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Scope

These guidelines are applicable to all biomedical, social and behavioral science research for

health involving human participants, their biological material and data. The purpose of such

research should be:

i directed towards enhancing knowledge about the human condition while maintaining
sensitivity to the Indian cultural, social and natural environment;

i, conducted under conditions such that no person or persons become mere means for the
betterment of others and that human beings who are parﬁcipaﬁng in any biomedical and/
or health research or scientific experimentation are dealt with in a manner conducive to
and consistent with their dignity and well-being, under conditions of professional fair
treatment and transparency; and

iii. subjected to a regime of evaluation at all stages of the research, such as design, conduct

and reporting of the results thereof.
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SECTION-1
STATEMENT OF GENERAL PRINCIPLES
1.0 Research on human participants pertains to a broad range of scientific enquiry aimed at
developing generalizable knowledge that improves health, increases understanding of
disease and is ethically justified by its social value. Every research has some inherent
risks and probabilities of harm or inconvenience to participants/communities. Therefore,
protection of participants should be built into the design of the study. Do no harm (non-
maleficence) has been the underlying universal principle guiding health care in all
systems of medicine around the world. While conducting biomedical and health research,
the four basic ethical principles namely; respect for persons (autonomy), beneficence,
non-maleficence and justice have been enunciated for protecting the dignity, rights,
safety and well-being of research participants. These four basic principles have been
expanded into 12 general principles described below, and are to be applied to all
biomedical, social and behavioural science research for health involving human
participants, their biological material and data.3

1.1 General Principles

1.I.1  Principle of essentiality whereby afier due consideration of all alternatives in the
light of existing knowledge, the use of human participants is considered to be
essential for the proposed research. This should be duly vetted by an ethics committee
(EC) independent of the proposed research.

1.1.2  Principle of voluntariness whereby respect for the right of the participant to agree or
not to agree to participate in research, or to withdraw from research at any time, is
paramount. The informed consent process ensures that participants’ rights are
safeguarded.

1.1.3 Principle of non-exploitation whereby research participants are equitably selected so
that the benefits and burdens of the research are distributed fairly and without
arbitrariness or discrimination. Sufficient safeguards to protect vulnerable groups
should be ensured.

1.1.4  Principle of social responsibility whereby the research is planned and conducted so
as to avoid creation or deepening of social and historic divisions or in any way disturb

social harmony in community relationships.
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1.1.5

1.1.10

Principle of ensuring privacy and confidentiality whereby to maintain privacy of
the potential participant, her/his identity and records are kept confidential and access
is limited to only those authorized. However, under certain circumstances (suicidal
ideation, homicidal tendency, HIV positive status, when required by court of law etc.)
privacy of the information can be breached in consultation with the EC for valid
scientific or legal reasons as the right to life of an individual supersedes the right to
privacy of the research participant.

Principle of risk minimization whereby due care is taken by all stakeholders
(including but not limited to researchers, ECs, sponsors, regulators) at all stages of the
research to ensure that the risks are minimized and appropriate care and compensation
is given if any harm occurs.

Principle of professional competence whereby the research is planned, conducted,
evaluated and monitored throughout by persons who are competent and have the
appropriate and relevant qualification, experience and/or training.

Principle of maximization of benefit whereby due care is taken to design and
conduct the research in such a way as to directly or indirectly maximize the benefits
to the research participants and/or to the society.

Principle of institutional arrangements whereby institutions where the research is
being conducted, have policies for appropriate research governance and take the
responsibility to facilitate research by providing required infrastructure, manpower,
funds and training opportunities.

Principle of transparency and accountability whereby the research plan and
outcomes emanating from the research are brought into the public domain through
registries, reports and scientific and other publications while safeguarding the right to
privacy of the participants. Stakeholders involved in research should disclose any
existing conflict of interest and manage it appropriately. The research should be
conducted in a fair, honest, impartial and transparent manner to guarantee
accountability. Related records, data and notes should be retained for the required

period for poSsible external scrutiny/ audit.
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1.1.11 Principle of totality of responsibility whereby all stakeholders involved in research
are responsible for their actions. The professional, social and moral responsibilities
compliant with ethical guidelines and related regulations are binding on all
stakeholders directly or indirectly.

1.1.12 Principle of environmental protection whereby researchers are accountable for
ensuring protection of the environment and resources at all stages of the research, in

compliance with existing guidelines and regulations.
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2.0

2.1

SECTION-2
GENERAL ETHICAL ISSUES

All research involving human participants should be conducted in accordance with the
basic and general ethical principles as outlined in section 1. The researcher and the team
are responsible for protecting the dignity, rights, safety and well-being of the participants
enrolled in the study. They should have the appropriate qualifications and competence in
research methodology and should be aware of and comply with the scientific, medical,
ethical, legal and social requirements of the research proposal. The ECs are responsible
for ensuring that the research is conducted in accordance with the aforementioned
principles.
Benefit-risk assessment
Benefits to the individual, community or society refer to any sort of favourable outcome
of the research, whether direct or indirect. The social and scientific value of research
should justify the risk, which is the probability of causing discomfort or harm anticipated

as physical, psychological, social, economic or legal.

2.1.1 The researcher, sponsor and EC should attempt to maximize benefits and minimize

risks to participants so that risks are balanced to lead to potential benefits at

individual, societal and/or community levels.

2.1.2 The EC should assess the inherent benefits and risks, ensure a favourable balance of

benefits and risks, evaluate plans for minimizing the risk and discomfort and decide

on the merit of the research before approving it.

2.1.3 The EC should also assess any altered risks in the study at the time of continuing

review.

2.1.4 The type of EC review based on risk involved in the research, is categorized as given

22

in Table 2.1, Also see Table 4.2 for further details.
Informed consent process
Informed consent protects the individual’s autonomy to freely choose whether or not to
participate in the research. The process involves three components — providing relevant
information to potential participants, ensuring the information is comprehended by them
and assuring voluntariness of participation. Informed consent should explain medical

terminology in simple terms and be in a language that the participant understands.
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GENERAL ETHICAL ISSUES
Table 2.1 Categorles of Risk
.. De fimnon;’desct iption -

Less thgn ; Pmbablhty of harm or discomfort anticipated in the research is nil or not expected.

minimal risk For example, research on anonymous or non-identified data/samples, data
available in the public domain, meta-analysis, etc.
Minimal risk Probability of harm or discomfort anticipated in the research is not greater than that

ordinarily encountered in routine daily life activities of an average healthy
individual or general population or during the performance of routine tests where
occurrence of serious harm or an adverse event (AE) is unlikely. Examples include
research involving routine questioning or history taking, observing, physical

examination, chest X-ray, obtaining body fluids without invasive intervention,

such as hair, saliva or urine samples, etc.
Increment in probability of harm or discomfort IS only a little more than the

mmimal risk threshold. This may present in situations such as routine research on
_ chlldren and adolescents; research on persons incapable of gnvmg consent; delaymg
er[;owrisk or mthholding 4 proven infervention or standard of care in a control or placebo
' ' group during randomized trials; use of minimally invasive procedures that might

cause no more than brief pain or tenderness, small bruises or scars,. or very slight,
_ .tenipor.a:y distress, such as drawing a small sample of blood for testing; trying a
* new diagnostic technigue in pregnant and breastfeeding women, etc. Such research
~ should have a social value. Use of personal identifiable data  in research also
_if’nposes indirect risks. Social risks, psychological harm and

. discomfort may also fall in this category.
More than  Probability of harm or discomfort anticipated in the research is invasive and greater

minimal risk than minimal risk. Examples include research involving any interventional study
or High risk using a drug, device or invasive procedure such as lumbar puncture, lung or liver

biopsy, endoscopic procedure, intravenous sedation for diagnostic procedures,
efc.
2.2.1 The informed consent document (ICD), which includes patient/participant information

sheet (PIS) and informed consent form (ICF) should have the required elements (see
Box 3.1 for further details) and should be reviewed and approved by the EC before
enrolment of participants. For all biomedical and health research involving human
participants, it is the primary responsibility of the researcher to obtain the written,
informed consent of the prospective participant or legally acceptable/authorized
representative (LAR). In case of an individual who is not capable of giving informed
consent, the consent of the LAR should be obtained. If a participant or LAR is
illiterate, a literate impartial witness should also be present during the informed
consent process.
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GENERAL ETHICAL ISSUES
222 In certain circumstances audio/audio-visual recording of the informed consent process
may be required, for example in certain clinical trials as notified by CDSCO.
293 Verballoral consent/waiver of consent/re-consent may be obtained under certain
conditions after due consideration and approval by the EC. See section 5 for further
details.

2.3 Privacy and confidentiality
Privacy is the right of an individual to control or influence the information that can be

collected and stored and by whom and to whom that information may be disclosed or
shared. Confidentiality is the obligation of the researcher/research team/organization to
the participant to safeguard the entrusted information. It includes the obligation to
protect information from unauthorized access, use, disclosure, modification, loss or theft.

2.3.1 The researcher should safeguard the confidentiality of research related data of
participants and the community.

2.3.2 Potential limitations to ensure strict confidentiality must be explained to the participaht.
Researchers must inform prospective participants that although every effort will be
made to protect privacy and ensure confidentiality, it may not be possible to do so under
certain circumstances.

2.3.3 Any publication arising out of research should uphold the privacy of the individuals by
ensuring that photographs or other information that may reveal the individual’s identity are
not published. A specific re-consent would be required for publication, if this was not
previously obtained.

2.3.4 Some information may be sensitive and should be protected to avoid stigmatization
and/or discrimination (for example, HIV status; sexual orientation such as lesbian, gay,
bisexual, and transgender (LGBT); genetic information; or any other sensitive
information).

2.3.5 While conducting research with stored biological samples or medical records/data,
coding or anonymization of personal information is important and access to both samples
and records should be limited. See section 08 for further details.

2.3.6 Data of individual participants/community may be disclosed in certain circumstances
with the permission of the EC such as specific orders of a court of law, threat to a person’s
or community’s life, public health risk that would supersede personal rights to privacy,
serious adverse events (SAEs) that are required to be communicated to an appropriate
regulatory authority etc.
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GENERAL ETHICAL ISSUES

2.4 Distributive justice

2.4.1 Efforts must be made to ensure that individuals or communities invited for research
are selected in such a way that the benefits and burdens of research are equitably
distributed. '

2.42  Vulnerable individuals/groups should not be included in research to solely benefit
others who are better-off than themselves.

2.4.3 Research should not lead to social, racial or ethnic inequalities.

2.4.4 Plans for direct or indirect benefit sharing in all types of research with participants,
donors of biological materials or data should be included in the study, especially if
there is a potential for commercialization. This should be decided a priori in
consultation with the stakeholders and reviewed by the EC.

2.5  Payment for participation

2.5.1 If applicable, participants may be reimbursed for expenses incurred relating to their
participation in research, such as travel related expenses. Participants may also be
paid for inconvenience incurred, time spent and other incidental expenses in either
cash or kind or both as deemed necessary (for example, loss of wages and food
supplies).

2.5.2 Participants should not be made to pay for any expenses incurred beyond routine
clinical care and which are research related including investigations, patient work up,
any interventions or associated treatment. This is applicable to all participants,
including those in comparator/control groups.

2.53 If there are provisions, participants may also receive additional medical services at no
cost.

2.54 When the LAR is giving consent on behalf of a participant, payment should not
become an undue inducement and to be reviewed carefully by the EC.
Reimbursement may be offered for travel and other incidental expenses incurred due
to participation of the child/ward in the research.

2,5.5 ECs must review and approve the payments (in cash or kind or both) and free services
and the processes involved, and also determine that this does not amount to undue

inducement.
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2.6 Compensation for research-related harm
Research participants who suffer direct physical, psychological, social, legal or
economic harm as a result of their participation are entitled, after due assessment, to
financial or other assistance to compensate them equitably for any temporary or
permanent impairment or disability. In case of death, participant’s dependents are
entitled to financial compensation, The research proposal should have an in-built
provision for mitigating research related harm.

2.6.1 The researcher is responsible for reporting all SAEs to the EC within 24 hours of
knowledge. Reporting of SAE may be done through email or fax communication
(including on non-working days). A report on how the SAE was related to the
research must also be submitted within 14 days.

2.6.2 The EC is responsible for reviewing the relatedness of the SAE to the research, as
reported by the researcher, and determining the quantum and type of assistance to be
provided to the participants.

e For clinical trials under the purview of Pharmacovigilance , the timeline and
procedures as notified from time to time may be followed.

e All research participants who suffer harm, whether related or not, should be
offered appropriate medical care, psycho-social support, referrals, clinical
facilities, etc.

¢ Medical management should be free if the harm is related to the research.

¢ Compensation should be given to any participant when the injury is related to
the research. This is applicable to participants in any of the arms of research, such
as intervention, control and standard of care.

e While deliberatirig on the quantum of compensation to be awarded to participants
who have suffered research-related injury, the EC should consider aspects
including the type of research (interventional, observational, etc.), extent of injury
(temporary/permanent, short/long term), loss of wages, etc.

¢ For other sponsored research, it is the responsibility of the sponsor (whether a
pharmaceutical company, government or non-governmental organization (NGO),
national or international/bilateral/muitilateral donor agency/institution) to include
insurance coverage or provision for possible compensation for research related

injury or harm within the budget.
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2.6.3

2.6.4

GENERAL ETHICAL ISSUES

All AEs should be recorded and reported to the EC according to a pre-planned

timetable, depending on the level of risk and as recommended by the EC.,

In investigator initiated research/student research, the investigator/institution where

the research is conducted becomes the sponsor.

¢ It is the responsibility of the host institution to provide compensation and/or
cover for insurance for research related injury or harm to be paid as decided by the
EC.

* The institution should create in-built mechanism to be able to provide for
compensation, such as a corpus fund in the institution.

* In the applications for research grants to funding agencies — national or
international, government or non-government agencies — the researcher
should keep a budgetary provision for insurance coverage and/or
compensation depending upon the type of research, anticipated risks and

proposed number of participants.

2.7 Ancillary care

2.7.1

Participants may be offered free medical care for non-research-related
conditions or incidental findings if these occur during the course of
participation in the research, provided such compensation does not amount to

undue inducement as determined by the EC.

2.8 Conflict of interest

2.8.1

Conflict of interest (COI) is a set of conditions where professional judgement
concerning a primary interest such as participants welfare or the validity of
research tends to be unduly influenced by a secondary interest, financial or
non-financial (personal, academic or political). COI can be at the level of
researchers, EC members, institutions or sponsors. If COIl is inherent in the
research, it is important to declare this at the outset and establish appropriate
mechanisms to manage it.

Research institutions must develop and implement policies and procedures to
identify, mitigate conflicts of interest and educate their staff about such

conflicts.

2.8.2 Researchers must ensure that the documents submitted to the EC include a

disclosure of interests that may affect the research.




2.8.3 ECs must evaluate each study in light of any disclosed interests and ensure
that appropriate means of mitigation are taken.

284 COIl within the EC should be declared and managed in accordance with
standard operating procedures (SOPs) of that EC.

2.9 Selection of vulnerable and special groups as research participants
Vulnerable groups and individuals may have an increased likelihood of incurring
additional harm as they may be relatively (or absolutely) incapable of protecting
their own interests.

2.0.1 Characteristics that make individuals vulnerable are legal status — children;
clinical conditions — cognitive impairment, unconsciousness; or situational
conditions —including but not limited to being economically or socially disadvantaged,
(for example, certain ethnic or religious groups, individuals/communities which have
hierarchical relationships, institutionalized persons, humanitarian emergencies,
language barriers and cultural differences).

2.9.2 In general, such participants should be included in research only when the research is
directly answering the health needs or requirements of the group. On the other hand,
vulnerable populations also have an equal ri ght'to be included in research so that benefits
accruing from the research apply to them as well. This needs careful consideration by
researchers as well as the EC.

2.93 The EC should determine vulnerability and ensure that additional safeguards and
monitoring mechanisms are established. 1t should also advise the researcher in this
regard. See section 6 for further details.

2.10 Community engagement
Community can be defined as a social group of people of any size sharing the same
geographical location, beliefs, culture, age, gender, profession, lifestyle, disease, etc.
The community should be meaningfuuy engaged before, during and after the research
to mitigate culturally sensitive issues and ensure greater responsiveness to their health
needs and requirements.

2.10.1 The community can be engaged in many ways and can provide valuable opinions. The
degree of community engagement should depend on the type of research that is being

conducted.
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2.10.2 Community advisory board/group (CAB/CAG) can act as an interface between the
community (from which participants are to be drawn), the researchers and the concerned
EC. Members of the CAB should be such that they do not coerce the members of the
community to participate in the research and also protect the rights and serve the
requirements of the group.

2.10.3 Members of the community can also be represented in the EC either as members or
special invitees.

2.10.4 Community engagement does not replace individual informed consent. It ensures that
the community’s health needs and expectations are addressed, informed consent is
appropriate, and access to research benefits are provided through research that is
designed and implemented in the best interests of science and the community.

2.10.5 After the study is completed, the researcher may communicate with the community
representative, local institution or the government department from where the data

was collected to help in dissemination of the results to the entire community,

2.11 Post research access and benefit sharing
The benefits accruing from research should be made accessible to individuals,
communities and populations whenever relevant. Sometimes more than the benefit to the
individual participant, the community may be given benefit in an indirect way by
improving their living conditions, establishing counselling centres, clinics or schools,
and providing education on good health practices.

2.11.1 Efforts should be made to communicate the findings of the research study to the
individuals/communities wherever relevant.

2,11.2 The research team should make plans wherever applicable for post-research access
and sharing of academic or intervention benefits with the participants, including those
in the control group.

2.11.3 Post-research access arrangements or other care must be described in the study
protocol so that the EC may consider such arrangements during its review.

2.11.4 If an investigational drug is to be given to a participant post-trial, appropriate

regulatory approvals should be in place.
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2.11.5 The EC should consider the need for an a priori agreement between the researchers

and sponsors regarding all the points mentioned above (from 2.11.1 to 2.11.3).
2.11.6 In studies with restricted scope, such as student projects, post study benefit to the
participants may not be feasible, but conscious efforts should be made by the

institution to take steps to continue to support and give better care to the participants.
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SECTION-3
RESPONSIBLE CONDUCT OF RESEARCH

3.0 The value and benefits of research are dependent on the integrity of the researchers.
Scientists have a significant social responsibility to prevent research misconduct and
misuse of research. Responsible researchers abide by the standards prescribed by their
professions, disciplines and institutions and also by relevant laws. All members of a
research team are expected to maintain high standards and to uphold the fundamental
values of research. The responsible conduct of research (RCR) involves the following
major components: values; policies: planning and conducting research; reviewing and
reporting research; and responsible authorship and publication.

Institutions conducting research must establish a research office within their institution to
facilitate research, manage grants, and oversee all aspects of RCR. The research office
must work closely with the EC and with all stakeholders, including undergraduate and
postgraduate students. SOPs should be in place to address all the major components of
RCR as outlined in the following sections.

3.1 Values of research
RCR is guided by shared values including honesty, accuracy, efficiency, fairness,

objectivity, reliability, accountability, transparency, personal integrity, and knowledge of
current best practices, and these should be reflected in the policies related to RCR.

3.1.1 The scientist as a responsible member of society
Scientific research is vital to improving our understanding of various health related
problems and their solutions. All research components depend on cooperation and
shared expectations as part of inter-professional ethics. Unethical behavior in scientific
research can destroy the public’s trust in science and have a negative impact on the
research team. Without trust between scientists and the public, or within research teams,
meaningful research is compromised. Researchers should be aware that the resources of
biomedical research are precious and to be used Jjudiciously. Wherever possible they
should also seck opportunities to plan translation of research findings into public health
outcomes.

3.1.2 Contemporary ethical issues in biomedical and health research
Emerging new areas of research give rise to new ethical issues. Among the
contemporary issues recently under debate are the use of underprivileged and
vulnerable groups as participants, post-trial access of research benefits to participants and
their communities, research on emerging technologies, etc. Continuing education is

necessary to keep researchers apprised of contemporary issues.
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3.1.3 Sensitivity to societal and cultural impact of biomedical and health research
To understand the social and cultural impact of research, one must analyze how the
health sector and general public engage with the results of biomedical and health
research. It is essential that researchers bear this in mind while planning, conducting
and evaluating research as it will improve public accountability and enhance public,
private and political advocacy.

