embarking on such sudies. Information so
derived should not disclose the identity of the individuas.

VII. ASSISTED REPRODUCTIVE TECHNIQUES

This indudes any fertilization involving manipulation of gametes outsde the
human body and the transfer of gametes or embryaosinto the bodly.

Informed consent should include information regarding use of spare embryos. It
should be made clear whether embryos that are not used for transfer could or could
not be used for research purposes or implanted in another woman's womb, or
“preserved “ for use a a later date or destroyed. Investigators should ensure that
participants are informed and consent is taken in writing on the above issues.

Investigators should clarify the ownership of the embryos that they beong to the
biologicd mother or the laboratory. Abortions should never be encouraged for
research purposes.

There is no ethicad objection at the moment for IVF or any other related procedure for
research or for clinical application.

Respect for embryo can be shown by (1) accepting limits on what can be done in
embryo research, (2) committing to an inter-disciplinary process of peer group review of
planned research, and (3) carying out an informed consent process for gamete and
embryo donors. Further, respect for the embryo’'s mord satus can be shown by careful
regulation of conditions of research, safeguards againg commercid exploitation of
embryo research, and limiting the time within which research can be done to 14 days i.e.
when the primitive streak agppears.  This redriction is in kegping with the policy in
severd nations that permit research with embryos. At this time, the development of
nervous system begins and the embryo begins to become adigtinct individud.

47



Women have a specid postion as care givers for children with disabilities. Since
the bulk of care fdls upon the women, she should make the find decison among
reproductive options, without coercion from her partner, her doctor, or the law. Choice is
more than the absence of legd prohibition or coercion. Choice should include the
economic and socid ability to act upon a decison, including disability. There should be
a pogtive right to affordable genetic services, safe abortion and medicaly indicated care
for children with disabilities.

Cloning (through nuclear transplantation or embryo splitting) : The posshility of
human cloning cannot be regected since sheep and mice have dready been cloned.
However, snce its safety, success, utility and ethicd acceptability is not yet established,
research on cloning with intent to produce an identicd human being, as of today, is
prohibited.

VIIl. PRENATAL DIAGNOSIS

This should be peformed only for reasons reevant to the hedth of the foetus or
the mother. Prenatd diagnosis should not be performed solely to select the sex of the
child (in the absence of an X-linked disorder). Sex sdection, whether for mae or female,
denigrates the fundamental personhood of those yet to be born, and has the power to
harm societies by unbaancing sex ratios. The potentid harm to large groups of people
outweighs any immediate benefits to individuds or families. The Government of India
has dready passed |legidation banning diagnosis of sex for non-medica reasons.

Prenatd diagnosis can be used to prepare parents for the birth of a child with a
disability. Therefore, prenata diagnosis should be avalable to such parents who request
it but oppose abortion, provided that they understand and are willing to accept the risks to
the foetus.

In some cases, prenatd diagnoss may be performed to protect the hedth of the
mother. These include dinicaly confirmed cases of morbid anxiety or Stuations where
prenata paternity testing would benefit the mother’s mentd hedth (eg. if rape occurred
while a couple was trying to conceive).

Professonds should recognize the human and economic cods involved in
prenata diagnosis and should limit its use to Situations where thereis a clear benefit.



ANNEXURE

DEFINITIONS

Genetic material / genome : Genetic materid refers to DNA or any other materid
carying hereditary information in each cdl of an organism. It conssts of unique, sSngle
copies of genes, which make up gpproximately 10% of the DNA. The totd informationd
content of an individud is known as ‘genome’.

Chromosome: The thread-like DNA in a cdl is divided into severd separate lengths.
Each length forms a dructure cdled a chromosome. There are two copies of each
chromosome in every cdll. Human cdlls contain 23 pairs of chromosomes.

Gene: A gene is a length of DNA that contains the information needed to make one
polypeptide. For example, the beta globin gene contains the information reeded to make
the beta globin polypeptide found in hemoglobin of red blood cells. More than one gene
may be involved in making one protein, and more than one polypeptide may be formed
from one gene as areault of dternate plicing.

Genetic Engineering : It is the process of cregting new DNA such as by cutting and
patching (recombinant DNA technology). Severd other technologies such as ste directed
mutagenesis, vector mediated integration or deletion of DNA etc. have evolved and are
continuing to evolve.

Heterozygote : Each cdl of an organism contans two copies of each gene In a
heterozygote, the two genes of a pair are different from each other (dldlic).

Homozygote : Each cdl of an organism contans two copies of each gene In a
homozygote, both copies of the gene are identical to each other.

Mutation : A process by which the DNA of an organism changes or mutates. In humans
this can lead to disease such as thalassemia in which the mutation results in decreased
production of beta or adpha globin. The mutant gene is passed on from parent to the
offsoring, so the condition is inherited. In viruses and other infectious organiams,
mutations can lead to emergence of organisms with new characterisics. It can make
them more virulent or resstant to artibiotics thusincreasing their infectivity.

Recombination : A crossover between two members of a homologous par of
chromosomes results in the formation of a recombined chromosome wherein a new set of
gene (alele) arrangement is created.