3.1.4 Mentoring
Mentoring is one of the primary means for one generation of scientists to pass on their
knowledge, values and principles to succeeding generations. Mentors, through their
experience, can guide researchers in ways above and beyond what can be gathered from
reading textbooks. The relationship between mentors and trainees should enable trainees
to become responsible researchers. Mentors should ensure their trainees conduct
research honestly, do not interfere with the work of other researchers and use resources
judiciously. A mentor should be knowledgeable, teach and lead by example and
understand that trainees differ in their abilities. She/he should devote sufficient time and
be available to discuss, debate and guide trainees ably. A mentor should encourage
decision making by the trainees and the trainee should take an active role in
communicating her/his needs.

3.2 Policies
3.2.1 The protection of human participants
Institutions must establish policies and mechanisms for the protection of human research

participants. Such policies should assign responsibilities to the institution, the EC and
the researchers. Additionally, there should be mechanisms and policies for monitoring
research including data capture, management, conflicts of interest, reporting of scientific
misconduct, and appropriate initial and continuing training of researchers and EC
members. Policies can be made available on the websites of the institutes or organizations.
Researchers should also follow their respective professional codes of conduct.

3.2.2 Animal experimentation
Those involved in experimentation on animals must follow all the existing regulations

and guidelines including the Prevention of Cruelty to Animals Act, 1960, amended in
1982, the Breeding and Experimentation Rules, 1998, amended in 2001 and 2006, the
Guidelines for Care and Use of Animals in Scientific Research (Indian National Science
Academy, 1982, amended in 2000), ICMR Guidelines on Humane Care and Use of
Laboratory Animals, 2006, Committee for the Purpose of Control and Supervision of
Experiments on Animals (CPSCSEA) Guidelines for Laboratory Animal Facilities, 2003'8
and Guidelines for Rehabilitation of Animals used in Research, 2010.
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RESPONSIBLE CONDUCT OF RESEARCH

3.3 Planning and conducting research — Specific Issues
3.3.1 Conflict of interest issues
COI refers to a set of conditions whereby professional judgement concerning a primary

interest, such as participant’s welfare or the validity of research either is, or perceived to
be unduly influenced by a secondary interest. The secondary interest may be financial
or non-financial, personal, academic or political. This is not inherently wrong, but COl
can influence the choice of research questions and methods, recruitment and retention of
participants, interpretation and publication of data and the ethical review of research. It is,
therefore, necessary to develop and implement policies and procedures to identify,
mitigate and manage such COI which can be at the level of researcher, ethics committee
or at the level of institution. Research institutions, researchers and research ECs must
follow the steps given in Box 3.1.

r'l'he broad responsibilities of those involved in research, with respect to COI, are given below.
1. Rescarch institutions must:
= developpoliciesand SOPstoaddress COLissuesthatare dynamic,transparentandactively
comraunicated,;
= implement policies and procedures to address COl and conflicts of commitment, and
educate their staff about such policies;
« monitor the research or check research results for accuracy and objectivity; and
= not interfere in the functioning and decision making of the EC.
2. Researchers must:
« ensure that documents submitted to the EC include disclosure of COI (financial or non-
financial) that may affect their research;
» guard against conflicts of commitment that may arise from situations that place competing
demands on researchers’ time and loyalties; and
= prevent intellectual and personal conflicts by ensuring they do not serve as reviewers for
grants and publications submitted by close colleagues, relatives and/or students.

\ y
=
3, ECs must:

= evaluate each study in light of any disclosed COI and ensure appropriate action is taken
to mitigate this; and

= require their members to disclose theirown COT and take appropriate measures to recuse
themselves from reviewing or decision making on protocols related to their COL and

e make appropriate suggestions for management, if COI is detected at the institutional or

\. researchers fevel J
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3.3.2 Data acquisition, management, sharing and ownership
e There is no single best way to collect data. Different collection techniques are

needed for different types of research. Researchers should be sensitive to
participants and use best practices for data collection.

s Data collection involves physical process of recording data in hard copy, soft or
electronic copy, or other permanent forms. The physical formats for recording data
vary considerably, from measurements or observations to photographs or interview
recordings. To be valuable, research data must be properly recorded.

» Institutes receiving research funds have responsibilities for budgets, regulatory
compliance and management of collected data with funded research. This means
that researchers should obtain appropriate permissions/approvals to take their data
and funding with them if they move to another institution.

s Ownership issues and responsibilities need to be carefully worked out well before
data are collected and researchers should ensure clarity about data ownership,
publication rights and obligations following data collection. MoUs vetted by the
institution and/or EC should be in place.

e For biological samples, donors (participants) maintain the ownership of the
sample. She/he could withdraw both the biological material and the related data
unless the latter is required for outcome measurement and is so mentioned in the
initial informed consent document.

e Institutes hosting/implementing the research are the custodians of the
data/samples.

e Research must be conducted using appropriate and reliable methods to provide
reliable data. The use of inappropriate methods in research compromises the
integrity of research data and should be avoided.

e Quality research requires attention to detail at every step. Proper protocols need to
be established and the results accurately recorded, interpreted and published.
Implementation of poorly designed research wastes resources and should be avoided.

In some cases, authorization is needed prior to data collection. Researchers are responsible for
knowing when permission is needed to collect or use specific data in their research.
See Box 3.2 for further details.
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RESPONSIBLE CONDUCT OF RESEARCH

Data for the following types of research cannot be collected without getting prior autharization:
human participants and animals in research,;

information posted on some websites;

hazardous materials and biological agents;

biological sample storage and future testing;

information from some libraries, databases and archives;

A s

published photographs and other published information; and
L Sther copyrighted or patented processes or materials. 4

]

e Data protection and storage is important and once collected, data must be properly
protected, as it may be needed at a later stage to confirm research findings, establish
priority, or be re-analysed by other researchers. Responsible data handling begins with
proper storage and protection from accidental damage, loss or theft. Care should be
taken to reduce the risk of fire, flood and other catastrophic events. Computer files
should be backed-up and the back-up data saved in a secure place at a site that is
different from the original data storage site.

e Data sharing is important as research data is valuable and needs to be shared,
but deciding when and with whom to share may raise difficult questions. Once a
researcher has published the results of an experiment, it is generally expected that all
the information about that experiment, including the final data, should be freely
available for other researchers to check and use. Data should be shared or placed in a
public domain in a de-identified/anonymized form, unless required otherwise, for
which applicable permissions/re-consent should be sought unless obtained beforehand.

3.4 Reviewing and reporting research
The public’s trust in published research is an essential component of ethical and

responsible research.

3.4.1 The basic premise of all reviewers and editors evaluating research is that the work has
been performed honestly, its reporting is transparent and truthful and the researchers’
integrity is beyond doubt.

3.4.2 Transparency pertains to both the research site and the researcher(s). This would require
disclosure of the location of the research as well as the collaborating sites/institutions
and the authors of that research.

3.4.3 Research that is completed, irrespective of results, must be published, since it would be
unethical to expose another set of participant/patients/volunteers to the same risks to

obtain the same results.




RESPONSIBLE CONDUCT OF RESEARCH
3.4.4 Researchers should provide results of study in the public database of the Clinical Trial
Registry-India (CTRI).

3.5 Responsible authorship and publication
3.5.1 Authorship — The researchers should follow the guidance of International Committee of

Medical Journal Editors (ICMJE) on authorship® which is largely accepted as a standard
and is endorsed by the World Association of Medical Editors (WAME). See Box 3.3 for
further details. ‘

f According to the ICMJE, authorship entails the following criteria: 1

I. substantial contributions to the conception or design of the work, or the acquisition, analysis, or
interpretation of data for the work;

2. drafting the work or revising it for important intellectual content:

3. final approval of the version to be published,

4. apreementto be uccountable for all aspects of the work and ensuring that questions retated to the
accuracy or integrity of any part of the work are appropriately investigated and resolved.

J

Institutions and departments should have authorship policies. Editors of journals do
not adjudicate on authorship disputes and would almost always refer these to the

institution/researchers themselves to resolve.

o Authorship should never be gifted and ‘ghost’ authors are not acceptable. The
Authorship of research should be considered at the time of its initiation.

» The primary author should be the person who has done most of the research work
related to the manuscript being submitted for publication. Research performed as part
of a mandatory requirement of a course/fellowship/training programme including
student research should have the candidate as the primary author. All efforts must be
made to provide the candidate with an opportunity to fulfil the second, third and
fourth criteria of the ICMIJE guidelines.

3.5.2 Peer review
Scientific disclosure and progress has been dependent largely on peers evaluating

research and judging the quality and utility of conducting and publishing research.

e The present peer review system depends on fairness, honesty and transparency of all
stakeholders — editors, reviewers and researchers. It can involve one or more
reviewers and should be completed within a reasonable period of time.

» Researchers must avoid mentioning friends, well-wishers and mentors as reviewers
and must decline to review research of close associates, friends and students.

« Funding agencies and journals must ask reviewers and researchers to inform them of
COlj, if any.

¢ Reviewers must maintain the confidentiality of manuscripts sent to them for review.
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RESPONSIBLE CONDUCT OF RESEARCH
e If reviewers feel they are not competent to review papers, then they should inform
editors immediately and should not pass on the manuscripts to friends and colleagues
without seeking the consent of the editors.
e Reviewers who are researchers must not misguide editors in an attempt to self
evaluate their research (using another email ID and profile).

3.6 Research misconduct and policies for handling misconduct
Research misconduct involves fabrication, falsification and plagiarism of data, which

are serious issues both nationally and internationally. See Box 3.4 for further details.

3.6.1 Institutions should develop policies to address scientific/research misconduct.
3.6.2 Research misconduct, if suspected, needs to be investigated. An institution must

investigate all allegations of misconduct as present or future participants’ lives may be
endangered if facts are not presented accurately. Such investigations must be done in a
timely, fair and transparent manner and the resuits should be made available in the
public domain,

3.6.3 It is important to establish institutional mechanisms for protection of both the whistle-
blower and the person accused of research misconduct. This information must be kept
confidential until the enquiry is complete.
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1 Research misconduct includes the following:

- Fabrication is the intentional act of making-up data or results and recording or reporting
them,

« TFalsification is manipulating research materials, equipment or processes, or changing or
omitting/suppressing data or results without scientific or statistical justification, such that the
research is not accurately represented in the research record.

= Plagiarism is the “wrongful appropriation” and “stealing and publication™ of another paper
or another author’s “language, thoughts, ideas, or expressions” and the representation of
them as one’s own original work or duplicating one’s own publication {self plagiarism).

A

3.6.4 Simultaneous submission of the same grant application to different funding agencies or
submitting papers/overlapping publications to journals is not acceptable, as this could
lead to unnecessary duplication in review process or in meta analysis. .

3.7 Registration with Clinical Trials Registry—India
The Clinical Trials Registry—India, linked to WHO registry, was launched on 20 July 2007
by ICMR, as a free and online public record system for registration of clinical trials, PG
thesis and other biomedical research being conducted in the country. Trial registration in
the CTRI was made mandatory by CDSCO on |5 June 2009 for clinical trials that are
registered under the Drugs and Cosmetics Act and its Rules. Registration with CTRI is
voluntary for other biomedical and health research. In addition, editors of major
biomedical journals of India declared that only trials on any of the public databases
would be considered for publication in journals. According to 64th WMA General
Assembly, held at Fortaleza, Brazil, in October 2013, the Declaration of Helsinki clearly
states that “Every research study involving human subjects must be registered in a
publicly accessible database before recruitment of the first subject.” Under the aegis of
WHO, a joint statement on public disclosure of results from all international trials was
signed by ICMR and others in May 2017. '

3.7.1 All clinical research involving human participants including any intervention such as
drugs, surgical procedures, devices, biomedical, educational or behavioural research,
public health intervention studies, observational studies, implementation research and
preclinical studies of experimental therapeutics and preventives or AYUSH studies may

be registered prospectively with the CTRI.
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3.7.2

3.7.3

3.8

3.8.1

RESPONSIBLE CONDUCT OF RESEARCH
Trial registration involves providing information regarding the study, investigators,
sites, sponsor, ethics committees, regulatory clearances, disease/condition, types of
study, methodologies, outcomes, etc.
Registration of research in CTRI ensures that more complete, authenticated, readily
available data on research is available publicly. This improves transparency,
accountability and accessibility.

Collaborative research
Researchers are increasingly collaborating with colleagues who have the expertise and/or

for resources needed to carry out particular research. This could be inter-departmental/
inter-institutional or international and also multicentre involving public and/or private
research centres and agencies. The main ethical issues surrounding collaborations
pertain to sharing techniques, ownership of materials and data, TPRs, joint publications,
managing research findings, managing COI and commercializing research outcomes.
Researchers should familiarize themselves with all aspects including local, national and
international requirements for research collaboration including necessary approvals,
memorandums of understanding (MoUs) and material transfer agreements (MTA) and
EC approval of collaborating institutes.

Ethical considerations in collaborative research
Collaborative studies should take into account the values/benefits expected from the

research as compared to the risks involving the persons/population being studied.
The participating centres should function as partners with the collaborator(s) and
sponsor(s) in terms of ownership of samples and data, analysis, dissemination,
publication and IPR as appropriate. There must be free flow of knowledge and
capacity at bilateral/multilateral levels.
Careful consideration should be given to protecting the dignity, rights, safety and
well-being of the participants in cases where the social contexts of the proposed
research can create foreseeable conditions for their exploitation or increase their
vulnerability to harm,
The nature, magnitude and probability of all foreseeable harm resulting from
participation in a collaborative research programme should be specified in the
research protocol and well explained to the participants.
The benefits and burdens should be equally distributed amongst participants recruited
by all collaborating institutions.
All participants in collaborative research should have access to the best nationally

available standard of care.
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e If there is exchange of biological material involved between collaborating sites,
the EC may require appropriate MoU and/or MTA to safeguard the interests of
participants and ensure compliance while addressing issues related to confidentiality,
sharing of data, joint publications, benefit sharing, etc.

3.8.2 Responsibilities of ethics committees, researchers and institutions
The review, conduct and monitoring of collaborative research should be overseen and
stakeholders must be aware of the requirements of various regulatory and funding
agencies.

¢ An EC should review the protocols in the local social and cultural context and ensure
respect for sensitivities and values of participants and communities at collaborative
sites.

e A mechanism for communication between the ECs of different participating
centres should be established. In case of any conflict, the decision of the local EC
based on relevant facts/guidelines/law of the land shall prevail.

e An EC should examine whether the researcher has the required expertise and training
in the area of collaboration.

e An EC should protect the interests and rights of the collaborating researcher(s) and
ensure that they are not treated as mere collectors of samples or data.

e Participating researchers from collaborating sites should be adequately represented
when designing the research proposal.

 Institutions are responsible for fair contract negotiation in collaborative research
partnerships (including benefit sharing and avoiding unauthorized use of their
expertise, biological samples and data) to safeguard the interests of participants,
researchers and institutions.

e Institutions should provide opportunities for collaboration to build capacity and
engage in research which is mutually beneficial.

3.8.3 International collaboration
The scope of international collaboration in biomedical and health research has gained
such momentum in recent years that it could have potentially exploitative commercial
and human dimensions. While on one hand collaboration in medical research could be
seen as a humane interest in the health of civil society, on the other hand it could create

the impression of exploitation by one country expetimenting on the population of another
23'| Page
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RESPONSIBLE CONDUCT OF RESEARCH
poorer one. Due to different levels of development in terms of infrastructure, expertise,
social and cultural perceptions, laws relating to IPR, ethical review procedures, etc., an
ethical framework based on equality and equity is required to guide such collaborations.
The same is applicable to research undertaken with assistance and/or collaboration from
international organizations (public or private). The collaboration may involve either
implementation of multiple components of the research or even a single component like
laboratory testing. To undertake a collaborative research in India, our country’s ethical
guidelines and relevant regulatory requirements should be followed and understood
before the sponsor agency/country initiates collaboration.

¢ Indian participating centres should function as partners with the collaborator(s) and
sponsor(s) in terms of ownership of samples and data, analysis, dissemination,
publication and IPR related to research in India, as may be considered appropriate.

» There should be good communication between international participating centres
and in case of any conflict, the decision of the EC of the Indian participating centre(s),
based on relevant facts/guidelines/law of the land, shall prevail.

* The institution should protect against imposition of moral or ethical standards of

the sponsoring country (ethical imperialism) which may not be in agreement with
India’s ethical and regulatory requirements.
e The institution/EC should not accepf international proposals which cannot be
conducted in the country of origin.
* Researchers and EC members should be trained to understand and recognize ethical
perspectives that reflect India’s best interests.
The types of international collaborations are mentioned in Box 3.5

International collaboration can include all or any of the following elements:

= funding by international agencies, such as UN Agencies, NIH, WHO, Wellcome Trust,
World Bank and others;

« academic collaborations with foreign institutions, universities. organizations,
foundations with or without extemal funding; and

= formal government inter-country bilateral/muitilateral collaborative arrangements
between Indian research bodies/institutions and similar bodies/institutions of other countries.
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All biomedical and health research proposals involving foreign assistance and/or
collaboration should be submitted to the Health Ministry’s Screening Committee
(HMSC) for consideration and approval before initiation.19 The secretariat for HMSC
is located at the ICMR Headquarters, New Delhi. As per the requirements of HMSC,
all research involving international collaboration — either technical, financial,
laboratory or data management must be submitted to HMSC.

The exchange of material envisaged as part of a collaborative research proposal must
be routed through appropriate authorities. While ethical review and approvals are
subject to the national regulatory framework, international collaborations are subject
to appropriate considerations of universal ethical principles. The finer specifics
recommended in the Indian context may vary from other countries and agencies with
respect to socio-cultural norms and needs of the country.

Export of all biological materials will be covered under the existing Government of
India (GOI) guidelines for transfer of human biological materials. Research proposals
requiring biological material transfer may be considered by the EC on a case-to-case
basis. Collaborators should obtain applicable regulatory clearances as mandated by
laws such as the Environmental Protection Act, 198620, the Biological Diversity Act,
200221, of Ministry of Environment and Forests, Drugs and Cosmetics Act, 1940, and
Rules, 1945, and the relevant amendments. Such exchange of material from and to
WHO Collaborating Centres/reference centres for specific purposes, and for
individual cases of diagnosis or therapeutic purposes, may not require permission.
Indian participating centre(s) must have appropriate regulatory approval and
registration to receive foreign funds for research.

Any research involving exchange of biological material/specimens with collaborating
institution(s) outside India must sign an MTA justifying the purpose and quantity of
the sample being collected and addressing issues related to confidentiality, sharing of
data, joint publication policy, IPR and benefit sharing, post analysis handling of the
leftover biological materials, safety norms, etc.

The guidelines, regulations and cultural sensitivities of all countries participating in
collaborative research proposals should be respected by researchers in India and the
sponsor country. An appropriate MoU should be in place to safeguard mutual interests
and ensure compliance.
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SECTION-4
ETHICAL REVIEW PROCEDURES

4.0 It is necessary for all research proposals on biomedical, social and behavioural science

research for health involving human participants, their biological material and data to be

reviewed and approved by an appropriately constituted EC to safeguard the dignity, rights,

safety and well-being of all research participants. ECs are entrusted with the initial

review of research proposals prior to their initiation, and also have a continuing

responsibility to regularly monitor the approved research to ensure ethical compliance

during the conduct of research, The EC should be competent and independent in its

functioning,.

4.0.1

4.0.2

4.0.3

4.0.4

The institution is responsible for establishing an EC to ensure an appropriate and
sustainable system for quality ethical review and monitoring.

The institution is responsible for providing logistical support, such as infrastructure,
staff, space, funds, adequate support and protected time for the Member Secretary to
run the EC functions,

The EC is responsible for scientific and ethical review of research proposals. Although
ECs may obtain documentation from a prior scientific review, they must determine that
the research methods are scientifically sound, and should examine the ethical
implications of the chosen research design or strategy.

All types of biomedical and health research (whether clinical, basic science, policy,
implementation, epidemiological, behavioural, public health research, etc) must be

reviewed by an EC before it is conducted.

4.1 Terms of reference (TOR) for ECs

4.1.1

4.1.2

4.1.3
4.1.4

The TOR for the EC and its members should be clearly specified by the institution in
the EC SOPs (Annex 1 for the List of SOPs).

Every EC should have written SOPs according to which the committee should function. -
The EC can refer to ICMR guidelines in preparing the SOPs for all biomedical and
health research and to CDSCO guidelines for drug and device trials under the purview
of the licensing authority. The SOPs should be updated periodically to reflect changing
requirements. A copy of the latest version of SOPs should be made available to each
member and they should be trained on the SOPs. The SOPs must be available in the
secretariat of the EC as both hard and soft copies.

The scope, tenure and renewal policy of the EC should be stated.

Members of the EC should not have any known record of misconduct.




4.1.5 The EC should be registered with the relevant reglatory authorlnes forexample ECs
approving clinical trials under the ambit of Drugs and Cosmetics Act should be registered
with CDSCO.

4.2 Special situations

4.2.1 Institutions can have one or more than one EC. They can have multiple ECs to review
large numbers of research proposals. Each EC can function as a stand-alone committee
which should follow all the SOPs and TORs of that institution.

422 An institution that does not have its own EC (user institution) may utilize the services
of the EC of another institution (host institution) preferably in the adjoining/nearby

area. Relevant requirements must be fulfilled before they do so. See Box 4.1 for
further details.

[ e follawing sequireracnts must be t"ulfil-led by institutions that use the services of an EC from )

- Thetwo mstttuhﬁiﬁ (host and user) sbould enter into an Mol for ut:hzmg the services  of .
the BC of the Lost institation or thé wser institution should provide a *‘No Objéction
Certificate’ and agree to be overseen by the EC of the host institution. :

= The EC of the host institution should have. access to all research records including the .
source documents and research pa.m::lpants for continuing review of the mtplemented pm_]ect, .
including. smc visits. :

« TheECofihehiost institution cnn undertake sitemonitoringand wilthaveall therightsand

" responsibilities related to-cthiical review of the projects submitted by the user institutions. -
W . . - "
42.3 For multicentric biomedical and health research, all participating sites may decide to

utilize the services of one common EC from a participating site identified as designated
main EC for the purpose of primary review. This EC should be located in India and
registered with the relevant authority. However, the local site requirements, such as
informed consent process, research implementation and its monitoring, etc. may be
performed by the local EC. This would require good communication and coordination
between the researchers and EC secretariats of participating sites. For clinical trials under
the Drugs and Cosmetics Act, the requirements as stated by CDSCO must be followed.
See section 4.10 for further details.

4.2.4 Stem cell proposals should be reviewed and approved by the institutional committee
for stem cell research (IC-SCR) before being submitted to the EC for consideration, in

accordance with the National Guidelines for Stem Cell Research (2017).
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4.2.5

4.2.6

427

Independent ECs (Ind EC) that function outside institutions can be used by researchers
who have no institutional attachments. For these committees, the following essential

conditions should be met:

The Ind EC must be established as a registered legal entity, governed by individuals
who are not members of the proposed EC and who will oversee and monitor the
functioning of the Ind EC.

It should function according to SOPs that follow the national guidelines for
functioning of ECs.

It should not accept research proposals from investigators affiliated to institutions that
have their own ECs unless there is an MolJ.

It will have rights and responsibilities related to the projects submitted to it.

It should have access to all research records, including the source documents and
research participants.

It should undertake continuing review of the implemented project including ;site visits.
It should familiarize itself with local socio-cultural norms that may help to ensure
protection of rights and well-being of research participants.

Institutions could have subcommittees such as the SAE subcommittee or expedited review
committee. These should be part of the main committee and comprise Chairperson/
Member Secretary and one to two appropriate designated members of the main EC as
defined in the SOPs. These subcommittees can report to the concerned main EC.
Institutions could have separate committee for SAE in which one or two members of EC
could be included to facilitate continuity of EC activity and its report should be reviewed
by main EC.

4.3 Composition of an EC

4.3.1
4.3.2
4.3.3
4.3.4

4.3.5

ECs should be multi-disciplinary and mnulti-sectoral.

There should be adequate representation of age and gender.

Preferably 50% of the members should be non-affiliated or from outside the institution.
The number of members in an EC should preferably be between seven and 15 and a

minimum of five members should be present to meet the quorum requirements.
The EC should have a balance between medical and non-medical members/technical
and non-technical members, depending upon the needs of the institution.




The composition, affiliations, qualifications, member specific roles and responsibilities are given in Table 4.1.
Table 4.1 Composition, affiliations, qualifications, member specific roles and responsibilities of an EC

ba&gwmd with prior experience of
having served/ serving in an EC

EC meetmgs anﬁbe mmmm&e

ure. active participation. of all members (pmiwm&y mma-aﬂ‘ Imed,

.. pinenaedicall non- technical) in all discussions wid: dcti[m:aﬁans

persont from any . - o Ratify minutes of the previousmestings -~ -

» In case of anticipated absence of both Chairperson and Vice Chairperson at a
planned meeting, the Chairperson should nominate a commitiee fnember as
Acting Chairperson or the members presest sy elect an  Acting
Chmrpersonnnﬁcdayoftlmnwehng?he)wmgm i _"_shmﬂdbea

on-affliated porson end will havo all the powers: of the’ ? i . for
that meeting. '
» Seek CO! declaration from members and ensure quennn and fa:lr
* decision making.

. . Handie complaints against researchers, EC memhws, conflict of merest
' issues and requests for use of BC data, eic.

2. Member Secretary/ ;&l_terum * Organize an effective and efficient procedure for receiving, prcpamg,
- Member Seerctary (optional) circulating and maintaining each proposal for review

Affiliated

Quahﬂcan -

e Schedule EC meetings, prepare the agenda and minutes:
» Organize EC documentation, eommunication: and m:hwmg
_ ¢ Ensure training of BC secretariat and ECmembers . -
‘Should be a staff memberof = Ensure SOPs are updated as and when required
the institution *_ Ensure adherence of EC functioning to the SOPs
Should have knowledge and  »  Prepare for and respond to audits and inspections
expetience in clinical research o Ensure completeness of documentation at the time of receipt and timely
and ethics, be motivated and inclusion. in agenda for EC review,
have good commusiication .  ® Assess the need for expedited review/. exempuon ﬁ'ﬁm review of
skills full review.

« Should be able to devote = Assess the ticed to obtmin prior scientific review, :ifivite. mdepﬂndtmt
adequate time to this-activity consultant, patient or community répresentatives. _
which should be protectedby = Ensure quorumduringthe metmgandrecerd_ d_iﬁcwsmm

_ m mmn : - and decisions.

.. Basic Medical S‘:hﬂﬂsﬁs} - Sc:ennﬁc and ethical ‘review wrth special emphasts o the intervention,

Affilisted/ nmdaﬂ'ﬁmd : benefit-risk analysis, research design, methodology and statistics eonunwng
Qualifications - : review pirocess, SAE, protocel deviation. progress and ¢on -

« Non-medical or medical person fa?‘:;lﬁ?p;:mséo %l;nal:lmagsolomst to review the dms
with qualifications in basic
medical sciences
= In-case of EC reviewin
clinical trials with drugs, the
basic medical scientist should

preferably be a pharmacologist

ot
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. Qulifications -

Clinician(s) : Scientific review of protocols mciudmg review of the intervention, benefit-risk
o analysis, research design, methodology, sample size, site of study and statistics

Mﬁiiateﬂ]:nm-afﬁliated- Ongomg review of the: protocol (SAE, protocol dev:atlon :

or woishon, progress and comipletion report)

- Review . medical care, facility and . appropriateness - of the prmclpal

- Shculd be individuat/s with - mves’hgntor, provision for medical car,. management and oompensanon. -
o ) Wm medkcal qualiﬁmtlon. Thorough review of protocal, investigators brochure (if

_ 6, i

. expertise and fraining - applicable) and all other protocol details and submitted documents.
Lepal expert/s : Ethical review of the proposal, ICD along with u-anslanons,-MnU, Clinical
- - Trial Agreement (CTA), regulatory approval, insurance document, other sile
Affiliated/ non-affiliated approvals, researcher’s undertaking, protocol specific other permissions, such

as, stem cell committee for stem cell research, HMSC for international
collaboration, compliance with guidelines etc.

Interpret and inform EC members about new regulations
if any

Qualifications -

Should have a basic degree in Law
from a recognized university, with
experience

Desirable: Training in medical
law,

.s«m:sew philosopher/ . Ethical review of the proposal, ICD along

ethicuﬂtheologmn * witiy the translations. " ‘ .
Affilisted/ non-effiliated Asaess impact on community juvalvement, socwimrai context, religious

orphilosophical context, if any

Qualifications - E Serve as-a patient/participant/ societal / community representative and

Should be. an individual with - bring in ethical and societal concerns.
social/ behaviotral science/
phﬂqsgphyl religious qualification

- and training and/or expertise and be

- sensitive tolocal culturat and moral

vilues. Can be from amn NGO
mvolvcﬁ in health-related activities

Lay person(s) Ethical review of the proposal, ICD along
_ with translation(s).
Non-affiliated Qualifications - Evaluate benefits and risks from the participant’s perspective and oping

Literate person from the public whether benefits justify the risks.

ga?:lnc:‘:upnlfzsue damedical Set."\.!e as a Patient!panicipa.nv community representative and bring in ethical
science/ health- ) and societal concerns.

related cerecr in the last 5 years Assess on societal aspects ifany.
May bea mpresenta.twe of the

commumty

from which the, pamcipants are to

be drawn

Is aware of the local language,

culturil and

moral values of the community
Desirable: involved in social and
community welfare activities

Vuce(hr s
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. Preferably the lay. person should'be part of the quorum.
. The quorum for rcvlcmngrcgulatory clinical trials should be in aceordance with current CDSCO
reqiliremsents,
6. No decision is valid without fulfilment of the quorum.

2

3. Minimum one :nmfa_f_ﬁl_:_atgd. memper si_:mld;b; part ofthe quorum,
4
5

i

4.3.7

438

439

*Medical members are chmcrans wrth appropriate medical qualifications. Technical members are
parsons with gualifications related to a particular branch in which the study is conducted, for example social
sciences.

So as to maintain independence, the head of the institution should not be part of the EC but
should act as an appellate authority to appoint the committee or to handle disputes.

The Chairperson and Member Secretary could have dual roles in the ethics committee. They
could fulfil a role based on their qualifications (such as that of clinician, legal expert, basic
scientist, social scientist, lay person etc.) in addition to taking on the role of Chairperson or
Member Secretary.

The EC can also have a set of alternate members who can be invited as members with
decision-making powers to meet the quorum requirements. These members have the same
TORs as regular members and can attend meetings in the absence of regular members.

4.3.10 The EC can maintain a panel of subject experts who are consulted for their subject expertise,

4.3.11

for instance, a paediatrician for research in children, a cardiologist for research on heart
disorders, etc. They may be invited to attend the meeting to give an expert opinion on a
specific proposal but will not have decision making power/voting rights.

The EC may invite subject experts as independent consultants or include a representative from
a specific patient group as a member of the EC or special invitee, for opinion on a specific
proposal, for example HIV, genetic disorders, or cancer, with appropriate decision making
power.

4.3.12 As far as possible a separate scientific committee should priorly also review proposal before it

is referred to EC. EC can raise scientific queries besides ethical ones as both good science and
ethics are important to ensure quality of research and participant protection.

44  TERMS OF REFERENCE FOR EC MEMBERS
4.4.1 The head of the institution should appoint all EC members, including the Chairperson.
4.4.2 The appointment letter issued to ali members should specify the TORs. The letter issued by
the head of the institution should include, at the minimum, the following:
e Role and responsibility of the member in the committee
« Duration of appointment
¢ Conditions of appointment
4.43 Generally, the term of EC membership may be 2—3 years. The duration could be extended as
specified in the SOPs. A defined percentage of EC members could be changed on a regular
basis.
444 EC members may be given a reasonable honorarium for attendance at the meeting.
&/ 31|Page
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4.4.5 Members to be appointed on the EC should be w1llmg to fulf 1 the EC reqmrements as given
in Box 4.3

T

. ] . provxde arecent signed CV and training certificates on human research protection and good
.dlim‘c_:nl pfaéﬁce (GCP) -gnidelims, ifapplicable;

2. ecither be trained in human research protection and/or GCP at the time of induction into the
EC, or must undergo training and submit training certificates within 6 months of appointment
{or as per institutional policy);

3. be willing to undergo training or update their skills’knowledge during their tenure as an EC
member;

4, ‘be aware of relevant guidelines and regutations;

5.. read, understand, accept and follow the COI policy of the EC and declare-it, if applicable, at
the appropriate time;

6. sign a confidentiality and conflict of interest agreement/s,

7. bewilling to place her/his fult name, profession and affiliation to the EC in the public domain,
and '

8. be committed and understanding to the need for research and for imparting protection to
tesearch participants in research.

4.5  Criteria for selection of members of an EC
4.5.1 Members should be selected in their personal capacities based on their qualifications,

experience, interest, commitment and willingness to volunteer the required time and
effort for the EC. See Table 4.1 for further details.

4.5.2 Members are appointed to the EC for a particular role. They cannot substitute for the
role of any other member who is absent for a meeting. The role of Chairperson/
Member Secretary is an additional activity to their primary responsibility based on
their qualifications. Hence, if the Chairperson is a lawyer, she or he can serve as both
the lawyer and the Chairperson.

4.5.3 These criteria should be specified in SOPs.
4.6  Training
4.6.1 Members should be trained in human research protection, EC functions and SOPs, and

should be conversant with ethical guidelines, GCP guidelines (if applicable) and relevant
regulations of the country.

4.6.2 EC members should undergo initial and continuing training in human research
protection, applicable EC SOPs and related regulatory requirements. All trainings should
be documented.

4.6.3 Any change in the relevant guidelines or regulatory requirements should be brought to
the attention of all EC members.

4.6.4 EC members should be aware of local, social and cultural norms and emerging ethical
issues.
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4.7
4.7.1

4.7.2
4.7.3

474

4.7.5

4.7.6

4.7.7

4.7.8

419

4.7.10

4.7.11

4.7.12

Roles and responsibilities of the EC
The basic responsibility of an EC is to ensure protection of the dignity, rights, safety

and well-being of the research participants.

The EC must ensure ethical conduct of research by the investigator team.

The EC is responsible for declaration of conflicts of interest to the Chairperson, if any,
at each meeting and ensuring these are recorded in the minutes.

The EC should perform its function through competent initial and continuing review
of all scientific, ethical, medical and social aspects of research proposals received by
it in an objective, timely and independent manner by attending meetings, participation
in discussion and deliberations.

The EC must ensure that universal ethical values and international scientific standards
are followed in terms of local community values and customs.

The EC should assist in the development and education of the research community in
the given institute (including researchers, clinicians, students and others), responsive
to local healthcare requirements.

Responsibilities of members should be clearly defined (details in Table 4.1). The
SOPs should be given to EC members at the time of their appointment.

The Secretariat should support the Member Secretary and Alternate Member
Secretary (if applicable) in all their functions and should be trained in documentation
and filing procedures under confidentiality agreement.

The EC should ensure that privacy of the individual and confidentiality of data
including the documents of EC meetings is protected.

The EC reviews progress reports, final reports and AE/SAE and gives needful
suggestions regarding care of the participants and risk minimization procedures, if
applicable.

The EC should recommend appropriate compensation for research related injury,
wherever required.

The EC should carry out monitoring visits at study sites as and when needed.

4.7.13 The EC should participate in continuing education activities in research ethics and get

updated on relevant guidelines and regulations.

4.7.14 The EC may see that conduct of same/similar research by different investigators from

same institution is harmonized. ‘Me too’ research (replicative) should not to be
encouraged and submission of same research to different funding agencies should not
be accepted.
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4.8
4.8.1

Submission and review procedures

Researchers should submit research proposals as soft or hard copies to the Secretariat

for review in the prescribed format and required documents as per EC SOPs. The EC

should prepare a checklist for the required documents as given in Box 4.4 (a) and 4.4

(b). This list is subject to modifications, depending on the type of research, EC SOPs

and institutional policies.

Box 4.4 {a) Details of documents to be submitted for EC review

1. Cover letter to the Member Secretary within 5 years) of investigators (clinical 1rials)
2. Type of review requested ] 13. Any other research ethics/other training evidence,
3. Application form for initial review if anplicable as per EC SOP
4. The correct version of the informed 1 applicablc as per
consent document (ICD) in English and 14, List of ongoing research studies undertaken
the local language(s). Translation and back by the principal investigator (if applicable)
translation certificates (ifapplicablc) 5. Undertaking with signatures of investigators
‘ p - 16. Regulatory permissions (as applicable)
5. Case record form/questionna; o
6. Recruitn?em procchures: adv;‘:isemcnt, 17. Relevant administrative approvals (such as HMSC
notices (if applicable) approval for International trials)
7. Patient instruction card, diary, etc, (if 18. Institutional Committee for Stem Cell Research
applicable) (IC-SCR}approval (if applicable)
8. Investigator’s brochure (as applicable for 19. MoU  in  case of studies involving
drug/biologicals/device trials) collaboration with other institutions (if applicable)
9. Details of funding agency/sponsor and fund 20. Clinical trial agreement between the sponsors,
allocation (if applicable) investigator and the head of the institution(s) (if
10. Brief curriculum vitae of all the study applicable)
researchers
1. A statement on COL if any
12. GCP training certificate (preferably
21. Documentation of clinical trial registration | 23. Indemnity policy. clearly indicating the
(preferable) conditions of coverage, date of commencement
22, Insurance policy (it is preferable to have the and date of expiry of coverage of risk (if
policy and not only the insurance applicable)
certificate)for  study  participants |24, Any additional document(s), as required by EC
Y
indicating conditions of coverage, date of (such as other EC clearances for multicentric
commencement and date of expiry of studies)
coverage of risk (if applicable) 25. Protocol
. - et
R




Box 4.4 (b) Details of documents to be included in the

:5 2 R LY WR R LR
protocol

The protoco] should including the following:
1. the face page carrying the title of the

propesal  with  signatures of the
investigators;

2. brief summary/ lay summary;
3. background with rationale of why a human

study is needed to answer the research
question;

4, justification of
vulnerable populations;

5. clear research objectives and end points (if
applicable);

6. eligibility
recruitment procedures;

7. detailed description of the methodology of
the proposed research, including sample
size (with justification), type of study
design  (observational, experimental,
pilot, randomized, blinded, etc.), types of
data collection, intended
dosages of drugs, route of administration,

inclusion/exclusion of

criteria and participant

intervention,

justification for the same;

10.

1.
12,

13.

14.

15.

16.

17.

procedure for seeking and obtaining informed
consent with a sample of the patient/participant
information sheet and informed consent forms in
English and local languages. AV recording if
applicable; informed consent for stored samples;

plan for statistical analysis of the study;
plan 1o maintain the privacy

confidentiality ofthe study participants;
for research involving more than minimal risk,

and

an account of management of risk or injury;
proposed compensation, reimbursement ofincidental
expenses and management of research related
infury/illness during and after research period;
provision of ancillary care for unretated illness
during the duration of research;

ah account of storage and maintenance of all data
collected during the trial; and

plans for publication of results — positive or
negative — while maintaining confidentiality of
personal information/ identity.

duration of treatment and details of | 18. ethical considerations and safeguards for
invasive procedures, if any; protection of participants.
8. duration of the study;
9, justification for placebo, benefit—risk
assessment, plans to withdraw. If
standard therapies are to be withheld,
35|Pag%
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Table 4.2 Types of review

Exempfion | ~ i’wposafs w1th less than mnmmal nsk where thcre are no lmked 1dent1ﬁers, for o

mreview example; :
' s research- eenducted on data ava:lable in the publxc domain for systematic -

. reviews or meta-analysis;
= observation of public behaviour when information is recorded ‘without any
tinked identifiers and disclosure would not harm the interests of the observed
person;. - ' )
. quahly control and quality assurance audits in the institution;
= comparison of instructional techniques, curricula, or classroom management
-« methods; '
* consumer acceptance studies related to taste and food quality; and
« public health programmes by Govt. agencies such as programme evaluation where
the sole purpose of the exercise is refinement and improvement of the programme or
monitering (where there are no individual identifters).
2 Expedited + Praposals that pose no more than minimal risk may undergo expedited review, for -
review example;
» rescarch involving non-identifiable specimen and human tissue from
= sources like blood banks, tissue banks and left-over clinical samples;
= research involving clinical documentation materials that are non-identifiable
= (data, documens, records);
= modification or amendment to an approvcd protocot mcludlng administrative

- rev_lsed _prop_osa;ls previously -approved through expedlted_ review, full

= review or continuing review of approved proposals;

= minor deviations from originally approved research causing no risk or

= minimat risk;

= progress/annual reports where there is no additional risk, for exsmple activity
limited to data analysis. Expedited review of SAEs/unexpected AEs will be conducted
by SAE subcommittee; and

« for multicentre research where a designated main EC among the participating sites
has reviewed and approved the study, a local EC may conduct only an expedited
review for site specific requirements in addition to the full commitiee common review.