Transgenesis : This refers to the introduction of a foreign gene into an animd or other
organism. The transferred geneiscaled a transgene.

HUMAN GENOME DIVERSITY

Depatment of Biotechnology, Government of India has brought out a document
on genomic diversty which envisages the following:-
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i

There is worldwide interest in the study of genomic diversty of anthropologicdly
wdl-defined populations for underdanding the origin of people which has
evolutionary implications.

This may require edtablishment of nationd repostory of biologicd samples
(DNA, cdl lines etc) but it should be done with agppropriate safeguards and
regulations to ensure anonymity of the sample ( the identity of the sample should
not be no traceable) and protection of the rights of the people.

It shdl be ensured that participation in these sudies is entirdy voluntary, and no
coercion or inducement is employed for the purpose. The intent for collection of
these samples and possible impact of the information desired shal be explained to
the participants.

The andyss of DNA samples shdl be caried out by Indian scientigs /
laboratories. No sample shdl be sent out without following the guiddines of the
Government of India (GOI) in this regard. In the event of falure of agreement the
guiddines of the country (India) shal preval. Internationd collaboration, if any,
ghdl be caried out with wel-documented MOU, which is approved by the
Indtitutional  Ethicd Committee. This should include the scope of utilization of
exchanged materid and rdated IPR issues, aswell as concerns for human rights.

Scientigts involved in these sudies shdl ensure that rights and sengtivities of the

participating individuds and populations are protected. Reevant issues like (a) consent
for collection of samples, (b) access to these samples and for what purposes, (c) Property
rights of the DNA; and (d) qudity control of the laboratories shdl be appropriately
documented in the research proposd for scrutiny by the Ingtitutional Ethical Committees.

A mgor concern regarding these gudies is the posshility that generated

information may produce ethnic dishamony. Therefore, great care is necessay for
handling of this data, paticulaly, in reference to rdease of news to media and
publication of research results.



STATEMENT OF SPECIFIC PRINCIPLES FOR RESEARCH
IN TRANSPLANTATION INCLUDING FETAL TISSUE
TRANSPLANTATION

INTRODUCTION

The practice of transplantation is in its infancy in India The exceedingly high
cost redtricts its gpplication, and aso reduces the interest in research into this fidd. The
same reason makes it imperdive tha Indian scientists should devise means of reducing
the cost and improving the success rate, to make it feasble to increase the number of
Indians who can benefit by this treatment.

At present the protocols devised in the West are followed which are not
necessxily ided. The ethica principles of research in human subjects have been well
enunciated in the Dedaration of Helsnki adopted by the World Medicd Associaion in
1964, and amended in 1975, 1983, 1989 and 1996. Transplantation, however, raises
some peculiar aspects, and these will have to be weighed in that light. The problem has
been considered with specid reference to the following points-

l. Trangplants from live or cadaver donors

. Embryonic and foeta tissue and organ trangplantation
. Xeno-trangplantation

V. Trangplantation for cosmetic purposes.

. TRANSPLANTSFROM LIVE OR CADAVER DONORS
DEFINITIONS

Cadaver: A dead body. For purposes of this document, the term refers to a dead human
body.

Death: This was origindly defined as entire and continuous cessation of respiration
and circulation. It has since been recognised that the heart could continue beeting for a
time, even for days, though the brain lacked the ability to maintan respiration and
sudan life Death of the bran gem, dso cdled bran desth, has snce been
recognised internationdly, and in the ‘Indian Trangplantation of Human Organs Act’,
1994.

Brain death: This is as specified in ‘Trangplantation of Human Organs Act, 1994 with
‘ Trangplantation of Human Organs Rules, 1995, Sdlient features are described below:-

Entire, permanent, and irreversble cessation of functions of the brain gem —thisis
synonymous with  brain-stem death, since the centres for the control of essentid
body functions suchas consciousness, respiration, and blood pressure are Stuated
within the brain sem. In many countries drict criteria for diagnoss of bran desth
have been edablished. These include the presence of deep coma, the absence of
ay bran-gem functions such as spontaneous respiration, pupillary reections, eye
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movements, gag and cough reflexes, and the excluson of low body temperature
and drugs as rlevant to the comatose state. The EEG is a useful (but not essentid)
confirmatory test. Brain deathis when ‘Damage is judged irremediable based on its
context, the passage of time, and the failure of dl attempts to remedy it. Secondly, al
possble causes of reversble brain-gem dysfunction, such as hypothermia, drug
intoxication, or severe metabolic upset, must be excluded. Finaly, the absencecof dl
bran-gem reflexes must be demonsrated, and the fact that the patient cannot
breathe, however strong the stimulus, must be confirmed.

When tesing the bran-gem reflexes, the following normd responses must be
looked for: (1) condriction of the pupils in response to light, (2) blinking in response
to simulation of the cornea, (3) grimacing in response to firm pressure gpplied just
above the eye socket, (4) movements of the eyes in response to the ears being
flushed with ice water, and (5) coughing or gagging in response to a suction
catheter being passed down the airway. All responses have to be absent on at least
two occasons with an interva of sx hours between them. Apnoea, which dso must
be confirmed twice, is assessed by disconnecting the patient from the ventilator,
(prior to this test, the patient is fully oxygenated by administering 100% oxygen for
severd minutes to ensure that  the patient will not suffer serious oxygen deprivation
while being disconnected from the ventilator). The purpose of this test is to edtablish
the total absence of any ingpiratory effort as the carbon dioxide concentration in he
blood (the normd dimulus to bregthing) reaches more than sufficent levels to
dimulate any respiratory centre cellsthat may Hill be dive.