« research during emergencies and disasters (See Section (9 for further details).
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482

483

4.8.4

4.8.5

4.8.6

4.8.7

review examples are;
= research mvo!vmg vulnerable populations, even if the risk is minimal;
= research with minor increase over minimal risk (see Table 2.1 for further
= details);
- studies involving deception of participants (see section 5.11 for further
- details);
» research proposals that have received exemption from review, or-have undergone

expedlted review/indergone subcommittee review should be tatified by the full
mmnttee, which ‘has the right to reverse/or medlfy any declswn taken by the
suboommee or expedlted committes;
. amcndmerﬂs of proposaisireiated dcscuments (mciudmg but not lmntﬁd
iiformed consent documents, investigator sbrochure, dverhsemmts recru‘ltment
methods, ctc. ) involving an altered risk;

« major deviations and violations in the protocoli

« any new information that-emerges during the course of the research for deciding
whet'her or mot 1o terminate the study in view of the altered benefit—risk
assessment;

+ rescarch dnri_ng emergencies and disasters either through an: expedited reviewi
schedulcd of unscheduled full commtttee meetings, This:. may bc decaded by
Member Secrotary depending on the urgency and need; : :

= prior approval of reséarch on predictable emergencies or disasters before

« the actual crisis occurs for implementation iater when the actual emergency or disaster
geours,

The Member Secretary/Secretariat shall screen the proposals for their completeness and depending on
the risk involved categorize them into three types, namely, exemption from review, expedited review,
and full committee review. See Tables 2.1 for risk categorization and 4.2 for further details regarding
types of review.

A researcher cannot decide that her/his proposal falls in the exempted, expedited or full review
category. All research proposals must be submitted to the EC. The decision on the type of review
required rests with the EC and will be decided on a case-to-case basis. Researchers can approach the
EC with appropriate justification for the proposal to be considered as exempt. expedited or if waiver of
consent is requested.

Expedited review can be conducted by Chairperson, Member Sccretary and one or two designated
members or as specified in SOPs,

Approval granted through expedited review and the decisions of the SAE subcommittee must be ratified at
the next full committee meeting.

EC members should be given enough time (at least 1 week) to review the proposal and related
documents, except in the case of expedited review.

All EC members should review all proposals. However, the EC may adopt different procedures for
review of proposals in accordance with their SOPs.




4.8.8 The EC may adopt a system for pre-meeting peer review by subject experts and obtain clarifications
from the researchers prior to the meeting in order to save time and make the review more efficient
during the full committee meeting, especially in institutions where there are no separate scientific

review committees.

489 The EC may have a system of appointing primary and secondary reviewers. The Member Secretary
should identify the primary and secondary reviewers for reviewing the scientific content and the ethical
aspects in the proposal as well as the informed consent document. depending upen their individual
expertise.

4.8.10 The Member Secretary may identify subject experts to review the proposal as per need. These experts
may be invited to the EC mecting or join via video/tele conference but will not participate in final
decision making.

4.8.11  The EC should meet regularly. adopt best practices, try to reduce turnaround time or have procedures
in place for early decision making so that research is not delayed.

4.8.12 The designated (primary and secondary) reviewers and subject experts should conduct the initial review
of the study protocol and study related documents as per the pre- defined study assessment form and
for factors as described in Table 4.3,

Table 4.3 Ethical issues related to reviewing a protocol

1l Sﬁtihl vilues * The basic requirement for health research to be ethically permissibie is
' that it must have anticipated social value. The outcome of the
research should be relevant to the health problems of society. All

stakeholders, including sponsors, researchers and ECs must ensure

that the planned research hag
S social value.
2. Scientificdesignand o Valid scientific methods are essential to make the research
conduct of the study ethically viable as peor science can expose research participants or

communities (o risks without any possibility of benefit.
* Although ECs may obtain documentation from a prior scientific

review, they should also determine that the research methods are
scientifically sound, and should examine the ethical implications of
the chosen research design or strategy.

e The EC can raise scicntific concerns {(even if the- study has prior
approval of a scientific committec) if it may affect guality of research
and or safety of research participants.

I-JE
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3 Benefit-risk assessment e The benefits accruing ﬁ-om the planned research elther to the
to : " participants or to the community or society in genml must Justify
the risks inherent in the research.
¢ Risks may be physical, psychological, economie, social or le'gs_.} and
harm: may occur either at an individual level or at the family,
community or societal level. It is necessary to first look -at the
intervention under investigation and assess its potential harm and
benefits and then consider the aggregate of harm andfbeneﬁts of the
study as:a whele,
e The EC should review plans for risk management, including
withdrawal criteria with rescue medication or procedures.
¢ The EC should give advice regarding mihimization of nskf
. dtseomfort wherever applneable :

. :the eonduct of the research,. meludmg the constmraon ot“ a Data and
L Safety Moritoring Board (DSMB).if appileable {for ex&mple in

_ . clinical trials)

4 Selectionofthestudy . o Recruitment should be voluntary and. non-coercive. Participants
pupulatiou and should be fairly selected as per inclusion and: exclusion criteria.
recruitmeiit of research However, selection of participants should be disttibutive such that a
participants particular population or tribe or economic group is not oeerced to

participate or benefit. oo
» Participants should be able to opt out at any- hme w:thout then'
routine care being affected.

e No individual or group of persons must bear the burden of
parumpatmn in research without accrumg any direct or ‘indirect
_ benefits.
& Vulnerable groups may be recrmted afier proper Jusuﬁcattou is
provided.
5 Payment for participation s  Plans for payment for participation, reimbursement of incutred
- . : costs, suchi as travel or lost wages; lmtdenta] expenses and- other
inconveniences should bereviewed. - _
L There is-a:need (o determine that. payments are: not so [arge . as
to encourage prospective participants to participate in the research
without dug considerationofthe risks oragainsttheir
= better judgement. No undue inducement must be offered.
Protectionof research - » ECs should examine the processes that are put in place to
participants’ privacy apd  safeguard participants’ privacy and confidentiality.
confidentiality * Research records to be filed separately than routine clinical
records such as in a hospital setting,




10

Commuiity .
con_siderations

-

*

*
Qualifications of .
-researchers.and adeguacy
assessment of study sites
Disclosure or declaration o
of potential COI

: ]
l_’lans for medical .

_management and

compensation for study
related injury

The EC should ensure that due respect is given to the community,
their interests are protected and the rescarch addresses. the
community’s needs.

The proposed research should not lead to any stigma or
discrimination, Harm, if any, should be minimized.

Plans for communication of results to the community at the
end of the study shiould be carefully reviewed. '

Tt-is important to examine how the benefits of the research will be
disseminated to the community.

The EC should look at the suitability of qualifications and
experience of the PT to conduct the proposed research along with
adequacy of site facilities for participants.

The EC should review any declaration of COI by a researcher
and suggest ways to manage these.

The EC should manage COIl within the EC and members with COI
should leave the room at the time of decision making in a particular
study.

The proposed plan for tackling any medical injuries or
emergencies should be reviewed,

Source and means for compensation for study related injury
should be aseertained.

Review of the informed  The informed consent process must be reviewed keeping in mind the

consent process following:

the process used for obtaining informed consent, including the
identification of those responsible for obtaining consent and the
procedures adopted for vuinerabie populations;

the adequacy, completeness and understandability of the
information to be given to the research participants, and when

appropriate, their LARs;
contents of the patient/participation information sheet including

the local language translations (See section 5 for further deétils);
back translations of the informed consent document in English,

~ wherever required;

provision for audio-visual recording of consent process, if
applicable, as per relevant i'egulations; and
if consent waiver or verbal/oral consent request has been asked
for, this should be reviewed by assessing whethet the protocol
meets the criteria. See section 5 for further details.
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4.9.1

49.2
493
494

4.9.5

49.6

497
498

4.9.9
4.5.10

49.11

49.12

4.9.13

4.9.14
49.15
4.9.16

4.9.17

Full committee meeting

All proposals that are determined to undergo full committee review must be deliberated and
the decision about the proposal taken at a full committee meeting.

ECs should conduct regular full committee meetings to deliberate proposals in accordance
with a pre-decided schedule, as described in the SOPs.

A meeting will be considered valid only if the quorum is fulfilled. This should be maintained
throughout the meeting and at the time of decision making.

If a member has declared a COI for a proposal then this should be submitted in writing to the
Chairperson before beginning the meeting and should be recorded in the minutes.

The member who has declared COI should withdraw from the EC meeting (leave the room)
while the research proposal is being discussed upon. This should be minuted and the quorum
rechecked.

A list of absentee members as well as members leaving or entering in-between the meeting
should be recorded.

Proposals should be taken up item-wise, as given in the agenda.

No of proposals reviewed in a meeting should justify that there is ample time devoted for
review of each proposal. If there are more number of proposals for consideration per meeting
either meetings may be more frequent or more EC’s to be constituted as per requirement of
the institution.

Time allotted for the meeting should be reasonable to allow ample discussion on each agenda
item.

The minutes of the previous meeting and list of protocols that were exempt from review or
underwent expedited review should be ratified.

The researcher may be called in to present a proposal or provide clarifications on the study
protocol that has been submitted for review but should not be present at the time of decision
making.

The primary and secondary reviewers can brief the members about the study proposal and
review carried out as per EC SOPs.

The comments of an independent consultant (if applicable) could be presented by the Member
Secretary or subject experts could be invited to offer their views, but they should not
participate in the decision-making process. However, her/his opinion must be recorded.
Representative(s) of the study group population can be invited during deliberations to offer
their viewpeint but should not participate in the decision-making process.

The EC may utilize electronic methods such as video/conference calls for connecting with
other subject experts/independent consultants during the meeting.

All members of the EC (including the Chairperson and the Member Secretary) present in the
room have the right to vote/express their decision and should exercise this right.

The decision must be taken either by a broad consensus or majority vote (as per SOP) and
should be recorded. Any negative opinion should be recorded with reasons.
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The decisions may be as shown in Box 4.5

An EC can give one of the following decisions:

approved — with or without suggestions or comments;

revision with minor modifications/amendments — approval is given afier
examination by the Member Secretary or expedited review, as the case may be;

revision with major modifications for resubmission — this will be placed before

the full committee for reconsideration for approval; or

not approved (or termination/revoking of permission if applicable} — clearly defined reasons
must be given for not approving/terminating/revoking of permission.

4.9.19

4.9.20

4.9.21

4.9.22

4923

4924

4.9.25

4.9.26

Approval may be granted for the entire duration of the proposed research or can be
subject to annual review depending on the type of study. The EC should review the
annual report (counted from the day of approval or date of actual start of the study)
for continuation as per SOP.

Depending on the risk involved, the progress of the proposal may be monitored
annually or at shorter intervals (quarterly, half yearly) as per EC decision. Approval
may be continued if progress is satisfactory.

An EC may decide to reverse its positive decision on a study if it receives information
that may adversely affect the benefit-risk assessment.

The Member Secretary (assisted by the Secretariat) should record the discussions and
prepare the minutes which should be circulated to all the members for comments
before final approval by the Chairperson/Vice-Chairperson/designated member of the
commtittee.

The decision of the EC should be communicated to the researcher along with
suggestions, if any.

The researcher should have an opportunity to reply/clarify to EC comments or to
discuss or present her/his stand.

The researcher can also approach the head of the institute who serves as an appellate
for EC matters.

The head of the institute as appellate has the power to dissolve the EC or reappoint an
EC.




4.10 Review of multicentric research

4.10.1

4.10.2

Multicentre research is conducted at more than one centre by different researchers
usually following a common protocol. A large number of clinical trials, clinical studies
and public heaith research including surveys are conducted at several research centres
within the country or at international sites. Multicentric research studies are carried out
with the primary aim of providing a sound basis for the subsequent generalization of its
results. All sites are required to obtain approval from their respective ECs, which
would consider the local needs and requirements of the populations being researched
and safeguard the dignity, rights, safety and well-being of the participants. There are
concerns, however, related to duplication of effort in the parallel review by the
involved ECs, wastage of time and also those related to communication between the
committees. Therefore, in multicentric studies using a common protocol the
considerations mentioned in sections 4.10.1 and 4.10.2 may be made.

Separate review by ECs of all participating site

The ECs/Secretariats of all participating sites should establish communication with
one another.

If any EC does not grant approval for a study at a site the reasons must be shared with
other ECs and deliberated upon.

The EC can suggest site-specific protocols and informed consent modifications as per
local needs.

Separate review may be requested for studies with a higher degree of risk, clinical

trials or intervention studies where conduct may vary depending on the site or any
other reason which requires closer review and attention.

Common review for all participating sites in multicentric research

In order to save time, prevent duplication of effort and streamline the review
process, the ECs can decide to have one designated main EC, the decisions of which
may be acceptable to other ECs. This is especially important for research involving
low or minimal risk, survey or multicentric studies using anonymized samples or data
or those that are public health research studies determined to have low or minimal
risk.

The meeting of the designated main EC can be attended by nominated members
of ECs of the participating centres to discuss their concerns, if any, about ethics or
human rights and to seek solutions and communicate the decision of the main EC to
their respective ECs.

This EC should be located in India and registered with the relevant authority (if
applicable).
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ETHICAL REVIEW PROCEI

Meetings should be organized at the initial and, if required, intermediary stages of the
study to ensure uniform procedures at all centres.

The site ECs, however, retain their rights to review any additional site specific
requirements, ensure need-based protection of participants or make changes in the
informed consent document (ICD), translations and monitoring research as per local
requirements.

The protocol may be modified to suit local requirements and should be followed after
it is duly approved by the EC of the host institutes/decision of main EC is accepted.

Adherence to protocols, including measures to terminate the participation of the erring

Alocal centres, if required should be monitored.

The common review is applicable only for ECs in India. In case of international
collaboration for research and approval by a foreign institution, etc., the local
participating sites would be required to obtain local ethical approval. See section 3.8.3
for further details.

Sponsor/funding agencies should be informed about any site-specific changes being
made, and the modified version should only be used by the concerned site.

Plans for manuscript publication and a common final report with contributors from
the participating sites should be decided upon before initiation of the study.
Site-specific data may be published only after the appropriate authorities accept the
combined report and appropriate permissions are cbtained.

4.11 Continuing review

4.11.1

4.11.2

Ongoing research should be reviewed at regular intervals, at least once a year, (or
more often, if deemed necessary depending on the level of risk) or as may be
specified in the SOP of the EC and at the time of according approval, and as indicated
in the communication letter.

The EC should continually evaluate progress of ongoing proposals, review SAE
reports from all sites along with protocol deviations/violations and non-compliance,
any new information pertaining to the research and assess final reports of all research
activities.
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4.11.4

4.11.5

4.11.6

4.11.7

4.12
4.12.1

4.12.2

Clinica! trials under the purview of a licensing authority must comply with all
regulations applicable to SAEs. The EC should also ensure compliance by the
researcher. For academic and other trials, an institutional policy should be established.
The EC should examine the measures taken for medical management of SAEs.
Participants should not have to bear costs for the management of study-related injury
whether they are in the intervention arm or the control arm.

Compensation must be given for research-related injuries if applicable, as determined
by the EC and as per regulatory requirement (if applicable).

For protocol deviations/violations the EC should examine the corrective actions. If the
violations are serious the EC may halt the study. The EC may report to the
institutional head/government authorities where there is continuing non-compliance to
ethical standards.

Reports of monitoring done by the sponsor and DSMB reports may also be sought.

Site monitoring
It is recommended that ECs should follow mechanisms described in a SOP to monitor

the approved study site until completion of the research to check for compliance or
improve the function.

Monitoring can be routine or “for cause” and must be decided at a full committee
meeting. For research that involves higher risk or vulnerable participants or if there is
any other reason for concern, the EC at the time of initial review or continuing review
can suggest that routine monitoring may be conducted at more frequent intervals.

Some causes for monitoring are given in Box 4.6.
Box 4.6 Examples of “for cause” monitoring

The following situations may justify “for s any adverse mediareport;
cause” monitoring: s adverse information received from any other
» high number of protocol source;
violations/deviations; s non-compliance with EC directions;
e large number of proposals carried out at » misconduct by the researcher; and
the study site or by the same researcher; » any other cause as decided by the EC.
targe number of SAE reports;
high recruitment rate;
complaints received from participants;

4.13
4.13.1

4.13.2

4.133

Record keeping and archiving
All documentation and communication of an EC should be dated, filed and preserved

according to written procedures.

Confidentiality should be maintained during access and retrieval procedures by
designated persons.

All active and inactive (closed) files should be appropriately labelled and archived
separately in designated areas. '
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4.13.4 Records can be maintained in hard copies as well as soft copies.

4.13.5 All records must be archived for a period of at least 3 years after the completion/
termination of the study.

4.13.6 Documents related to regulatory clinical trials must be archived for 5 years after the
completion/termination of the study or as per regulations.

4.13.7 Records may be archived for a longer period, if required by the sponsors/regulatory
bodies.

4.13.8 EC should describe archival and retrieval mechanisms in SOPs.

4.13.9 EC records should be accessible for inspection by authorized representatives of
regulatory agencies.

4.13.10ECs may adopt methods for electronic storage of records wherever feasible. Table 4.4
gives examples of records that can be maintained.

Table 4.4 Documents to be maintained by EC for record

Adintiiistrative - Constitunon andcomposntlon of t S

docoments . - Appomtmem letters
' = Signed and dated copies of the most recent eurriculum vitae of all EC
+ members

. = Signed confidentiality agreements
© = COI declarations of members
+ Training records of EC members
» Financial records of EC
= Registration/accreditation documents, as required -
« A copy of national and international -guidelines and applicable
= regulations
= Regulatory notifications
= Meeting-related documents
= Agenda and minutes
= All communicatipns reccwed or made by the EC

- SOPS
Proposal-refated » One hard_.eo_py. and a soft copy of the initial research proposal and all
documents _ « related documents

« Decision letters

« Any amendmeénts submitted for review and approval

= Regulatory approvals

= SBAE, AE reports

= Protocol deviations/violations :

= Progress reports, contmumg review activities, 91te momtermg reports
= All correspondence between the EC and researchers

« Record of notification issued for premature termmatlon ofa smdy with
= a summary of the reasons

= Final report of the study

« Publications, if any




414 Administration and management
4.14.1 Every institution should have an office for the EC.

4.14.2 The institution should provide space, infrastructure and staff to the EC for maintaining
a full-time secretariat, safe archival of records and conduct of meeting.

4,14.3 Every institution should allocate reasonable funds for smooth functioning of the EC.

4.14.4 A reasonable fee for review may also be charged by the EC to cover the expenses
related to optimal functioning in accordance to Institutional policies.

4.15 Registration and accreditation of ECs
4,15.1 ECs must ensure that processes are in place to safeguard the quality of ethical review

as well as compliance with national/international and applicable regulations.

4.15.2 ECs should register with the relevant authority as per the regulatory requirements,

4.15.3 Efforts should be made to seek recognition/certification/accreditation from recognized
national/international bodies such as Strategic Initiative for Developing Capacity in
Ethical Review (SIDCER), Association for the Accreditation of Human Research
Protection Programmes (AAHRPP), CDSCO and Quality Council of India through
National Accreditation Board for Hospitals and Healthcare Providers (NABH) or any
other. Such certification/accreditation should be kept updated on a continuing basis.

4.15.4 Certification/accreditation are voluntary exercises and help in quality assurance and
quality improvement to ensure that ECs follow best practices in protecting the dignity,
rights, safety, and well-being of their participants.

47 |Page

e 1L ADLL
F:,n:-.-" \" '

Dr.

Vice Chaaczald



SECTION 5
INFORMED CONSENT PROCESS

5.0  The researcher must obtain voluntary written informed consent from the prospective
participant for any biomedical and health research involving human participants. This
requirement is based on the principle that competent individuals are entitled to choose
freely whether or not to participate or continue to participate in the research. Informed
consent is a continuous process involving three main components — providing relevant
information to potential participants, ensuring competence of the individual, ensuring
the information is easily comprehended by the participants and assuring voluntariness
of participation. Informed voluntary consent protects the individual’s freedom of
choice and respects the individual’s autonomy.

5.1 Requisites
5.1.1 The participant must have the capacity to understand the proposed research, be able to

make an informed decision on whether or not to be enrolled and convey her/his
decision to the researcher in order to give consent.

5.1.2 The consent should be given voluntarily and not be obtained under duress or coercion
of any sort or by offering any undue inducements.

5.1.3 In the case of an individual who is not capable of giving voluntary informed consent,
the consent of LAR must be obtained. See section 6 for further details.