GUIDELINESON LIVE DONOR TRANSPLANTS

1. Donation from a live donor should be redricted to renewable tissues like bone
marrow, or to a pared organ whose remova will not gregtly dter physiologicd
functions, like the kidney. Since the removad of an eye will compromise
binocular vison and produce disfigurement, it should not be permitted in a live
donor.

2. Surgay on the donor inflicts bodily harm on him or her, the extenuating
cdrcumstances being the saving of another human life. It is imperative that no risk
be imposed on the donor beyond that inherent in surgery and the loss of a vitd
organ. Any manner of experimentation, though it may be intended to improve the
aurviva of the graft, should be prohibited if there is the dightest extra risk to the
donor. Examples are pre-treetment of the donor with immuno-suppressives or
anticoagulants.

3. Every such research project should be preceded by careful assessment of predictable
risks and compared to foreseesble benefitsand improvement in the success rate of
transplantation.

4. The interests of the donor should dways take priority over those of the recipient of
the transplant.
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10.

11.

12.

13.

In view of the rik involved, the voluntary consent of the donor is absolutdy
essentid. Further, the donor should be informed of dl possble risks in a manner
eadly understood by the subject before the consent is taken.

It follows that the donor should have the legd capacity to give consent and be in a
position to exercise free power of choice without the dightest dement of force,
duress, or coercion, and should have sufficet knowledge and comprehenson of the
subject to be able to make a decison with full understanding of the consequences.
Children and mentdly incompetent adultsas dso individuds with  redtricted
autonomy should not be used as organ donors or as subjects for such experiments.

Since the experiment would have consequences for the recipient too, the donor must
be fully informed of the nature of the procedures and the possible effects on the
recipient before consent is taken.

The responghility of providing the above information to the donor, and of making
aure that he / she understands fully the implications of what is to be done and what
he or she consents to, rests entirdy on the individud who directs the research
project.

The experiment should be such as to yidd fruitful results for the overdl good of the
donee without any risk to the life of the donor. The experiment should be undertaken
only if there is no other method avalable of finding the answer to the question
raised.

The experiment should be so planned and conducted as to avoid al unnecessary
risks to the donor, to the organ to be transplanted, and to the recipient of the
organ. Proper precautions should be taken and adequate facilities should be avalable
to protect the donor from the most remote possibility of harm.

The donor should be at liberty to withdrav from the experiment and to abrogate
the consent given earlier, with no requirement to offer any explanation of he reasons
for hisor her doing so.

If a any time during the course of the experiment the investigator comes to know that
there is risk to the donor or to the recipient as a result of the procedure, it is hisor
her respongbility to terminate the experiment forthwith.

This does not preclude any trestment or procedure done on the organ or tissue after
removad from the donor's body, amed a reducing its antigenicity and improving
graft survivd.



Creation of human beingsfor transplantation purposes should be banned.

GUIDELINES ON CADAVER DONOR TRANSPLANTS

1. Every one should give a thought to the need for organ donation after death. In such
an event one should make a decison and inform the next of kin, and regiser
onedf with an agppropriatdly condituted authority. Where one is opposed to
donating his or her organs, this too, should be made known to the next of kin, so that
this wish of the deceased may be respected after death. Such a “Living Will” isin
vogue in anumber of countriesin the world.

2. In the absence of such prior directions from the deceased, the person in lawful
possesson of the body will make the decison to use the organs or not, as he may
think fit, after consultation with the family.

3. It is important that the medicd team uses the body only for the purposefor which
consent has been given.

4. Remaning tissue and organs should be treated with the respect due to a human
body, and will not be used for any purpose to which explicit consent had not been
given.

5. Under no circumgtances should financid gain be madefrom any such procedure.

6. There shdl be no coercion and no monetary inducements offered to the family of
the prospective cadaver donor.

7. Confidentidity of the donation must be maintaned on both sSdes the recipient and
his or her family will not be informed of the identity of the donor, and the family of
the donor will equaly be kept unaware of who receives the donated organ. This
isessentid to avoid any form of exploitation by the donor’s family.

GUIDELINES ON RECIPIENTS OF TRANSPLANTS

1 The patient with falure of a vitd organ is a a paticula disadvantage in
developing countries due to the enormous cost involved for the avalable
interventions. If the organs involved are the kidneys, most Indians cannot afford
to mantan themsdves on didyss Smilaly vettilaors ae avalable a  very
few centres. There are no atificia supports for other organs like the heart, the
lungs and the liver, s0 degth is imminent and no means is avalable to keep
the individud dive short of replacing the organ concerned. Thus a measure of
urgency isintroduced into the search for adonor organ.