5.1.4 It is mandatory for a researcher to administer consent before initiating any study
related procedures involving the participant.

5.1.5 It is necessary to maintain privacy and confidentiality of participants at all stages.

5.2  Essential information for prospective research participants
5.2.1 Before requesting an individual’s consent to participate in research, the researcher

must provide the individual with detailed information and discuss her/his queries
about the research in the language she/he is able to understand. The language should
not only be scientifically accurate and simple, but should also be sensitive to the
social and cultural context of the participant.

The ICD has two parts — patient/participant information sheet (P1S) and the informed
consent form (ICF). Information on known facts about the research, which has relevance
to participation, is included in the PIS. This is followed by the ICF in which the
participant acknowledges that she/he has understood the information given in the P1S
and is volunteering to be included in that research.
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INFORMED CONSENT PR

An informed consent form must include the

following:

1. Staterment mentioning that it is research

2. Purpose and methods of the research in simple
language

3.Expected duration of the participation and
frequency of contact with estimated number of
participants to be enrolled, types of data collection
and methods

4. Benefits to the participant, community or others
that might reasonably be expected as an ouicome of
research

5. Any

inconvenience to the participant resulting from

foreseeable risks, discomfort or
participation in the study

6. Extent to which confidentiality of records could
be maintained, such as the limits to which the
researcher would be able o safeguard
confidentiality and the anticipated consequences of
breach of confidentiality

7.Payment/reimbursement  for participation and
incidental expenses depending on the type of study

8.Free

participants for research-related injury and/ or harm

treatment and/or compensation of

9.Freedom of the individual to participate and/or
withdraw from research at any time without penalty
or loss of benefits to which the participant would
otherwise be entitled

10. The identity of the research team and contact

persons with addresses and phone numbers (for

. Any alternative procedures or courses of treatment

. Foreseeable extent of information on possible

1n addition, the following elements may also be
required, depending on the type of
study:

that might be as advantageous to the parlicipant as
the ones to which she/he is going to be subjected

If there is a possibility that the research could lead to
any stigmatizing condition, for example HIV and
genetic disorders, provision for pre- test- and post-
test counselling

Insurance coverage il any, for research-related or

other adverse evenis.

current and future uses of the biological material

and of the data to be generated from the research.

Other specifics are as follows:

i.period of storage of the sample/data and
probability of the material being used for
secondary purposes.

ii. whether material is to be shared with others,
this should be clearly mentioned.

iii. right to prevent use of her/his biological sample,
such as DNA, cell-line, etc., and related data at any
time during or after the conduct of the research.

iv. risk of discovery of biclogically sensitive
information

confidentiality.

and provisions to  safeguard
v, post research plan/benefit sharing, if research
on biological material and/or data leads to

commercialization.

example, PI/Co Pl for queries related to the research vi. Publication plan, if any, including
and Chairperson/Member Secretary/ or helpline for photographs and pedigree charts.
appeal against violations of ethical principles and See section 08 for further details.
human rights)
v
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INFORMED CONSENT PROCESS

Adequate time should be given to the participant to read the consent form, if
necessary discuss it with family and friends, and seek clarification of her/his doubts
from the researchers/research team before deciding to enroll in the research.

Essential elements of an informed consent document are given in Box 5.1.
Responsibility of researchers

The researcher should only use the EC approved version of the consent form,
including its local translations.

Adequate information necessary for informed consent should be communicated in a
language and manner easily understood by prospective participants.

In case of differently abled participants, such as individuals with physical,
neurological or mental disabilities, appropriate methods should be used to enhance the
participants’ understanding, for example, braille for the visually impaired.

There should be no restriction on the participant’s right to ask questions related to the
study or to discuss with family and friends or take time before coming to a decision.
The researcher should not give any unjustifiable assurances or influence or intimidate
a prospective participant to enroll in the study.

The researcher must ensure that the participant is competent and has understood all
aspects of the study and that the consent is given voluntarily. Where the participant
and/or the LAR are illiterate, an impartial literate person. not connected to the
research, should be present throughout the consent process as witness.

The researcher should administer a test of understanding whenever possible for
sensitive studies. If need be, the test may be repeated until the participant has really
understood the contents.

When a participant is willing to participate but not willing to sign or give a thumb
impression or cannot do so, then verbal/oral consent may be taken on approval by the
EC, in the presence of an impartial witness who should sign and date the consent
document. This process can be documented through audio or video recording of the
participant, the PI and the impartial witness, all of whom should be seen in the frame.
However, verbal/oral consent should only be taken in exceptional circumstances and
for specific, justifiable reasons with the approval of the EC. It should not to be

practiced routinely.




INFORMED CONSENT PROCESS

5.3.9 Reconsent or fresh informed consent of each participant must be taken under

circumstances described in section 5.8.

5.3.10 The researcher must assure prospective participants that their decision whether or not to
participate in the research will not affect their rights, the patient—clinician relationship or
any other benefits to which they are entitled.

5.3.11 Reimbursement may be given for travel and incidental expenses/participation in
research after approval by the EC.

5.3.12 The researcher should ensure free treatment for research related injury (disability,
chronic life-threatening disease and congenital anomaly or birth defect) and if required,
payment of compensation over and above medical management by the investigator
and/institution and sponsor(s), as the case may be.

5.3.13 The researcher should ensure that the participant can continue to access routine care
even in the event of withdrawal of the participant.

5.4 Documentation of informed consent process
Documentation of the informed consent process is an essential part of this exercise.

5.4.1 Each prospective participant should sign the informed consent form after going through
the informed consent process of receiving information, understanding it and voluntarily
agreeing to participate in the research.

5.4.2 In case the participant is incompetent (medically or legally) to give consent, the LAR’s
consent must be documented.

5.4.3 The process of consent for an illiterate participant/LAR should be witnessed by an
impartial literate witness who is not a relative of the participant and.is in no way
conmected to the conduct of research, such as other patients in the ward who are not in
the study, staff from the social service department and counsellors. The witness should
be a literate person who can read the participant information sheet and consent form
and understand the language of the participant.

5.4.4 [If the participant cannot sign then a thumb impression must be obtained.

5.4.5 The researcher who administers the consent must also sign and date the consent form.

.5.4.6 In the case of institutionalized individuals, in addition to individual/LAR consent,

permission for conducting the research should be obtained from the head of that

institution.
=
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INFORMED CONSENT PROCESS

In some types of research, the partner/spouse may be required to give additional
consent. |

In genetic research, other member of a family may become involved as secondary
participants if their details are recorded as a part of the family history. If information
about the secondary participants is identifiable then their informed consent will also
be required.

Online consent may be obtained, for example, in research involving sensitive data
such as unsafe sex, high risk behaviour, use of contraceptives (condoms, oral pills), or
emergency contraceptive pills among unmarried females in India etc. Investigators
must ensure that privacy of the participant and confidentiality of related data is
maintained.

Electronic consent

Electronic media can be used to provide information as in the written informed
consent document, which can be administered and documented using electronic
informed consent systems. These are electronic processes that use various, and
possibly multiple, electronic formats such as text, graphics, audio, video, podcasts or
interactive websites to explain information related to a study and to document
informed assent/consent from a participant or LAR.

The process, electronic materials, method of documentation (including electronic/
digital signatures), methods used to maintain privacy of participants, confidentiality,
and security of the information as well as data use policies at the research site must be
reviewed and approved by the EC a priori.

The electronic consent must contain all elements of informed consent in a language
understandable by the participant. See Box 5.1 for further details.

The P1 or her/his designee must supervise the process.

In addition to electronic consent, if required a paper/soft copy of the document is
needed for archiving and a paper/soft copy is also given to the participant,

Interactive formats, if used, should be simple to navigate.

Electronic methods should not be used if participants, for any reason, indicate a lack
of comfort with electronic media.

Such tools may be reviewed and approved by EC before implementation.
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INFORMED CONSENT PROCESS

56  Specific issues in Clinical trials
5.6.1 There may be additional requirements for informed consent for clinical trials as
specified by CDSCO.
5.7  Waiver of consent
The researcher can apply to the EC for a waiver of consent if the research involves
less than minimal risk to participants and the waiver will not adversely affect the rights and
welfare of the participants Box 5.2.

Box 5.2 Conditions for granting waiver of consent

The EC may grant consent waiver in the following situations:

« research cannot practically be carried out without the waiver and the waiver is scientifically justified;
- retrospective studies, where the participants are de-identified or cannot be contacted;

» research on anonymized biological samples/data;

= certain types of public heaith studies/surveillance programmes/programme evaluation studies;

« research on data available in the public domain; or

= research during humanitarian emergencies and disasters, when the participant may not be ina
position to give consent. Attempt should be made to obtain the participant’s consent at the carliest.

5.8 Re-consent or fresh consent:-
Re-consent is required in the following situations when:

e new information pertaining to the study becomes available which has
implications for participant or which changes the benefit and risk ratio;

+ a research participant who is unconscious regains consciousness or who
had suffered loss of insight regains mental competence and is able to
understand the implications of the research;

e achild becomes an adult during the course of the study;

. résearch requires a long-term follow-up or requires extension;

e there is a change in treatment modality, procedures, site visits, data
collection methods or tenure of participation which may impact the
participant’s decision to continue in the research; and

e there is possibility of disclosure of identity through data presentation or
photographs (this should be camouflaged adequately) in an upcoming

publication.
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* the partner/spouse may also be required to give additional re-consent in
some of the above cases.

Procedures after the consent process
After consent is obtained, the participant should be given a copy of the PIS
and signed ICF unless the participant is unwilling to take these documents.
Such reluctance should be recorded.
The researcher has an obligation to convey details of how confidentiality will
be maintained to the participant.
The original PIS and ICF should be archived as per the requirements given in
the guidelines and regulations.

Special sitnations

5.10.1 Gatekeepers

Permission of the gatekeepers, that is, the head/leader of the group or
culturally appropriate authorities, may be obtained in writing or audio/video

recorded on behalf of the group and should be witnessed.

5.10.2 Community consent

In certain populations, the community plays an important role in the consent
process. Some participants may not participate in the research unless the
community’s consent is available. There may be situations when individual
consent cannot be obtained as it will change the behaviour of the individual
(see section 8 for further details). In such situations community consent is
required. When permission is obtained from an organization that represents
the community, the quorum required for such a committee must be met. For
example, in a village panchayat the number of members ordinarily required to
conduct a meeting must be present while giving consent. Individual consent is

important and required even if the community gives permission.

5.10.3 Consent from vulnerable groups

Vulnerable persons are those individuals who are relatively or absolutely
incapable of protecting their own interests and providing valid informed

consent. The list of vulnerable populations/communities is given in Box 6.2.




5.11 Consent for studies using deception
Some types of research studies require deception due to nature of research
design. A true informed consent may lead to modification and may defeat the
purpose of research. Such research may be carefully reviewed by the EC
before implementation.

5.11.1 True informed consent in studies involving deception is difficult due to the
nature of research. A two-step procedure may be required comprising an
initial consent and a debriefing after participation.

5.11.2 The possibility of unjustified deception, undue influence and intimidation
should be avoided at all costs. Although deception is not permissible, approval
may be taken from the EC in circumstances where some information requires
to be withheld for validation until the completion of the research.

5.11.3In such instances, an attempt should be made to debrief the

participants/communities after completion of the research.
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VULNERABILITY

6.0 The word vulnerability is derived from the Latin word vulnarere which means ‘to
wound’. Vulnerable persons are those individuals who are relatively or absolutely
incapable of protecting their own interests because of personal disability; environmental
burdens; social injustice; lack of power, understanding or ability to communicate or are
in a situation that prevents them from doing so. These vulnerable persons have some
common characteristics which are listed in Box 6.1.

Box 6.1 Characteristics of vulnerable individuals/populations/group

Individuals may be considered to be vulnerable if they are:
= socially, economically or politically disadvantaged and therefore susceptible to being exploited;
= incapable of making a voluntary informed decision for themselves or whose autonomy is
compromised temporarily or permanently, for example people who are unconscious, differently abled;
= able to give consent, but whose voluntariness or understanding is compromised due to their
situational conditions; or

« unduly influenced either by the expectation of benefits or fear of retaliation in case of refusal to
participate which may lead them to give consent.

The key principle to be followed when research is planned on vulnerable persons is
that others will be responsible for protecting their interests because they cannot do so or are
in a compromised position to protect their interests on their own. The populations or
communities mentioned in Box 6.2 may be vulnerable at some or all times. Please note that
this is not an exhaustive list.

6.1  Principles of research among vulnerable populations

6.1.1 Vulnerable populations have an equal right to be included in research so that benefits
accruing from the research apply to them as well.

6.1.2 If any vulnerable group is to be solely recruited then the research should answer the
health needs of the group.
Participants must be empowered, to the maximum extent possible, to enable them to
decide by themselves whether or not to give assent/consent for participation.
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Following are some examples of vuinerable populations or groups:

¢ economically and socially disadvantaged (unemployed individuals, orphans, abandoned
individuals, persons below the poverty line, ethnic minorities, sexual minorities —
lesbian/ gay/bisexual and transgender (LGBT), etc.);

e unduly influenced either by the expectation of benefits or fear of retaliation in case of
refusal to participate which may lead them to give consent;

» children (up to 18 years);

* women in special situations (pregnant or lactating women, or those who have poor
decision-making powers/poor access to healthcare);

s tribals and marginalized communities;

e refugees, migrants, homeless, persons or populations in conflict zones, riot areas or
disaster situations;

s afflicted with mental illness and cognitively impaired individuals, differently abled —
mentally and physically disabled;

s terminally ill or are in search of new interventions having exhausted all therapies;

e suffering from stigmatizing or rare diseases; or

s have diminished autonomy due to dependency or being under a hierarchical system
(students, employees, subordinates, defence services personnel, healthcare workers,

institutionalized individuals, under trials and prisoners).

6.1.3 In vulnerable populations, when potential participants lack the ability to consent, a
LAR should be involved in decision making.

6.1.4 Special care must be taken to ensure participant’s privacy and confidentiality,
especially because breach of confidentiality may lead to enhancement of
vulnerability.

6.1.5 If vulnerable populations are to be included in research, all stakeholders must ensure
that additional protections are in place to safeguard the dignity, rights, safety and
well- being of these individuals.
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6.2

6.2.1
6.2.2

6.2.3
6.2.4

6.2.5

6.2.6

6.2.7

6.2.8

6.2.9

6.2.10

6.2.11

6.2.12

6.2.13

Additional safeguards/protection mechanisms

When vulnerable individuals are to be recruited as research participants additional
precaution should be taken to avoid exploitation/retaliation/reward/credits, etc., as
they may either fee! intimidated and incapable of disagreeing with their caregivers, or
feel a desire to please them. In the first case, they may be subjected to undue pressure,
while in the second, they may be easily manipulated. If they perceive that their
caregivers want them to participate in research, or if the caregiver stands to benefit
from the dependant’s participation, the feeling of being pressed to participate may be
irresistible which will undermine the potential voluntariness of the consent to
participate.

Researchers must justify the inclusion of a vulnerable population in the research.

ECs must satisfy themselves with the justification provided and record the same in the
proceedings of the EC meeting.

Additional safety measures should be strictly reviewed and approved by the ECs.

The informed consent process should be well documented. Additional measures such
as recording of assent and reconsent, when applicable, should be ensured.

ECs should also carefully determine the benefits and risks of the study and examine
the risk minimization strategies,

As potential participants are dependent on others, there should be no coercion, force,
duress, undue influence, threat or misrepresentation or incentives for participation
during the entire research period.

Vulnerable persons may require repeated education/information about the research,
benefits, risks and alternatives, if any.

Research on sensitive issues such as mental health, sexual practices/preferences, HIV/
AIDS, substance abuse, etc. may present special risks to research participants,
Researchers should be cognisant of the possibility of conflicting interests between the
prospective participant and LAR and should be more careful.

Participants may be prone to stigma or discrimination, specifically when the
participant is enrolled as a normal control or is recruited from the general population
in certain types of research.

Efforts should be made to set up support systems to deal with associated medical and
social problems.

Protection of their privacy, confidentiality and rights is required at all times — during
conduct of research and even after its completion.

Whenever possible, ancillary care may be provided such as setting up of a facility,
school for unattended children of the participants or a hospital, or counselling centre.




6.3  Obligations/duties of stakeholders
All stakeholders have different responsibilities to protect vulnerable participants. See

Table 6.1 for further details.

Table 6.1 Obligations/duties of stakeholders

safaguards in piaoc for their pmtectlon .
. -‘Just;fy inglusion/exclusion of vulnerable populations in the smdy
o COl issues must he addressed. .
s Have well dsat' ned procedures (SOPs) to ensure 4 b&lanced bencf'rt-nsk
oo ratios
R Ensum that prospecuve part:crpants are competmt to gwe infoﬁncd
. Take nnsentafﬂw.s LAR when a prospecnvc paztwlpant lacks the capaexty
U to consent, -
e Respect dissent from the participant. : ' :
‘e Betk: pennisswn of the appropriate authentscs where: relevant, such.as
for instititionalized individuals, tribal communities, etc.
» - ‘Research should be conducted within the purview of existmg relevant -
~ guidelincs/regulations.

During review, determine whether the prospective part-icipants for a
particular research are vulnerable.

» Examine whether inclusion/exclusion of the vulnerable population is
Justified.

»  Ensure that COI do noet increase harm or lessen benefits to the participants.
Carefiilly determine the benefits and risks to the participants and advise
risk mirimization strategies wherever possible.

»  Suggest additional safeguards, such as more frequent review and
monitoring, including site visits.

¢ Only the full committee should do initial and contmumg review of such
proposals. It is desirable to have empowered representatives from the specific
populations during deliberations. -

e ECs have special responsibilities when research is conducted on participants
who are suffering from mental illness and/or cognitive impairment. They should
exercise caution and require researchers to justify cases for exceptions {o the
usual requitethents of participation or essentiality of departure from the
guidelines governing research, ECs should ensure that these exceptions are as
minimal as possible and are clearly spelt out in the ICD.

¢ ECs should have SOPs for handling proposals involving vulnerable

populations.

Sponsors * The sponsor, whether a government, an institution or a pharmaceutical
company, should justify the incluston of vulnerable groups in the protocol
and make provisions for protecting their safety.

» The sponsor must enable monitoring and ensure that procedures are in
place for quality assurance (QA) and quality control (QC).

* The sponsor should ensure protection of the participants and research
tearn if the research is on sensitive topics.

é/ ' 59|Page

Ethics Committees

Vice Chaa zaer



6.4

6.4.1

Women in special situations

Women have equal rights to participate in research and should not be deprived
arbitrarily of the opportunity to benefit from research. Informed consent process for
some women can be challenging because of cultural reasons. Hence, the women may
consider consulting their husbands or family members, if necessary. Although
autonomy of the woman is important, the researcher must follow the requirements of
local cultural practices so as not to disturb the harmony in the
household/family/community.

Participation of a woman in clinical trials or intervention studies that may expose her
to risk is elaborated in Box 6.3.

Box 6.3 Risks for women participants in clinical trials/intervention studies

Researchers must provide the EC with proper justitication for inclusion of pregnant and nursing women
in clinical trials designed to address the health needs of such women or their foetuses or nursing
infants. Some examples of justifiable inclusion are trials designed to test the safety and efficacy of a
drug for reducing perinatal transmission of HIV infection from mother to child, trial of a device for
detecting foetal abnormalities or trials of therapies for conditions associated with or aggravated by
pregnancy, such as nausea, vomiting, hypertension or diabetes.

If women in the reproductive age are to be recruited, they should be informed of the potential risk to
the foetus if they become pregnant. They should be asked to use an effective contraceptive method
and be told about the options available in case of failure of contraception.

A woman who becomes pregnant must not automatically be removed from the study when there is no
evidence showing potential harm to the foetus, The matter should be carefully reviewed and she must
be offered the option to withdraw or continue. In case the woman opts for continued participation,

researchers and sponsors must adequately monitor and offer support to the woman for as long as

necessary.

6.4.2

6.4.3

Prenatal diagnostic studies — research related to prenatal diagnostic techniques in
pregnant women should be limited to detecting foetal abnormalities or genetic
disorders as per the Pre-Conception and Pre-Natal Diagnostic Techniques (Regulation
and Prevention of Misuse) Act, 1994, amended in 2003 and not for sex determination
of the foetus.

Research on sensitive topics — when research is planned on sensitive topics, for
instance, domestic violence, genetic disorders, rape, etc., confidentiality should be
strictly maintained and privacy protected. In risk mitigation strategies, appropriate
support systems such as counselling centres, police protection, etc. should be
established. At no time should information acquired from a woman participant be
unnecessary, hurtful or appear voyeuristic. The EC should be especially vigilant
regarding these sensitive issues.




6.5

6.5.1

6.5.2

6.5.3

6.5.4

Children

Children are individuals who have not attained the legal age of consent (up to 18
years). At younger ages, children are considered vulnerable because their autonomy is
compromised as they do not have the cognitive ability to fully understand the minute
details of the study and make decisions. At older ages, although they may attain the
cognitive ability to understand the research, they still lack legal capacity to consent.
Therefore, the decision regarding participation and withdrawal of a child in research
must be taken by the parents/ LAR in the best interests of their child/ward. More
details are available in ICMR “National Ethical Guidelines for Bio-Medical Research
involving Children, 2017”. .

Research on children can be carried out in a situation, condition, disorder or diseases
as described in Box 6.4.

The EC should do the benefit—tisk assessment to determine whether there is a need to
put into place additional safeguards/protections for the conduct of research in
children. For example, research should be conducted in child-friendly settings, in the
presence of parent(s) and where child participants can obtain adequate medical and
psychological support.

The EC should take into consideration the circumstances of the children to be enrolled
in the study including their age, health status, and other factors and potential benefits
1o other children with the same disease or condition, or to society as a whole.

Consent of the parent/LAR is required when research involves children. See Box 6.5
for further details.

Assent

In addition to consent from parents/LARs, verbal/oral or written assent, as approved
by the EC, should be obtained from children of 7-18 years of age. As children grow,
their mental faculties develop and they are able to understand and respond.
Respecting the child’s reaction, the child is made a party to the consent process by the
researcher, who explains the proposed research in a very simple manner, in a
language that ensures, that the child understands the request to participate in the
research. A child’s agreement to participate in research is called assent. If the child
objects, this wish has to be respected. At the same time, mere failure to object should
not be construed as assent. However, if the test intervention is likely to be lifesaving
and is available only if the child participates in the study, the dissent by the child may
be disregarded provided parental consent and prior approval from the EC is obtained.
Requirements of assent are given in Box 6.6.
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VULNERABILITY

Children can be included in research if the situation, condition, disorder or disease fulfils one of the
following conditions:

1.
2.

3.

9,

10

It is exclusively seen in childhood.

Both adults as well as children are involved, but the issues involved are likely to be signiticantly different
in both these populations.

Both adults as well as children are involved in a similar manner and are of similar nature in terms of
morbidity. severity and/or mortality, wherever relevant, and studies in adults have demonstrated the required
degree of safety and efficacy.

Test interventions are likely to be at least as advantageous to the individual child participant as any
available alternative intervention.

Risk of test interventions that is not intended to benefit the individual child participant is low as compared
to the importance of the knowledge expected to be gained (miner increase over minimal risk).

Research is generally permitted in children if safety has been established in the adult population or if the
information likely to be generated cannot be obtained by other means.

The physiology of children is different from that of adults, and the pharmacokinetics of many drugs is age-
dependent based on the maturation of the drug metabolism pathways. For example, children metabolize many
drugs much more rapidly as compared to adults, hence the dose of the drug per kg of body weight that needs
to be given, is much higher in children as compared to adulis, The absorption of drugs also varies with age.
Pharmacokinetics and toxicity profile varies with growth and maturation from infancy to adulthoed.

The adverse eftects of many drugs may also be different in children as compared to adults. For instance,
tetracyclines cause tecth discoloration in young children, aspirin use is associated with Reye’s syndrome in
children.

Age appropriate delivery vehicles and formulations {e.g. syrups) are needed for accurate, safe, and palatable
administration of melicines to intants and children. '

The pathophysiology of many disorders is dependent on a child’s growth, development and adaptive
plasticity. Examples include adaptive changes in the motor system following a perinatal stroke.

The EC should determine if consent of one or both parents would be required before a child could be
enrolled.

Generally, consent from one parent/LAR may be considered sufficient for research involving ne more than
minimal risk and/or that offers direct benefit to the child. Consent from both parents may have to be obtained
whenthe research involves more than minimal risk and/or offers no benefit (o the child,

Only one parent’s consent is acceptable if the other parent is deceased, unknown, incompetent, not
reasonably available, or when only one parent has legal responsibility for the care and custody of the child,
irrespective of the risk involved,

Whenever relevant, the protocol should include a parent/LAR information sheet that contains information
about specific aspects relevant to the child such as effects on growth and development, psychological weli-
being and school attendance, in addition to all components described in the participant information sheet.
When the research involves sensitive issues related to neglect and abuse of a child, the EC may waive the
requirement of obtaining parental/LAR consent and prescribe an appropriate mechanism to safeguard the
interests of the child.

Cognitively impaired children or children with developmental disorders form one of the most vulnerable
populations. In fact, their parents are also vulnerable and there is a high likelihood of therapeutic
misconception. The potential benefits and risks must be carefully explained to parents so as to make them
understand the proposed research.

Research involving institutionalized children would require assent of the child, consent of parents/LAR,
permission of the relevant institutional authorities (for example, for research in a school setting: the child,
parents, teacher, principal or management may be involved).




» Content of the assent form has to be in accordance with the developmental

level and maturity of the children to be enrolled and explained while considering
the differences in individual understanding. The language of the assent form must
be consistent with the cognitive, social and emotional status of the child. It must
be simple and appropriate to the age of the child. Points to be included in the
assent form are as given below:

o an explanation about the study and how it will help the child;

o an explanation of what will be dene in the study, including a description of any
discomfort that the child is likely to feel;

o the contact information of the person whom the child can approach if she/ he needs an
explanation; and

o a paragraph emphasizing that the child can refuse to participate in the study and if
she/he chooses to do so, the treatment at the centre will not be compromised.

o The above list is not exhaustive and may be dealt with on a case to case basis.

o Waiver of assent: All the conditions that are applicable to waiver of informed
consent in adults also apply for waiver of assent in children. See section 5.7 for
further details. If the available intervention is anticipated to definitely benefit the child
but would be available only if the child participates in the study, waiver of assent
could be allowed. However, this situation should be accepted only in exceptional
cases where all forms of assent/consent have failed. In such cases, approval of the EC
should be obtained.

There is no need to document assent for children below 7 years of age.

For children between 7 and 12 vears, verbal/oral assent must be obtained in the presence

of the parents/L AR and should be recorded.

For children between 12 and 18 years, written assent must be obtained. This assent form

also has to be signed by the parents/LAR.

Adolescents may have the capacity to give consent like adults. However, as they have not attained
the legal age to provide consent, it is termed as assent and the consent of the parents/LAR should be
obtained, If the latter will affect the validity of the study, waiver of consent from the retevant adult should
be taken and recorded with the approval of the EC, for example, in behavioural studies in 1V drug users
where parental consent may not be possible.
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6.6

6.6.1

6.6.2

6.6.3

6.6.4

6.6.5

6.7
6.7.1

6.7.2

6.7.3

6.7.4

6.7.5

6.7.6

Research involving sexual minorities and sex workers:-

There are unique challenges associated with research on sexual minorities and sex
workers such as privacy, confidentiality, possibility of stigma, discrimination and
exploitation resulting in increased vulnerability.

Protection of their dignity and provision of quality healthcare under these
circumstances should be well addressed in the research proposal, preferably in
consultation with the community before the proposal is finalized.

It would be advisable to have a representative of the sexual minority group/ lesbian/
gay/bisexual and transgender (LGBT) community as a special invitee/member to
participate in the meeting of the EC if there is a research proposal involving these
participants. .

The EC can suggest setting up of a community advisory board to act as an interface
between the researcher(s) and the community.

Among the LGBT community there are inhibitions between the different groups. so
details of the research should be explained to each group separately.

Peer educators or champions among the LGBT community could be educated and
sensitized first. They would in turn explain the details to the potential participants
from the community who would then understand them better.

Research among tribal population

Research on tribal populations should be conducted only if it is of a specific
therapeutic, diagnostic and preventive nature with appropriate benefits to the tribal
population.

Due approval from competent administrative authorities, like the tribal welfare
commissioner or district collector, should be taken before entering tribal areas.
Whenever possible, it is desirable to seek heip of government functionaries/local
bodies or registered NGOs who work closely with the tribal groups and have their
confidence. '

Where a panchayat system does not exist, the tribal leader, other culturally
appropriate authority or the person socially acceptable to the community may serve as
the gatekeeper from whom permission to enter and interact should be sought.
Informed consent should be taken in consultation with community elders and persons
who know the local language/dialect of the tribal population and in the presence of
appropriate witnesses.

Even with permission of the gatekeeper, consent from the individual participant must
be sought.




6.7.7

6.7.8

6.8

ULNERABILITY

Additional precautions should be taken to avoid inclusion of children, pregnant
women and elderly people belonging to particularly vulr_lerable tribal groups (PVTQ).
Benefit sharing with the tribal group should be ensured for any research done using

tribal knowledge that may have potential for commercialization.

Research involving individuals with mental illness or cognitively
impaired/affected individuals

Mental illness: According to the World Health Organization, mental disorders
comprise a broad range of problems, with different symptoms. They are generally
characterized by some combination of abnormal thoughts, emotions, behaviour and
relationships with others. According to the Mental Healthcare Act, 2017, “mental
illness” means  a substantial disorder of thinking, mood, perception, orientation or
memory that grossly impairs judgment, behaviour, capacity to recognize reality or
ability to meet the ordinary demands of life, mental conditions associated with the
abuse of alcoho! and drugs, but does not include mental retardation which is a
condition of arrested or incomplete development of the mind of a person, specially
characterized by subnormality of intelligence. Presence of a mental disorder is not
synonymous with incapacity of understanding or inability to provide informed
consent.

Cognitively affected or impaired: Conscious mental activities such as thinking,
understanding, learning and remembering are defined as cognition. Those in whom
these activities are not fully functional are regarded as cognitively impaired. Such
individuals or groups include people who are without full intellectual potential
(intellectually disabled, previously called mentally retarded), unconscious, suffering
from a number of neuropsychological disorders such as dementia or delirium, and
those who cannot fully comprehend or participate in the informed consent process,
either temporarily or permanently. Other sources or reasons for cognitive impairment
affecting the ability to give informed consent include, but are not limited to, being too
young (children do not yet develop the necessary cognitive abilities to give informed
consent); being in extreme pain; being under the influence of medication, illicit drugs
or alcohol, mental retardation; and traumatic brain 'injury (that causes
unconsciousness or cognitive impairment while conscious).
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6.8.1

6.9

6.9.1

6.9.2

6.9.3

There are some psychiatric conditions that may lead people to cause risk or harm to
themselves or others.

+ During the informed consent process, prospective participants must be
informed about how the researcher will address a participant’s suicidal
ideation or other risks of harm to themselves or others.

e It should be disclosed to the participant that her/his confidentiality may be
breached for reporting to family members, police, or other authorities or
they may have to be admitted in the hospital upon expression of such
thoughts of harm to self or others.

e While some interventions, like hospitalization and treatment for
suicidality/ homicidal ideas, may be primarily for the participants® own
benefit, they themselves may not perceive these as such and may want to
refuse to participate in a study if any such interventions are required.

e Interventions should be of short duration, as least restrictive as possible
and invoked only when necessary, in accordance with relevant laws.

e Some research designs may reduce or violate human participant
protections/rights  or specific requirements of informed consent by
resorting to deception in order to achieve the objectives of the research for
public good. Types of deception that can be used in a research plan are
described in Box 7.5. All such studies should be reviewed by the EC very
carefully before approval.

Individuals who have diminished autonomy due to dependency or being

under a hierarchical system

While reviewing protocols that include students, employees, subordinates,

defence services personnel, healthcare workers, institutionalized individuals,

under trials, prisoners, and others the EC must ensure the following:

Enrolling participants as described above is specifically pertinent to the

research questions and is not merely a matter of convenience.

Individuals in a hierarchical position may not be in a position to disagree to

participate for fear of authority and therefore extra efforts are required to

respect their autonomy.




6.9.4 It is possible for the participant to deny consent and/or later withdraw from
the study without any negative repercussions on her/his care.

6.9.5 Mechanisms to avoid coercion due to being part of an institution or hierarchy
should be described in the protocol.

See Section 5 for informed consent issues.

6.10 Patients who are terminally ill
Terminally ill patients or patients who are in search of new interventions
having exhausted all available therapies are vulnerable as they are ready to
give consent for any intervention that can give them a ray of hope. These
studies are approved so that the scientific community or professional groups
do not deny such patients the possible benefit of any new intervention that is
not yet validated.

6.10.1 Since therapeutic misconception is high there should be appropriate consent
procedures and the EC should carefully review such protocols and recruitment
procedures.

6.10.2 Additional monitoring should be done to detect any adverse event at the
carliest.

6.10.3 Benefit-risk assessment should be performed considering perception of
benefits and risks by the potential participant.

6.10.4 The EC should carefully review post-trial access to the medication, especially
if it is beneficial to the participant.

6.11 Other vuinerable groups
Other vulnerable groups include the economically and socially disadvantaged,
homeless, refugees, migrants, persons or populations in conflict zones, riot
areas or disaster situations. Additional precautions should be taken to avoid
exploitation/retaliation/ reward/credits and other inducements when such
individuals are to be recruited as research participants.

6.11.1 Autonomy of such individuals is already compromised and researchers have
to justify their inclusion.

6.11.2 ECs have to satisfy themselves with the justification provided to include these

participants and record the same in the proceedings of the EC meeting.

¢
-----




6.11.3 Additional safety measures suggested earlier in the guidelines should be
strictly followed by the ECs.

6.11.4 The informed consent process should be well documented. There should not
be any undue coercion or incentive for participation. A person’s refusal to
participate should be respected and there should be no penalization.

6.11.5 The EC should also carefully determine the benefits and risks of the study and

examiine risk minimization strategies.




SOCIAL AND BEHAVIOURAL SCIENCES RESEARCH FOR HEALTH

7.0  The context of health research using methods from the social and behavioural
sciences is often different from clinical, biomedical and public health
research. Social and behavioural sciences include, but are not limited to,
anthropology, sociology, psychology, philosophy, political science,
economics, history, communications and education. Many of these research
initiatives are relevant in the mid to long term for knowledge production,
science and society. Such research efforts will also have scholarship value
besides relevance for policy and programme development, providing a deeper
understanding of explanatory factors. Moreover, social science research
informs policy-making activities about the various facets that can be
considered to ensure that social equity and intersectionality of populations are
accounted for. Sometimes such studies are done as a precursor to the
execution of major IR and programme evaluation projects. Similarly,
community behavioural studies or formative research on cultural and
geographical contexts are conducted before introduction of new interventions
and refinement of existing ones. Thus, depending upoﬁ the context, social
science studies can also have immediate and immense relevance to
development and refinement of programmes and policies. To be judicious and
ethical in understanding and assessing human behaviour, the details of
symbolic communication of culture, which includes a group’s skills,
knowledge, attitudes, values and motives, have to first be understood as they
influence a participant’s response to research. Ethical relativism applies to
moral diversity among different cultures and societies. In the Indian context,
this is evident due to multi-religious, caste, class, endogamic, gender and geo-
ethnic variations which are important characteristics of society that need to be
considered in socio-behavioural research proposals. In view of the above, ECs
should be aware of the challenges that may be encountered in the process of
conducting such studies.

7.1 Some key features

7.1.1 Conventional social science research on health underscores the importance of

bringing contemporary contexts to biomedical and health research.

=
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SQCIAL AND BEHAVIOURAL SCIENCES RESEARCH FOR HEALTH
7.1.2 Tt has now emerged as a cross-cutting area of enquiry relevant to almost every
type of medical, biomedical, clinical and health research such as clinical trials,
epidemiological research, programme evaluations, implementation research,
genetics, research on disaster and conflict contexts.

7.1.3 The principles of social science research ethics, with rights and
responsibilities of the different stakeholders including participants,
researchers, reviewers, publishers, etc., are similar to those for biomedical and
public health research.

7.1.4 There are, however, specific ethical issues involved in social and behavioural

sciences studies as given in Box 7.1,

1. Risks are non-measurable and dynamic in nature and therefore might be misconstrued as
no/minimum risk research.

2. PP's obligations related to data sharing, incidental findings and post-research benefits to the
study population would need to be reviewed by the EC on a case-by-case basis, and prior
approval from the EC should be obtained for any exemptions,

3. What wouid constitute ancillary care during such research needs to be carefully considered on a
case-by-case basis by the EC.

4. As part of the research protocols, socially, legally, medically and technically unacceptable
practices and behaviour may be discovered, documented, or observed. While researchers are not
required to interrupt such behaviours to determine the truth, they must document these in the
research findings and appropriately disseminate the findings for the larger social good.

5. While maintaining the privacy and confidentiality of the respondent’s identity, researchers have
an obligation to report the extent or the patterns of behaviour. such as suicidal tendency or

infanticide, to the concerned authorities.

7.1.5 Ethical challenges are more pronounced in collaborative research (national or
international) due to possible inequity of expertise and knowledge access
between partnering institutions and researchers, and funding relationships. See
section 3.8.3 for further details.

7.1.6 Appropriate experts/expertise of EC members in the social and behavioural

sciences domain are an essential aspect to address the above challenges.

—
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7.2
7.2.1

Design and conduct of the study is important for a meaningful outcome in

social and behavioural research. See Box 7.2 for further details.
Gonsiduration for appropriste design and conduct of study

Like any other research, the réséérchcrs ‘must ensure that the proposed studies are scientifically sound, built
on an adequate prior knowledge base, and are likely to generate valuable intormation.

In socially stratified groups and communities, researchers must spend time to become conversant with
cultural norms and practices in order to develop strategies to build trust and negotiate power in ways that
do not put research participants at risk.

In some types of research within communities, appropriate interpreters would be required. They need fo
be carefully selected, keeping in mind the hierarchies existing in the context. A local person from the
same village in which the research is to be conducted should not be used as an interpreter. Instead, an
interpreter should be chosen from some other nearby viflage so that her/his vulnerability and perceived
threat from other participants can be mitigated. Institutions should develop or have SOPs for handling
deteriorating situations, including a pre-tested communication plan.

The information about these norms/practices should be collected from reliable and multiple sources
including multiple persons/groups, which should be mentioned in detail. This knowledge should be
considered while deciding the group of participants and style of interview/investigation. However, the
final decision about rectuiting the participant should be based on the participant’s and her/his family’s
opinion about norms/practices. These issues become particularly pertinent in cases of research that
involve patriarchal or restrictive communities.

Ficld work challenges for rescarch team — Research team members may sometimes be subjected to
unforeseen situations which may involve trauma, humiliation and threats of violence. Training should

be given to the research team to meet such challenges.

7.2.2

Ethical review
There are some unique features of social and behavioural sciences research
which need to be considered by the EC on a case-by-case basis. See Box 7.3
for further details.

Box 7.3 Considerations by the EC for ethical review

Social and behavioural sciences research approaches are not always positivist and, therefore,
articulation of a hypothesis may not be possible at the beginning of the research.
Instruments/documents are developed during the course of the research; are reflective; and may keep,
changing as the research progresses. The EC must be kept informed about these changes and
appropriate re-consent taken from participants.

The rescarcher must take prior permission from the EC with justifiable teasons for audio/video
recording of participants’ interviews.

T
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7.2.3

7.2.4

Risk assessment
Participants of research in behavioural and social science face the potential of
being exposed to significant and unique harm which may not be limited to
physical harm. The researchers, research team and EC must recognize the
cultural context and associated harm related to dignity as well as social and
informational harm. This will avoid hurting or transgressing rights of the
participants/community,

¢ Harm to dignity is likely to occur when individuals are not treated as
persons with their own values, preferences, and commitments, but rather
as mere means not deserving of respect. This is also sometimes classified
as another form of negligence. It may result in individuals feeling hurt,
humiliated, excluded, dismissed or unfairly treated.

* Psychological and emotional harm may result from participating in a
study where memories of traumatic experiences such as disasters (natural
or otherwise), violence, conflict, abuse, assault and other such conditions
need to be revisited by the participants. This may also affect and
compound the vulnerabilities of participants already experiencing post-
traumatic stress disorder (PTSD).

* Social harm is a non-medical adverse consequence of study participation,
including difficulties in personal relationships and stigma or discrimination
from family or community. Social harm can be related to personal
relationships, travel, employment, education, health, housing, institutions
(government/non- government) and others.