2. A desperate patient may consent to procedures which put himor her at risk. It is
dl the more important that every research protocol for transplantation should be
caefully reviewed by an gpproprigte committee of suitably qudified scientids,



jurigs and other eminent members of society, 0 that its scientific and ethicd
bass may be impartidly evauated.

3. The transplant research team should have high technicd expertise.

4, Adequate data management, tissue dtorage fecilities, and surveillance procedures
should be available in a centre before it is authorised to conduct research into
trangplantation.

5. If, a any time, a patient should refuse to take part as a subject for a research
project, it should in no way interfere with his or her right to receive treatment
of the best qudity, which the team is cgpable of providing.

6. Under no circumstances should there be a conflict between scientific content of a
sudy and the best interests of the patient. Should there be need to choose, the
experiment should be abandoned and the patient should recelve the best
treatment possible.

[I. EMBRYONIC AND FOETAL TISSUE AND ORGAN
TRANSPLANTATION

INTRODUCTION

Human foetd tissue has been used in research for a wide range of purposes over
decades. The thought of usng foetd cdls as transplants was fird occasoned when
scientists attempted  to find ways of treating patients with loss of nerve cdls in the brain
and spina cord. Since damaged nerve cdls do not regenerate, repair to damage in the
bran and spind cord is severdy limited. Attempts to trick the neurones into repar and
re-growth have yet to bear fruit. That was when the attempts to trangplant hedlthy neurd
tissue into damaged areas of the bran were darted in an effort to dlow the re-
edablishment of dameged neurd dircuits The immunologicad complications that result,
whenever any foreign tissue is trangplanted into a human, proved a barrier.

The use of foetd tissue is one of the means to minimise the chances of rgection.
In the early weeks after conception, foetd cels multiply rgpidly and show very little
antigenicity because many surface antigens would not yet have developed. These cels
are not fully differentiated and adept essly to the sgnds receved from surrounding
tissue in a host. They grow and differentiate in such a manner that they are integrated to
form pat of the host organ. Foeta cdls can dso be successfully preserved by cooling
and be reanimated. As the technology for developing immorta foeta cdl lines for study
of gene regulation, pattern formation in embryogenesis, as modds of cdl interaction and
function, for vaccine devdopment and study on cell growth and regulation, cancer and
immune response was perfected, hopes for the use of these cdls as transplants
strengthened.



Nortneurd foetd tissue transplantation has included injection of immune
cdls from the thymus and liver of aborted foetuses into the umbilicus of a 30 week old
foetus with bare lymphocyte syndrome, a rare and adways fad immuno-deficiency
disorder. Success has also been reported on the use of foed thymus in the
reconditution of a severe combined immuno-deficient (SCID) child in Itay who survived
17 years exhibiting normd immune responses even though his T cdls wereof foetd
donor origin. Other potential uses of foetd tissue include treatment of digbetes, genetic
retind abnormadlities, optic nerve and spind cord injury, Alzheémer’'s disease, gpladtic
anaemia, acute leukaemia/ lymphomaand liver falure.

DEFINITIONS

Embryonic state: Between 15 days and 8 weeks post-conception of a pregnancy. In the
absence of more precise information (i.e mengrud cycle length), conception is
presumed to have taken place two weeks &fter the beginning of the woman's last
mengrud period. The diginction of the 15-day dage as the beginning of the
embryonic stage is not abitrary: the preeembryo is not isomorphic with the later
developmentd stages, since cdls cannot yet be defined as contributing to the embryo or
to the extraembryonic tissue, and complete implantation has not yet been
accomplished. At 8 weeks, the rudiments of nearly al the main Sructures have been laid
down giving a generd appearance of a mammal-to-be with four limbs and a head.

Foetal stage: Subsequent period between 8 weeks and the time the baby is born, a
approximately 38 weeks post- conception (40 weeks post-last menstrua period).

(@ Live aborted foetus : If an aborted foetus is dive, it is a person, no matter how
short the period of gedtation, and usng it for an experiment would, in law, be
consdered an assault upon it.

(b) Dead foetus : An expeled or ddivered foetus that exhibits no heart beat or
spontaneous breathing. Some organs, tissue and cdls remain dive for varying
periods after the moment of death of the foetus.

Neonate stage : Newly born live individua of any gestation period.

GUIDELINESFOR RESEARCH ON FOETAL TISSUE OR ORGANS
FOR TRANSPLANTATION

1 Every trangplantation or research project involving the use of embryonic or
foeta tissue must be gpproved by the locd scientific and ethics committees and
referred to Nationd or Centra Ethical Committee for find gpprovd.

2. All members of the hospital or research staff - medica and paramedica - directly
involved in any of the procedures will be fully informed of the purpose and
implications of the research project.



10.

11.

12.

13.

14.

15.

The researcher shdl not be a party to deliberate conception and / or subsequent
abortion for the sake of obtaining tissue or organ for research or saving the life of
afamily member or for the purpose of commerciadisation.

No research is permitted on the live aborted foetus.

Tissue for trangplantation or research may be obtained from dead embryos or
foetuses, thar death resulting from legdly induced or spontaneous abortion.
Degth of an intact embryo or foetus is defined as absence of respiration and
heart bedt.

Voluntary, informed, written consent will be obtaned from the mother in two
stages - firgt for the abortion, next for the donation of tissue from the foetus.
The mother's decison to donate foetd tissue is sufficient for the use of the
tissue unless the father objects in writing. In casesof incest or rape, the father's
objection carries no sgnificance,

The mother will not dictate who shdl receve the foetd tissue taken for
transplantation.

Anonymity of donor and recipient will be maintaned so tha nether paty is
aware of the identity of the other.

The procedure of abortion, or its timing, will not be influenced by the
requirements of the transplantation activity. These should solely be based on
concern for the safety of the mother.

Those paticipating in termination of pregnancy will not, in any way, be party to
the subsequent usage of embryonic or foetd tissue for commercid purposes.

The procurement of embryos, foetuses or ther tissue for commercia purposes
will not involve profit or remuneration.

Intact embryos or foetuses will not be kept alive atificdly for the
purpose of removing usable materid.

Tissues from aborted foetus can be cultured and banked for use in research on
trangplantation. If such stored tissue is to be subsequently used for any purpose
other than the origind objective, a fresh sanction will be obtained from the
scientific and ethica committees.

Cells obtained from foetuses will not be patented for commercid
considerations for their subsegquent usage.

Use of umbilical cord blood from a live foetus or neonate for transplantation:
The fundamentd principle in  any operation on a live foetus or neonate will be to
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17.

ensure that no harm will occur to the foetus or neonate. Sincethe exact timing
of the damping of the umbilicd cord has a Sgnificant impact on the neonate
and ealy damping may cause an abdrupt surge in ateria pressure resulting in
cerebral  intrarventricular  haemorrhage, paticulally  in  premature neonates,
norma clamping protocol will be followed when collecting foeta blood for
trangplantation. There is a risk that the neonate donor may need his or her own
cord blood later in life. If the blood has been used for another, he or she might be
without blood whenitis needed. Parents will be fully informed of the risks of
the donation and written consent obtained from them on behdf of the foetus.

Use of tissue or organs from dead anencephalic foetus or neonate (foetus or
neonate lacking brain devdopment above the levd of the brangem) is
permitted. Physcians may provide anencephdic neonates with ventilator
assigance and other medicd thergpies that are necessary to sustain organs till
such time as the diagnosis of deeth is made on the bads of cessation of cardiac
function. Retrievd and transplantation of organs of anencephdic foetus are
ethicaly permissble only after such diagnods of death is made.

No trangplantation of foetd tissue into man will be permitted unless the
following criteria have been met:

there will be adetailed scientific basis for such transplantation;

animad expariments must show successful results - eradication of disease,
dimination or amelioraion of symptoms and dgns or successful subgtitution of
deficient chemicals and redoraion of norma physologicad function by the
transplant. These must be documented in one or more indexed journds with good
peer review mechanisms,

dl records pertaning to anima experiments must be complete and submitted to
soecidig and generd scientific  scrutiny. These records must be preserved for a
minimum period of five years after the completion of the study preferably on a
permanent basis as far as possible

Success in animd experimentation mugt be shown on a long-term bass. The
dudies mug incdude invedigations on animads receiving the tranglants a
periodic intervas dfter the procedure speciadly with reference to unequivocd
demongration ~ of  dsence of any trangmisson of disease through the
transplant.

Trids in human patients will commence only on those patients where no other
form of treetment s avalable and where, in the absence of the transplant, the
patient is likdy to suffer reentless deerioration in his hedth with fad
termination.

After obtaning her consent, the mother must be screened for transmissible
disease. If possble the maerid to be transplanted must dso be smilaly
screened.

Trids in human patients will be caried out only a the inditutions having dinicd
and research facilities needed for such trids, including those that may be required
to trest complications that may follow such research.



Vil. The research group and the inditution(s) in which they work will underteke to
conduct free of charge the research onther humen subjects and aso treat
completdly any complication that may follow ther dudy even if it gppears
severd years after the conclusion of the study.

IX. The research group will provide the human subjects a printed document
explaning in dmple, non-technical language, the purpose of the study, detals
of the procedures the human subject is to undergo, complications tat may follow
these procedures, financid implications, interests of the researchers in the
conduct of the study, and a commitment to treat completely and free of cost any
complication that may ensue. The human subject mugt certify in writing that he
has studied and understood the contents of this document and that he / she is
willing to participate in the study.

X. Any adverse effects noted will be immediatdly discussed with members of the
ethics committee and the project grounded if these cannot be explained or
reasonably corrected in the course of the study.

18. The locd ethics committee must ensure report-back measures a every stage of
research and confirm that a detailed report on the procedures, findings and
conclusons is submitted to an indexed journd for publication even when the
results are of a negative nature. The Nationa/Centrd Ethics Committee should be
kept informed.

19. As with thergpeutic transplantation, congdantly updated loca (metropolitan),
regiond or naional ligs of avalable tissues and organs should be maintained to
ensure that optima use is made of dl available donations. These ligs should be
made fregly available to al authorised research workers.

[11. XENO-TRANSPLANTATION
INTRODUCTION

Paucity of organs from humans for transplantation into other humans has led to
the search for other sources such as animas. Initidly the focus was on the great gpes, as
they appear to be nearest to man in the evolutionary scde It was soon redised

that unbridled use of smians would lead to possble extinction of their species. Attention
has thus turned to other animals.