* Informational risk is the potential for harm from disclosure of
information about an identified research participant to others. For much of
social and behavioural research, informational risk is one of the primary
risks.

Risk mitigation

Measures should be employed to minimize potential risks and their negative

impact, such as short- and long-term adverse impacts on participants of

studies on abortion, sexual abuse and other sensitive subjects. These measures
should be incorporated into research methods, with special reference to

hierarchies that exist in the social context where the research is undertaken.
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7.2.5 Community engagement
While devising methods and interpreting observations, researchers should
engage potential participants and communities in a meaningful participatory
process that involves them in an early and sustained manner in the design,
development, implementation and monitoring of research, and in the
dissemination of its results.

7.2.6 Informed consent
Human participants in a proposed research study must be informed about the
nature of the research project, and researchers/research teams must obtain
their voluntary consent prior to their participation in the study. The different
types of informed consent processes in social and behavioural sciences
research are provided in Box 7.4.
Box 7.4 Informed consent in social and behavioural sclences rasearch-on-health

1. Community consent/gatekeeper consent/individual consent: Individual informed consent has to be
taken after obtaining the permission of gatekeepers, such as community heads or leaders/ culturally
appropriate local authorities/healthcare providers/institutions or organizations responsible for
community welfare or their appointed advocates. Consent procedures must respect local cultural
customs, however, community traditions do not substitute for individual consent unless a waiver
has been granted.

6. Participant consent: Researchers must develop culturally appropriate ways to communicate
information necessary for adherence to the standard required in the informed consent process.

7. Selective withholding of study information: ECs may permit selective withholding of
information/hypothesis of the study in the consent form for achieving overall social and public
good, without influencing the outcome of the study. On compietion of the research, the
participants should be de-briefed. if applicable. Authorized deception as described in section 5.11
is also applicable here.

8. Participant refusal: Ofien the power differences between participants and researchers in India make
it difficult for people to explicitly refuse to participate. Researchers should be alert to cultural
symbols of refusal, such as body language, silence, monosyllabic replies, or restlessness that
communicate discomfort. They must not persist with the research under these circumstanices,

9, Relational autonomy: Individuals are socially embedded wherein the person’s identity is shaped by
social determinants, such as caste, class, ethnicity and gender. Therefore, the participant may not
be autonomous in decision making. Right to autonomy must be understood in relation to
substantive equality of opportunity, sufficient social support and conditions for seif-respect.
Accordingly, concerns about social justice must be central to any adequate conception of
individual autonomy. The EC may take into account this context with due diligence regarding the
vulnerable status of prospective participants during revicw, for example, a woman asking her
husband or family before giving consent.

10. Waiver of informed consent: 1f the research has important social and public health value and poses
no more than minimal tisks to participants, the EC may waive the requirement for individual
informed consent if it is convinced that the research would not be feasible or practicable to carry
out without a waiver, for example, research on harmful practices. See section 5.7 for further

details.
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7.2.7

7.2.8

7.2.9

SOCIAL AND BEHAVIOURAL SCIENCES RESEARCH FOR HEALTH

Privacy and confidentiality

Privacy and confidentiality of research participants should be considered
while selecting sites for data collection, choosing sensitive research areas,
specific contexts and settings. In some circumstances participants become
more vulnerable in research because of heightened psychological, social,
physical or legal risks. Breach of confidentiality in these types of research
may cause serious harm to vulnerable participants. It is important to protect
study participants from potential future risks and bharm by establishing
culturally sensitive and context specific safeguards.
Duty to disclose sensitive information
As mentioned in Box 7.1, researcher(s) may come across certain facts
detrimental to a participant’s self or others, such as suicidal tendency/ideation,
notifiable diseases. In such a situation, researchers have a responsibility to
disclose this information to relevant persons/authorities to save life or prevent
damage contemplated by the participant. Measures to be taken in such
instances are given below:

e If there is a high likelihood of getting sensitive incidental findings
during the research process, then the ways to handle these at individual,
family and community levels should be discussed and mentioned in the
protocol.

e Researchers and the EC should have a basic understanding of the legal
provisions in the related area. Persons with the necessary domain
knowledge and experience can be special invitees to EC meetings.

Studies Using Deception

Deception occurs when researchers provide false or incomplete information to

participants for the purpose of misleading them so as to achieve the study

objectives and for larger pﬁblic good. Research employing any type of
deception should undergo full committee review.

Research involving any kind of deception should:

e pose no more than minimal risk;

e not adversely affect the welfare and safety of the participants;
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e be conducted only when the research cannot be carried out without

deception;

e have an adequate plan for debriefing the participants after completion of
the study, if appropriate;

o disseminate results of research to the participants, if applicable; and

e Be carefully reviewed by the EC.
Box 7.5 Types of decaption

1. Active deception: Selective withholding of the information/hypothesis of the study in the consent form
along with giving incorrect information for achieving public good without influencing the outcome of
the study, for example, psychology, neure- behavioural, behaviour intervention study.

2 Incomplete disclosure: I'research involves incomplete disclosure but no deception.

3. Authorized deception: Unlike in active deception, participants are informed that they would be
deceived prior to the research but the nature of the deception will not be disclosed or research will not
be described accurately or some procedures will be deceptive. Such revelation provides the
participants an opportunity to decide whether or not to participate on these terms.

7.2.10 Safety of participants
Support systems, such as access to counselling centres, rehabilitation centres,
police protection, etc., should be in place when research is on a sensitive
issue, such as mental health, gender based violence and social exclusion and
discrimination.

7.2.11 Safety of research teams in the field
The safety of the research team is the responsibility of the institution, sponsors
and local authorities, particularly in research on sensitive topics or in sensitive
research settings since there would be a possibility of the researcher or
research team being subjected to disturbing instances while conducting the
research. Besides providing safety, including insurance coverage, and giving
training to the researcher or research team to meet such challenges, setting up

community advisory boards could be helpful to ease the situation.
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SOCIAL AND BEHAVIOURAL SCIENCES RESEARCH FOR HEALTH
7.2.12 Qualitative research

The knowledge gathered through qualitative research is interpretative based

on the observation and its analysis by the researcher or research team which is

socially constructed at individual and socio-cultural levels.

Informed consent is very often dynamic in nature and negotiable. When
written consent may not be possible, other means could be used and
documented.

The EC may look at issues that pertain to the design involving researcher—
participant relationships, informed consent process and conduct of the
research. |

Preliminary activity of observation for preparing notes, before actually
initiating research based on the observation, need not be submitted for
EC’s review. However, any ethical issues arising even during that
preliminary phase, before actual collection of data, should be included in
the research proposal for review by the EC.

On some occasions/in some observational research the EC may approve
waiver of consent, provided mechanisms for maintaining privacy and
confidentiality are justified.

In collaborative research, it is desirable to establish a rapport with the
community to be engaged in research through the gatekeepers or
community advisory boards.

Sharing raw data and notes with repositories, researchers, peer community,
institutions, and funders is increasingly becoming a requirement for
transparency in research.

Sharing raw data including audio-visual material should protect
confidentiality of the individual and research setting by sufficiently
processing data to mask identifiers before sharing.

Researchers have a duty of disclosure to share research findings in
aggregated form and relevant information in a user-friendly format with
community leaders, gatekeepers and communities without disclosing
individual identities. They must also share these findings and relevant

information with the participants.




SECTIONS
BIOLOGICAL MATERIALS, BIOBANKING AND DATASETS
Biological materials or biospecimens or samples include biological fluids,
such as blood, dried blood spots, body fluids, urine, tissues, organs, cord
blood, oocytes, sperm, semen or embryos. These may be stored or
prospectively collected.
A repository or biobank is an organized collection of resources that can be
accessed to retrieve human biological material and data for research purposes.
The bio resources would therefore be protocol-based prospective collection of
biospecimens, left-over samples after clinical investigations or research
proposals, biopsy materials, surgical or autopsy specimens/tissues, embryos or
foetuses, cell lines, or waste materials like abandoned organs/tissues.
Repository activities involve three components: collection of biospecimens
and/or data; storage of biospecimens and data including its management; and
retrieval and disbursement to researchers.
A dataset is an organized collection of data and information maintained in
physical and/or electronic/digital form that can be used for biomedical and
health research. Besides data related to biospecimens as in biobanks, there are
other repositories like disease registries, health surveys, disease surveillance,
census data and even personal health records in health-care institutions which
may have huge potential for subsequent research. The data may be from small
numbers to large numbers or whole population. Examples of biobanks and
datasets are lceland’s deCODE biobank, National Institute of Mental Health
and Neurosciences (NIMHANS) Brain Bank, Tumour Tissue Bank at Tata
Memorial Hospital (TMH), Census data, NFHS data, Cancer Registry of
India, CTRI, etc.
Biobanking
A biobank is an organized collection of human biological materials with
usually associated dataset stored for years in appropriate facilities for research
and potential commercial purposes with inbuilt policies for transparency. The
space occupied by organized collection of these materials and data is termed
biorepository. Research on such biospecimens or samples and/or related
datasets may not directly involve the individuals. Biobanks involve

governance of collection of biological material, processing, storage with \
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8.1.1

BIOLOGICAL MATERIALS, BIOBANKING AND DATASETS
associated data, and dissemination of samples and/or data through sharing
with other researchers and overarching ethical oversight. The biological
materials could be kept for research, assisted reproductive technology (ART)
purposes or for forensic purposes. The stored samples in these biobanks can
range from small numbers in researcher’s refrigerator to departments, research
institutions including universities and non-profit organizations, judiciary
custody, pharmaceutical companies and may extend into large warehouse like
facilities at a single site or a chain of facilities with central coordination which
provide medical, genetic and life-style related data. Thus biobank may be very
large with public or private funding, for commercial or non commercial use
and on other hand may be small limited to a researcher who stores samples in
the laboratory or at institutional level where common facility is available for
storing samples. Biobanks can also store non-human materials, such as plant,
animal, microbes and parasites, but for the purpose of these guidelines this
section will only pertain to human biomaterials and/or related data.

There is a need to comply with all the safety requirements and sets of
universal standards, testing of biomaterials and biocompatibility as per
relevant regulatory standards. The testing of such standards could be done in a
NABL certified laboratory.

As biobanking concerns storage and research at a later time, the ethical issues
pertaining to consent requirements for the collection and banking and further
uses of tissue and DNA samples and/or data are the same but with greater
responsibilities concerning their ownership, access and benefit sharing to the

individual or community. Therefore, to prevent any exploitation and protect

the rights of donors, the main requirements are individual informed consent,

clarity on custodianship, approval of the EC and the repository governance
committee and post-research benefit sharing, wherever applicable.

Samples can be classified in a variety of manner. Samples classified on the
basis of availability of attached identifying information are provided in Table
8.1.
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BIOLOGICAL MATERIALS, BIOBANKING AND DATASETS

8.1.2 Privacy of donor and confidentiality related to biological materials and/or

data
This pertains to both personal identifiers and the related data of the
participant. Some key points for maintaining privacy and confidentiality
related to donors are listed in Box 8.1

8.2 Storage of biospecimens and data with personal identifiers

8.2.1 Informed consent, confidentiality, privacy and re-consent are largely
influenced by the degree of identifiability, whether the biospecimens and data
are anonymized or not. As a general principle, research must be conducted on
least identifiable data.

Table 8.1 Types of samples
Anonymous or  No identifiers arc present. from the start.or if collected, are not maintained. Such ssmples
unidentiﬁed are received by biohanks without any identifiers and supplied to. researchers
Auonymlzed This involves systematic de-identification, reversible or irreversible: link of samplesldata
to personal identity is reversibly or irreversibly cut.
Coded or reversibly anonymized:  Irreversibly anonymized:: _
_There s an indirect tink of sample/ Link to the participant’s identity is rcmﬂved and
data to the participant’s identity with cannot be re-linked. ' ' ;
restricted access. This link could be re-
linked if required; therefore, it-may
~ also be bermed reversible
Identifiable A dtrect llnk of samplc/data to the partlc;pant 3 identity exists.

Box 81 Confilentiiy and nrivacy 6f dombrs rebited to Hiokgical it isdior duta

Some key aspects related to maintaining confidentiality and privacy of donors of biological materials
and/or data:

1. The procedure of anonymization minimizes the connection between the identifiers and the stored
sample or medica! data by delinking the person from her/his biological matertal.

2 Maintaining confidentiality of data and respecting ethnic identity is of prime importance,
especially in population based genetic studies.

3 More precautions should be sought when the research pertains to stigmatizing diseases.

4. When data pertains to epidemiological and public health practice or research, it may be dealt

with in the manner described in section 8,
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BIOLOGICAL MATERIALS, BIOBANKING AND DATASETS

8.2.2 Under certain circumstances, some degree of identifiability may have to be
retained for reasons related to the research. For example, anonymized data or
specimens will not allow later withdrawal of consent by an individual, while
in the coded category, this will be possible. In the latter scenario, the
custodians of the respective biorepository or biobank have a greater
responsibility to take adequate measures to safeguard the codes and the data
so as to respect the privacy and confidentiality of individual research
participants.

8.2.3 Permissibility of a certain research design, acceptability of benefits versus
risks, and adequacy of the informed consent, will thus have to be assessed by
the EC on a case- by-case basis, taking into account specific contextual and
potential vulnerability factors of the participants and the sensitive nature of
the proposed research.

8.3 [Ethical issues related to donors

8.3.1 Informed consent for biobanking poses specific ethical issues as the aims of
scientific study based on which biospecimens are collected and stored in a
biorepository are not defined clearly at the time of collection when there are
no specific end points and there is a time lag between the collection of the
sample and its use in research.

8.3.2 The issues involve multiple stages at which consent needs to be administered
— storage, analysis of the biospecimens/sampies, use of data linked to the
sample, incidental findings, return of results to the participant, sharing of the
sample/data with other researchers/national or international institutions,
multicentre and multinational collaborations and potential commercialization.
These raise issues of access and benefit sharing.

Please pick one of the choices below:

a lagreeto allow my sample/biospecimen to be stored for future use for any biomedical research.

b [ agree to allow my sample/biospecimen to be stored for future use for specific disease such as cancer
rescarch.

c [ agree to allow my sample/biospecimen to be stored for future use for other pre- specified health
problems, such as diabetes, heart disease.

d. 1 do not wish to allow my sample/biespecimen to be used in future research which is beyond the scope 1
have already consented for, unless researchers re-contact me to seek my permission.

¢ T do not wish to allow my sample/biospecimen to be used in future research. I do not want researchers to
contact me about future studies.

£ I wish to be informed/not to be informed about the results of my investigation.




Examples of different types of consent processes and their implications are given in

Box 8.3.

Blanket or broad consent: This is an open consent given only once to collect the sample, store it
and use it for any research at any time in future without the need to revert to the individual for a
re-consent. A consent mode! that allows for current and future access and use of samples or data
for research without necessarily specifying what the focus of such studies might be.

Tiered consent: This model of consent offers several options from which participants can
choose. It includes an opt-in option for future use specifying general permission, or use only
related to some aspects of research, sharing of biospecimens/data benefit sharing, etc. It also
takes into consideration return of results for which options are also provided for consent. See
section 11.4.4 for further details.

Specific consent: Consent is obtained for a specific research purpose. Participants are re-
contacted for every new use of their stored samples/data if the scope of research is outside that
for which they had originally given consent.

Delayed consent: It may be administered in the post-medical procedure period when
biospecimen or data may be collected for appropriate research from critically ill patients who
may not have given prior consent for research. Consent may be taken from the participant or
LAR when it is practical.

Dynamic consent; This consent is different from one of static, paper-based consent and involves
an ongoing engagement and interactions over time with participants to re-contact in response to
changing circumstances using technology based platforms. It incorporates a flexible,
configurable, technology-based design accommodating both participant and researcher needs.
Modern longitudinal biobanks equipped with advanced technology strive for this type of
consent.

Withdrawal of consent or destruction of sample: The donor has the right to ask for destruction of
herthis collected sample(s) and discontinuation/withdrawal from participation in the research. In
longitudinal studies, a participant may withdraw from one component of the study, like
continued follow-up/data collection when withdrawal may be referred to as partial.

Waiver of consent: While using anonymized (de-identified) samples/data, researchers should
seck the approval of the EC of the institution or the repository for waiver of consent from
donors.

Re-consent

* Secondary or extended uses of stored samples/dataset: In such an instance, one of the
preliminary considerations for ECs must be to identify the circumstances under which the
research requires re-use of collected identifiable biological material to generate the data or
utilize the pre-existing identifiable dataset. This must also include review of the informed
consent obtained originally to see if re-consent is warranted. There may be situations where
consent would be impossible or impracticable to obtain for such research, in which case the
research may be done only after independent evaluation by an EC (Declaration of Helsinki,
October 2013).

¢ Paediatric donors: In longitudinal studies once the child donor attains the legal age of
consent a re-consent should be sought for the storage and use of her/his tissue or sample. In
paediatric biobanks or biobanks with paediatric samples it is important to address the issue
of children reaching legal age of consent. Sometimes re-contact may lead to withdrawal,
resulting in limited data analysis. This may lead to bias or it could evoke emotional distress
about past research, On the other hand; re-consent may give the participant the power to
agree. A biobank should decide the pelicy it would like to adopt for re-contact,




8.4

8.4.1

8.4.2

8.4.3

BIOLOGICAL MATERIALS, BIOBANKING AND DATASETS
Ethical issues related to research
Biobanks can use the stored material/data for doing research themselves or
they can outsource or supply such material/data to other researchers or
institutions on a non- profit basis.
Ownership of the biological samples and data: The participant owns the
biological sample and data collected from her/him and therefore, could
withdraw both the biological material donated to the biobank and the related
data unless the latter is required for outcome measurement and is so
mentioned in the initial informed consent document. Complete anonymization
would practically make the original donor lose the right of ownership.
Biobanks/institutes are the custodians or trustces of the samples and data
through their ECs as their present and future use would be done under
supervision of the respective ECs. Researchers have no claim for either
ownership or custodianship.
Transfer of biospecimens: An MTA should be executed if the biospecimens
are likely to be shipped from the host institution to collaborating institutions
within the country or abroad. The EC should oversee the process of the in-
country and international material transfer. Mandatory regulatory clearances
with appropriate MoU are required if biospecimens are to be sent overseas.
See section 3.8.3 for further details. Directorate General of Foreign Trade
(DGFT) has issued a notification related to transfer of human biological
material for commercial purposes.
Secondary or extended uses of stored samples/re-consent: The EC will
examine circumstances under which the biological material or the data were
originally collected and informed consent obtained. The decision about
anonymization/informed consent waiver or re-consent will be made on a case-
by-case basis as provided in Box 8.4

The following must be considered when stored samples are to be used:

1. whether the proposed use is aligned with the original consent given for the earlier research and

sctutinize the validity of the objectives of the new research;

[¥]

&

whether provisions for ensuring anonymity of the samples for secondary use are stated,
whether the permission of LAR is obtained for post-mortem uses of samples;

whether the consent form mentions retention and various possible future uses of tissues in the

form of a tiered consent; and

5. Whether provisions have been made for allowance of waiver of consent if the donor is not

traceable or the sample/data is anonymized or it is impractical to conduct the research.




8.4.4 Return of research results to individual/groups

There are several possibilities which may be appropriate for a particular

research and, according to the suitability, could be included in the participant

information sheet/ informed consent document for biobanking.

Results of the study should be communicated back to the providers of
samples/data.

If the findings are in an aggregate form, the participant will not be able to
receive any feedback on individual data.

Wherever applicable, research findings in aggregate form (which does not
reveal individual results) must be discussed with the community,
especially when research involves populations who are more vulnerable,
such as tribal populations, ethnic groups and people living with certain
diseases.

In the absence of an appropriate mechanism to deal with informational
harm that can occur if participants are provided feedback when they are
not prepared to face it or if it is not actionable or when such information is
unrelated, a lot of distress could be caused to participants-concerned.

At the time of sample collection, it may be a good approach to offer
donors the choice of receiving the results of the research whether they are
beneficial or not. Participants may also choose not to be contacted about
their results. Another alternative is to give participants the option of
receiving an aggregate report of all the results of the study which could
become a shared benefit for the community. The aforementioned options

may be incorporated in a tiered consent.




BIOLOGICAL MATERIALS, BIOBANKING AND DATASETS
8.4.5 Benefit sharing
Biological materials and/or data have potential commercial value but the
participants’ contribution and their share in this benefit is very often not
known to them. The informed consent document should emphasize this aspect
with necessary clauses for clarity about benefit sharing. See Box 8.5 for
further details.