DEFINITIONS
Primates. Themost highly evolved of animals. Indudes smians and homo-sapiens.
Smians: Themonkey species, including the great apes.

Species:.  Group of individuds shaing gSmilar  biologicd characterigics and who
can breed within the group to produce fertile offspring.
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Source animal: Anima from whom tissues or organs are removed for trangplantation in
humans. The term *donor animal’ has been discarded as the animd's cannot give consent.
Tissue: A collection of dmilar cdls dl of which peform the same function. An
exampleis neurd tissue within the brain.

Transgenesis: The introduction of a foreign gene into an anima or organism. The
transferred geneis caled transgene.

Xeno-transplant: Transplant of cells, tissue or organ from one species to another.  This
principaly concerns trangplant from anima to man.

Zoonoses. Diseases peculiar to anmds in the norma course of events that can, under
gpecid circumstances - as after xeno-transplant - be transferred to man.

ETHICAL CONSIDERATIONS

Transmission of disease from animal to man:

There has been consderable gpprehension that tissues or organs transplanted from
animd to man may convey infection or unwanted genetic dbnormdities  This anxiety
has prompted most countries, to ban dl research on transplanting anima organs to
human beings till this issue has been saidfactorily addressed. Measures proposed
include the breeding of successve generations of animds and dudying them for dl
known and possble unknown organisms that can cause disease. Only those animas
certified free from disease could be considered for transplantation.

Our immune responses are likdy to rgect dl foregn tissue and organs
transplanted into us. The chances of regection ae minimised if the source animd is
geneticdly dmilar to man. This is the reason for congdering the great gpes as likdy
source animdl.

Once the apes were ruled out in order to preserve their species, atention turned to
cattle, sheep and pigs. In each of these species, transplant  of undtered tissue or organ
will certainly lead to rejection.

Pigs are currently the animds of choice as the dze of ther organs and the
anatomica and physiologicd loads they must carry are smilar to those in man. Besides,
pigs breed essly and are maintained without much difficulty. Experimenta gudies have
been carried ait on kidneys, liver, heart, heart valves and bone marrow, idet cdls of the
pancreas and nerve cdls obtained from pigs with encouraging results.

Attempts are on 0 that pigs be engineered to possess genetic maerid Smilar
to that in man. This can be achieved by replacing porcine genes by human genes into
the cdl that will form the pig embryo. Tissues and organs from such transgenic pigs
will, it is hoped, stand the scrutiny by the immune systems of the patients into whom
they are trangplanted and will be left unmolested. However, there are possible
problems in using porcine tissue or organs in human transplantation. The average pig



aurvives for only twenty years Will trangplanted tissues function efficently in man with
a life span of three score years and ten, or will they fal dater two decades,
necessitating further transplants?

Equdly worrying is the posshility of transferring germs and viruses peculiar to
pigs into men through transplanted tissues. We are aware of species-pecific infective
diseases that limit themsdlves to that species. Under specid circumstances - as after
trangplantation - such organisms may make the legp from one species to another and
cause untold havoc in the new species, which has no immunity agang them. Some of
the most deadly viruses currently devadtating individuds and groups in some African
countries - that causng Lassa Fever, the Marburg virus and the Ebola virus are such
examples. They appear to have soread from bats or other animds to man. The human
immunodeficiency virus (HIV) adso aopears to fdl into this category. These questions
are dill unresolved.

Apart from the known becteria, fungi and viruses, there is concern for those
hitheto unknown and undetected, especidly so with dow viruses, tha produce
manifesation of the disease years - often decades - dfter they gain entry into our
sysems. Equdly disquieting is the fact that once an infective organism makes a jump
across species, it may spreed like wildfire in the new species - in this case, man.

It is also proposed that extensive research, with long-term follow-up studies be
caried out on animd-animd trangolants s0 tha we may learn of possble pitfdls and
develop measures to avoid them before undertaking the first experiment involving man.

GUIDELINES ON XENO-TRANSPLANTATION

1 Experimentd  xeno-transplantation mugt only be permitted between different
animd gspecies. Animd - to - man trangplants mugt not be permitted at the
present levd of knowledge which may be refered to the Centra/Nationd
Ethica Committee on Human Research.

2. Indtitutional  scientific and ethics committees must gpprove of such research
dudies, with specid atention being pad to ther reevance, avaldbility of
fecilities for extensve, sophisicated and long-term  dudies for transmisson of
disease through transplantation.

3. An advisory committee congsting of reputed scientists in the fidd, medica
professionds, veterinay expets and microbiologiss must oversee dl such
trangplants.

4, Records on dl research dudies must be detalled, scrupuloudy maintained
and kept available for along period of time, perhaps decades.

61



Safeguarding  the interest of the pioneer human recipients when such transplants
are permitted in future, it is proposed that each and every animd - to - man
transplant  be very carefully vetted and sanctioned on a case-by-case basis. In
each ingance, extensve sudies on the animas to ensure freedom from infection
must be made mandatory. The human recipients of tissues or organs must be
caefully followed up over along term.

TRANSPLANTATION FOR COSMETIC
PURPOSES

Research on trangplantation for cosmetic purposes (such as the creation of a new ear
after trandferring tissue from the patient on to a mould which is later implanted into
the subcutaneous tissue of a transggenic mouse) will be governed by the same
principles as those in usng donation of  tissue or organ from alive donor.

Dondtion of tissue should be redricted to renewable tissues like skin to an extent
where such remova will not greetly dter the norma functions of such tissue.

It is imperative that no risk be imposed whils removing tissue beyond that inherent
in surgery. Any manner of experimentation, though it may be intended to improve
the surviva of the graft, should be prohibited if there is the dightest extra risk to the
donor. Examples are pre-tretment of the donor with immuno-suppressives or
anticoagulants.

Every such research project should be preceded by careful assessment of predictable
risks in comparison with foreseeable benefits and improvement in the success reate of
transplantation.

The patient mus be informed of dl possble risks including those of falure of
thetrangplant in a manner easily understood by him, before his consent is taken.

It follows that the donor should be competent to give consent; should be in a postion
to exercise free power of choice without the dightest element of force, duress, or
coercion; and should have auffident knowledge and comprehenson of the
subject to be able to make a decison with full undersanding of the consequences.
Children and mentdly incompetent adults so aso persons with limited autonomy
should not be subjected to such surgery.

The experiment should be such as to yidd fruitful results for the good of patients
who need transplantation without having the donor. The experiment should be
undertaken only if there is no other method available of finding the answer to the
question raised.

The experiment should be so planned and conducted as to avoid al unnecessary risks
to the donor, to the tissue to be transplanted, and to the recipient ste.
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9. Where tissue is to be temporarily trandferred to an animd, dl necessary precautions
should be taken, and adequate facilities should be available, to protect the patient

from the most remote possibility of harm.
10. The subjects should be at liberty towithdraw from the experiment and to abrogate
the consent given earlier, with no requirement to offer any explanation of the reasons
for hisor her doing so.



STATEMENT OF SPECIFIC PRINCIPLESFOR ASSISTED
REPRODUCTIVE TECHNOLOGIES

INTRODUCTION

The gpecid programme by WHO on human reproduction has estimated that
there are 60 to 80 million infetile couples worldwide. It has dso been varioudy
edtimated that between 6-10% of the couple are infertile The advent of Asssted
Reproductive Technologies (ART) have not only enhanced the posshility of pregnancy
but have dso made women concelve in Stuations which would not have been possble
decade ago. However many of these technologies require enormous technica expertise
and infrastructure, carry a success rate beow 30% even in the best of hands,
areexpensve, and tax the couples endurance physcdly, emotiondly and
economicaly. There is an urgent need to draw up necessary guidelines, so that optimum
benefit of these newer technologies are made available to gppropriate persons by skilled
team of expets a affordadble hedth and economic codt, a identified facilities for
Asssted Reproductive Technology in our country. In order to ensure qudity of care it is
imperdtive that a proper accreditation procedure is followed in establishment of ART
Centres, which should follow sandardised protocols and guiddines. A nationd registry
pertaning to 4dl centres that are accreditedby the licenang authority should be
maintained and should contain records of treatment cycles and outcome.

DEFINITION

Assged Reproduction is defined as ‘manipulating the gametes outsde the body
and the trandfer of gametes or embryosinto the body’.

All protocols used in the laboratory for Asssted Reproduction (AR) procedures
must be documented and avalable as manuds These manuds should be revised
periodicaly. Log books for the mantenance and periodic overhauing of dl equipments
should be maintained. The entire procedure from the ovarian simulation protocol to the
oocyte refrievd and oocyte and sperm  prepardion including evauation of the
morphology of the gametes, their number, timing of insemination, date of embryo
transfer, number of embryos or gametes transferred and the fate of the gametes must be
documented. Abnorma pre-embryos such as polyploid embryos should not be
transferred. Cryopreserved materia must be labeled indexed and sored properly. The
laboratory personne should be wel versed with the techniques of cryopreservation.
Baiches of culture media must be identified. All agents used in the Laboratory must be
entered in a Regider and the date of ther receipt entered on the box containing them.
Asgpss should be mantaned a dl cost. Each couple undergoing treatment should
undergo a minima screening for HIV and Hepatitis. The laboratory personnel  should
be adequately protected which include screening and vaccinations.



It is essentid that al documentation regarding every patient treated in the centre
is mantained meticuloudy and dl precautions ae taken to ensure that confidentidity is
maintained.

GENERAL PRINCIPLES

There is a cetan dement of risk associated with dl AR procedures. It is,
therefore, necessary to ascertain the thergpeutic and research value of the AR procedure
in each case.

Informed Consent : After duly counsding the couple / oocyte/'semen donor, an
informed and written consent should be taken from both the spouses as wdl as the
donor, as the case may be. They should be explained the various risk factors associated
with the procedures in smple language and the words that they can understand.
These include risks associated with ovarian hypersimulation, anaesthestic procedures,
and invasive procedures like lgparoscopy, aspiration of ovum etc. They should aso be
explaned the posshility of multiple pregnancies, ectopic gedtation, increased rate of
spontaneous abortion, premature births, higher perinatd and infant mortdity as wel as
growth and developmental problems. They should dso be explaned that there is no
guarantee on the success/ failure of the procedure.

Selection of Donor : The physicdan assumes the responghility in sdection of the
suitable donor on following terms:

Complete physica examination of the donor should be done to ascertain the good
hedlth of the donors of semen, oocyte or embryo.

Thedonor should be hedthy with reasonable expectation of good qudity eggs or
sperms and preferably with proven fertility record.

The physicad characteristic and mental make-up of the donor should match as closdy
as possble to that of the spouse of the recipient, specidly with reference to colour of
the skin, eyes and har, height and build, religious and ethnic background, the
educationa level and ABO blood type.

Blood group of the proposed donor and donee should be tested with respect to Rh
compatibility.

No person suffeing from any sexudly transmitted disease (eg. syphilis, gonorrhea,
chlamydia, herpes, HIV etc.), infectious disease (e.g. hepatitis B, HIV) or geneticaly
transmissble disease should be used as donor. Sexualy transmitted diseases should
be ruled out within aweek of obtaining the semind fluid.

It is essentid that donated semen is  cryo-preserved and used only after 6 months as
this would engble the centre to retest the donor after 6 months for HIV and diminate
the potentia risk of HIV transmission in the ‘window’ period of HIV infection



Identity of the donor as well as the recipient should be protected from each other.
However, dl the records of the donor must be preserved in order to trace him / her
in case of any eventudity and should be confidentid.

Confidentidity of the entire procedureand its outcome is advissble and therefore, no
relative should be accepted as a donor in order toavoid identification and dams of
parenthood and inheritance rights.

Written consent of the donor should be taken towards unrestricted use of sperms or
oocytes for AR, as wdl as anundertaking fromhim / herthat he / she will not
attempt to seek the identity of the recipient. In case the donor is married, the written
consent of the spouse should be taken, if possible.

It is dso dedgrable to redrict the use of semen from the same donor to a
maximum of 10 pregnancies to avoid the posshility of an incestuous
relationship occurring among the offsprings at a later date.

In case of the oocyte donor, incurring any hedth problems related tothe process of
donation, the costs of the subsequent hedth care should be borne by the potentia
recipient couple irrespective of whether they receive oocyte donation as planned or
not.

In case of unused surplus / spare embryos, consent of the concerned couple should be
obtained to cryopreserve such embryosfor donation to other needy couples. Such
embryo donations should be kept anonymous. The ownership rights of such
embryos rest with the couple concerned.

SPECIFIC PRINCIPLES

Legitimacy of the Child born through ART : A child born through AR is presumed to
be the legitimate child of the couple having been born within the wedlock and with
consent of both the spouses with dl the attendant rights of parentage, support and
inheritance.  Sperm/ oocyte donor should have no parental right or duties in relaion to
the child and their anonymity should be protected.

IVF-ET (in-vitro fertilisation and embryo-transfer) and Surrogate Motherhood :
There are no medico-legd problems posed by [IVF-ET with egg and sperm of married
couple. Donation of ether egg or sperm is governed on the same lines as those for
Artificdd Insemination Donor with the maried patner as the naura or biologica
mother. IVF-ET with donated egg or spermor womb leasing will creste two to three sets
of parents, genetic, biologicd and natural. Following consensus has emerged universaly
with respect to surrogate motherhood :



. It should be resorted to only when it is coupled with authorized adoption wherever
applicable.

. It should be rebuttably presumed that a woman who caries the child and gives birth
to it isits mother.

. The intending parents should have a preferentid right to adopt the child subject to six
week’ s postpartum delay for necessary maternal consent.

. It should be resorted to only if medicdly certified as the only solution to infertility or
any other medica bar on pregnancy, by the intending mother.

. A qudified consultant should supervise to enforce adequate genetic screening.

. The contract for surrogacy despite reasonable payment of compensationon
completion of adoption would be vaid subject to surrogate's right to retain the
baby if she so desires.

. The only remedy for the gnetic parent would be to clam for custody on the grounds
of thebest interest of the child.

. Abortion under the Abortion Lawv on the medica ground should be inviolae right
of the surrogate and the adopting parents have no clam over he amounts dready

paid.

. All expenses rdaed to medicd management during pregnancy, deivery, and
immediate postpartum period till adoption should be borne by the intending couple.

Preservation, utilisation and destruction of embryos:

Research is prohibited on embryos of more than 14 days after fertilisation
excluding the period during which the embryo was frozen with maximum gorage
period of 10 years and a 5 yearly review of semen and embryo deposits as practised
in other countrieseg. U. K.

Spareembryos:

Embryo-splitting may be resorted to in selected cases for overcoming the paucity of
suitable embryos during ART in a couple. Child born of cryo-preserved embryos after
divorce is deemed to beillegitimate.
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Right of children / parents

Children born from use of donor gametes and their socia/adopted parents have the right
to know whatever medicd or genetic information about the genetic parents that may be

rdevant to the child’ s hedlth.

Pre-conceptional or pre-implantation sex selection is prohibited except for detecting
specific sex- linked genetic disorders.
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