Box 8.5 Considerations for benefit sharing

1. The document should describe whether donors, their families, or communities would receive any
financial or non-financial benefits by having access to the products, tests. or discoveries resulting from
the research.

2. The benefits accrued, if any, should be returned to the communities from where the donors were drawn in
community-based studies.

3. To the maximum extent possible, benefits should be indirect or in kind.

8.4.6 Role of the EC
ECs play a key role in oversight and use of the bio- and data repositories for
research, scientific and public health programmes. Research proposals, which
require biorepository services including material transfer and available data
sets, should be reviewed by the EC, either an institutional one or that of the
biorepository. '

8.5 Biological material/data in forensic departments of laboratories
Specimens collected for forensic purposes and related or unrelated data (DNA
profiling) offer a good source for academic research after the initial purpose
has been served. Data sharing with researchers across the globe is a common
practice for refining techniques to develop biomarkers, which could identify
missing persons in most difficult circumstances (for example, highly
decomposed bodies, disaster situations). In academic institutions, there is a
demand for organs and tissues for education, training and research purposes.

8.5.1 Informed consent: If there is no written consent by the deceased person
permitting use of organs or tissues, the family can be approached for consent
for use of left-over organs or tissues.

8.5.2 No consent would be required if sample or data is anonymized.

8.5.3 If the deceased has no claimant then forensic officials will be authorized to
give permission for use of material/data from its sources and be responsible

for use of unclaimed cadavers.
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8.5.4 The quantity of tissue taken should ideally be minimal, particularly if it is
seen externally on the body in order to preserve the dignity of the dead and be
culturally acceptable by the next of kin or closest relative or friend.

8.5.5 The information in the informed consent document should state what
tissue/organ will be retained, who will be the custodian, duration of storage of
sample, what type of research would be conducted and method for disposal of
the remains.

8.5.6 Genetic research or revelation of any other stigmatizing factors like HIV, etc.
in the deceased may have implications for family members. In such instances,
all ethical requirements as in the case of live participants should be followed.

8.5.7 The role of the EC is to review and approve the type of consent — broad, tiered
with or without option to opt-out or specific and to assess from whom it
would be taken — the family, closest relative or friend — or whether sample
anonymization should be done.

8.6 Governance of biobank/biorepository
Institutions where data are collected and archived must have an established
governance structure with the following requirements for regulation.

8.6.1 Each bio repository should have its own technical authorization committee
with representation of both science and ethics and external members. This
committee should function in tandem with the EC.

8.6.2 A technical authorization committee, indigenous to the biorepository, should
govern collection of specimens, disbursement of biospecimens and data to
researchers. The same committee should also oversee regulatory aspects like
execution of MTA or data transfer agreement (DTA) for transfer of
biospecimens and/or data to other institutions.

8.6.3 Stand-alone huge repositories should have separate technical authorization
committees and ECs to undertake the above-mentioned tasks.

8.6.4 The biobank should have well-structured SOPs and clear guidelines for
collection, coding, anonymization, storage, access, retrieval and sharing of
biospecimens and data. '

8.6.5 The technical authorization committee/governance committee could comprise
members such as clinicians, geneticists, lawyers, basic scientists, sociologists,

epidemiologists, statisticians and ethicists. =
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8.7
8.7.1

8.7.2

8.7.3

8.74

BIOLOGICAL MATERIALS, BIOBANKING AND DATASETS

Special issues related to datasets

With increasing ease of establishing and maintaining large repositories the
primary objective of data collection and storage in some of these databases
may not be research but with advances in information technology (IT) and
decreasing costs, they offer a huge potential for subsequent research as well as
commercialization. Whenever such repositories are used for purposes of
research or for subsequent commercialization, it must follow the expected
requirements of any other health-related research with due diligence,
including review by an EC.

There is also a proliferation of data mining and other data science tools that
can be employed on existing databases for research purposes to reduce costs
and health related processes. EC approval is required to establish legitimacy
of the purpose for data mining, access control and about the usefulness of
information for particular groups (such as rare disease group). Data privacy,
data accuracy, data security, and possibility of legal liability should be
ensured when the data is outsourced or sold. Auditing could be done to detect
misuse.

Health data is increasingly being collected outside of traditional healthcare
settings. Data is shared with third parties not only for research, but also for
commercial gain. Big data in health research raise a wide spectrum of ethical
issues, ranging from risks to individual rights, such as privacy and concerns
about autonomy to individuals. There are unique aspects, such as its data
sources, scale, and open access provisions. Ethical issues related to data
security, sharing, rights, benefit sharing and others surrounding big data need
to be closely examined.

Databases maintained in electronic/digital formats, linked by internet or other
networks, using cloud computing technologies and those associated with big
data initiatives, may pose additional risks to privacy and confidentiality than
what is described under biobanks or traditional paper-based data repositories.
Hence, in such situations all reasconable measures must be adopted to respect

and protect privacy and confidentiality of individuals as given in Box 8.6




1. Ensure physical safety and security of the involved devices and computer servers

Take data security measures such as password protection
Provide differential and role-based controlled access to data elements for members of the research team

Ensure use of data encryption when data is transferred from one location/device to another

o wow

Ensure benefit sharing with owners and related legal issues since, unlike some other countries, India
does not have a data protection act as yet

8.8 Contingency plan
One of the important but often neglected ethical issues related to biorepository is
the legacy or contingency plan. Institutions should develop the contingent plans for
sustainability of the biobanks.
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RESEARCH DURING HUMANITARIAN EMERGENCIES AND

9.0

DISASTERS

A humanitarian emergency or disaster is an event or series of events that
représents a critical threat to the health, safety, security or well-being of a
community or other large group of people, usually covering a wide land area.
For the purpose of these guidelines, humanitarian emergencies and disasters
include both man-made and natural ones, some of which occur at periodic
frequency. Emergencies, such as an earthquake, tlood, mass migration,
conflict and outbreak of disease, leading to substantial material damage
affecting persons, communities, society and state(s), create an imbalance
between capacity and resources to meet the needs of the survivors or the
people whose lives are threatened during that period. Research is necessary in
such circumstances to enable provision of efficient and appropriate health and
humanitarian response during the ongoing emergency and to be able to plan
for future emergency situations. Local, national or international responses and
preparedness, without interfering with measures to control the crisis or
ecology, are the key to reducing morbidity and mortality in such events.

Humanitarian emergencies raise complex issues. The health system,
communications, research infrastructure, and research governance
frameworks may be adversely affected during such situations, which create
challenges for the feasibility and oversight of conduct of research. While there
may be a need to undertake research quickly, this should not impact scientific
validity and the need to uphold ethical requirements. Close attention should be
paid to the effect of the emergency on perceptions of ethical questions, altered
or increased vulnerabilities, provider—patient and researcher—participant
relationships, issues related to integrity of studies and ethical review
processes. A unique challenge would be the response to rapidly evolving
health needs or priorities of those impacted by the humanitarian emergency
when the research cannot be conducted outside the humanitarian emergency
situation. Designing or adopting innovative relevant research, based on

rapidly evolving scientific and ethical uncertainties, which is expected to yield

scientifically valid results is another significant challenge. The other
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RESEARCH DURING HUMANITARIAN EMERGENCIES AND DISASTERS

challenges are inadequate time to design a study and lack of infrastructure
facilities and resources to conduct it within a disrupted physical-socio-cultural
environment. The role of ECs in such circumstances is very important in
reviewing protocols prepared for such emergency situation(s). Responsiveness
to the situation, supervision, training and prevention of heightened risk of
violence are other factors to be considered and planned.

Pre-emptive research preparation for future humanitarian emergency

A natural disaster of cyclical frequency is an expected phenomenon. The
following will be acceptable if a research is planned to study various
implications on humans and ecological effects on humans in these
circumstances.

Researchers and sponsors could make arrangements about research questions
to be addressed in the design, collection of samples and data, and sharing
mechanisms much in advance of a future humanitarian emergency.
Researchers could screen available and/or relevant draft research protocols to
expedite the review process.

The EC could review proposals prior to the occurrence of the emergency and

"determine who could be an acceptable LAR in the absence of intended LARs

(authorized/ acceptable) in such situations.

Informed consent requirements

Obtaining valid informed consent in humanitarian emergencies is a challenge
as the decisional capacity of the participants would be so low that they may
not be able to differentiate between reliefs offered and research components.
This should be very clearly distinguished during the informed consent
process.

Additional safeguards are required for participants due to their vulnerability,
for example, counselling, psychological help, medical advice and process of
stakeholder consultation.

The potential research participants might be under duress and traumatized.
Researchers should be sensitive to this situation and are obligated to ensure

that the informed consent process is conducted in a respectful manner.




RESEARCH DURING HUMANITARIAN EMERGENCIES AND DISASTERS

9.2.4 Researchers should strive to identify and address barriers to voluntary
informed consent and not resort to inducements for research participation.

9.2.5 The different roles of researchers, caregivers and volunteer workers must
always be clarified, and potential COI declared.

9.2.6 If research involves incompetent individuals (such as minors), then the LAR
should give consent. Additional protections might be required in special cases,
for example, children with untraceable or deceased relatives. In these
situations, the consent should be obtained from an individual who is not part
of the research team who should be designated by the institution/agency
conducting research.

9.2.7 For seeking waiver of consent, the researchers should give the rationale
justifying the waiver. EC should approve such a waiver after careful
discussion on the issue. See section 5 for further details.

9.2.8 When consent of the participant/LAR/assent is not possible due to the
situation, informed consent must be administered to the participant/LAR at a
later stage, when the situation allows. However, this should be done only with
the prior approval of the EC.

9.3 Risk-minimization and equitable distribution of benefits and risks

9.3.1 Considerations for fair selection of participants are described in Box 9.1.

1. Theoverall effortis notto over-sample. particuiarly vulnerable segments of the population.

2. Explicit selection criteria or prioritization of participants with proper justification should be provided in
the protocol.

3. Efforts should be taken to ensure that research participants are not exploited during the research project
by imposing additional burdens on them,

4, Tt is desirable to set up a DSMB to frequently review the data to check on risk quantum.

9.3.2 Efforts should be made to see that the positive results of a specific research
are applicable to future similar disaster situations.

9.3.3 Whenever possible, a priori agreement could be reached between
researcher(s) and disaster affected communities for benefit sharing, which
could be extended to future disaster affected communities wherever

applicable.
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9.4
9.4.1

9.4.2

9.4.3

9.5
9.5.1

9.5.2

9.5.3

9.5.4
9.6

Pi'ivacy and confidentiality
Disruption of governance, infrastructure and communication networks and
inflow of visitors during emergencies can lead to a breach of privacy and
confidentiality. In some situations, there can be stigmatization and
discrimination which shoutd be minimized at all stages of research.

Special efforts (culturally appropriate and scientifically valid) are required to
maintain dignity, privacy and confidentiality of individuals and the
communities.

Efforts should be made to protect the identifying information about
individuals and communities, for example, from exploitation by the print and
visual media.

Ethics review procedures

Research during humanitarian emergencies and disasters can be reviewed
through an expedited review/scheduled/unscheduled full committee meetings
and this may be decided by the Member Secretary on a case-to-case basis
depending on the urgency and need. If an expedited review is done, full
ethical review should follow as soon as possible.

Meticulous documentation and archiving are required to enable future
application in similar situations,

Suggestions to expedite the review process are given below:

e Measures such as virtual or tele-conferences should be attempted when
face-to-face meetings are not possible.

» [In exceptional situations, preliminary research procedures including but
not restricted to data/sample collection that are likely to rapidly deteriorate
or perish may be allowed while the review process is underway.

+ Available protocol templates could be reviewed to expedite the process.

* Re-review should be done if the emergency situation changes.

¢ In situations where members of local ECs are unavailable due to the
emergency, the ethics review may be conducted by any other recognized
EC within India for initiating the study, until the local EC is able to
convene its meeting, ECs should develop procedures to ensure appropriate
and timely review and monitoring of the approved research. On a case-by-
case basis, some protocols may require re- review as the emergency
situation may change with time and circumstances.

The EC should closely monitor the conduct and outcome of research.

Post-research benefit

Sponsors and researchers should strive to continue to provide beneficial
interventions, which were part of the research initiative even after the
completion of research and till the local administrative and social support
system is restored to provide regular services.




9.7

9.7.1

9.7.2

9.7.3

9.8

9.8.1

9.8.2

RESEARCH DURING HUMANITARIAN EMERGENCIES AND DISASTERS

Special considerations

Humanitarian emergencies lead to fragile political environments with

disruption of health systems and social situations.

The researchers should undertake steps to maintain participant and community

trust.

Efforts should be made to engage the community in the conduct of research in

a culturally sensitive manner to ensure public trust.

e The research team should preferably describe a preliminary community
mapping/scoping exercise.

» Wherever possible, community representatives or advocates should be
involved in conceptualization, review, research and dissemination of
research results in such settings.

In case of an outbreak of infectious diseases, monitored emergency use of

unregistered and experimental interventions (MEURI) may be approved with

the following precautions:

» A thorough scientific review should be conducted, followed by an ethics
review by a national level EC constituted for this purpose.

e Oversight by a local EC is necessary.

e Only a product complying with GMP should be used.

e Rescue medicines and supportive treatment should be accessible.

» Sharing data on safety and efficacy would be beneficial to reduce delay for
other researchers.

e Consent process is important and must be carried out with care.

e Planning should be done for community engagement.

o Fair distribution should be ensured when faced with scarce supply.

Continuation of ongoing research when a humanitarian emergency

occurs

The research may have to be suspended and the decision may be taken by

researchers with information to EC.

The researchers can go back to the EC for guidance regarding continuation of

research or not.




RESEARCH DURING HUMANITARIAN EMERGENCIES AND DISASTERS
983 Amendments might be mcorporated in the proposal(s) to align to the research

needs arising from the emergency including issues related to re-consent from
participants.

9.8.4 The EC may decide if more frequent monitoring is required.

99 International participation in research

9.9.1 Conduct of research in a humanitarian emergency situation, which involves a
foreign researcher/institution, must involve local partner(s).

9.9.2 Existing guidelines on international collaboration for biological samples, data
and intellectual property including publication related issues will be
applicable. See section 3.8.3 for further details.

9.9.3 The local EC will monitor the progress of the research and compliance to the
various clauses of the international collaboration.

9.9.4 Permission should be obtained from relevant national and local authorities,
wherever applicable. |

9.9.5 The research should heip in developing the capacity of local researchers and

sites and provide key learning points to the policy makers and the community.
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ABBREVIATIONS AND ACRONYMS

AAHRPP Association for the Accreditation of Human Research Protection

Programmes

AE adverse event

ART assisted reproductive technology

AYUSH Ayurveda, Unani, Siddha and Homeopathy
BA/BE bioavailability / bioequivalence

CAB/CAG community advisory board/ community advisory group

CDSCO Central Drugs Standard Control Organization

COl conflict of interest

CPCSEA  Committee for the Purpose of Control and Supervision of

Experiments on Animals

CRO contract research organization

CRT cluster randomized trials

CTR1 Clinical Trial Registry-India

DCGI Drug Controlier General of India

DGFT Directorate General of Foreign Trade
DGHS Directorate General of Health Services
DSMB Data and Safety Monitoring Board

DTA data transfer agreement

EC ethics committee

ELSI ethical, legal and social issues

GCP good clinical practice

GLP good laboratory practices

GMP good manufacturing practices

GOl Government of India

HMSC Health Ministry’s Screening Committee
ICD informed consent document

ICF informed consent form

ICH International Conference on Harmonization
ICIME International Committee of Medical Journal Editors
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ICMR
IC-SCR
IND
Ind EC
IP

IPR
LAR
MoHFW
MOU
MTA
MTP
NABH

NABL

NAC-SCRT
PGD/ PGS
PIS

RCR

SAE
SIDCER
sSOP

™

TOR

Indian Council of Medical Research

institutional committee for stem cell research

investigational new drug

independent ethics committee

investigational product

intellectual property rights

legally acceptable/authorized representative

Ministry of Health and Family Welfare

memorandum of understanding

material transfer agreement

medical termination of pregnancy

National Accreditation Board for Hospitals and Healthcare
Providers

National Accreditation Board for Testing and Calibration
Laboratories NACONational AIDS Control Organization
National Apex Committee for Stem Cell Research and Therapy
pre-implantation genetic diagnosis/screening

participant information sheet

responsible conduct of research

serious adverse events

Strategic Initiative for Developing Capacity in Ethical Review
standard operating procedure

traditional medicines

terms of reference
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GLOSSARY

Accountability

The obligation of an individual or organization to account for its activities,
accept responsibility for them and to disclose the results in a transparent
manner.

Adverse event

Any untoward medical occurrence in a patient or participant involved in a
study which does not necessarity have a causal relationship with the
intervention. The adverse event can therefore be any unfavourable or
unintended sign or experience, whether or not related to the product under
investigation.

Appellate authority

It decides on the appeal filed against a decision of the lower authority, Its
mandate is to ensure that due process of law is followed.

Assent

To agree or approve after thoughtful consideration an idea or suggestion to
participate in research by a young person below the age of 18 years who is
old enough to understand the implications of any proposed research but not
legally eligible to give consent. The assent has to be corroborated with
informed consent of parent/ LAR,

Audit

A systematic and independent examination of research activities and
documents to determine whether the review and approval activities were
conducted, data recorded and accurately reported as per applicable
guidelines and regulatory requirements.

Autonomy

The ability and capacity of a rational individual to make an independently
informed decision to volunteer as a research participant.

AYUSH
intervention

Includes any existing/new intervention with drug, therapeutic or surgical
procedure or device in the recognized traditional systems of India as per
Ministry of AYUSH, GOl (including Ayurveda, Yoga, Naturopathy,
Unani, Siddha, Homoeopathy, SOWA- RIGPA).

Biomedical and
health research

Research including studies on basic, applied and operational research
designed primarily to increase the scientific knowledge about diseases and
conditions (physical or socio-behavioural), their detection, cause and
evolving strategies for health promotion, prevention, or amelioration of
disease and rehabilitation including clinical research.

Beneficence To try to do good or an action which weighs the risks against
benefits to prevent, reduce or remove harm for the welfare of the research
participant(s} in any type of research,

Caregivers A caregiver or carer is an unpaid or paid person who helps another

individual with illness or impairment with daily activities/ performance.

Case record/
report form (CRF)

Case record form or case report form is a printed, optical or electronic
document designed to record all the required information in the protocol on
each study participant for reporting to the sponsor.

Clinical research

Research that directly involves a particular person or group of people to
study the effect of interventions, or uses materials/data from humans
indirectly, such as their behaviour or samples of their tissue for prevention,
treatment and diagnosis of a disease condition/health disorder.
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Clinical trial

As per amended Schedule Y (2005) of the Drugs and Cosmetics

Rules, 1945, a clinical trial refers to a systematic study of new drugs in
human subjects to generate data for discovering and/or verifying the
clinical, pharmacological (including  pharmacodynamic  and
pharmacokinetic) and /or adverse effect with the objectives determining
safety and/or efficacy of a new drug. The academic clinical trial as per
GSR 313 (e) dated 16 March 2016 is a clinical trial intended for academic
purposes in respect of approved drug formulations for any new indication
or new route of administration or new dose or new dosage form.

Clinical trial

An official platform for registering a clinical trial, such as Clinical

registry Trial Registry-India

Clinician A person with recognized medical qualification and expertise/ training.

Cognitive When a person has trouble remembering, learning new things,

impairment concentrating, or making decisions that affect their everyday life.

Coercion An overt or implicit threat of harm to a participant which is intentional to
force compliance.

Collaborative An umbrella term for methodologies that actively engage researchers,

Research communities and/ or policy makers in the research process from start to
finish.

Compensation Provision of financial payment to the research participants or their legal
heirs when temporary or permanent injury or death occurs due to
participation in biomedical and health research.

Confidentiality Keeping information confidential which an individual has disclosed in a
relationship of trust and with the expectation that it shall not be divulged to
others without permission.

Confidentiality Secrecy or non-disclosure agreements designed to protect trade secrets,

Agreement information and expertise from being misused by those who have learned
about them.

Contract An institution or service organization which represents a sponsor in

Research providing research support/services on a contractual basis nationally or

Organization internationally.

Custodian A person who has responsibility of taking care of or protecting
entrusted assets, either biological samples or data.

Debriefing A process of providing a summary update of a condition or situation to the
affected or concerned parties. It is an important ethical consideration in
studies invelving deception, Such post- experimental follow-up is
considered beneficial even if no deception is used or there is only minimal
risk to participants

Deception Deception occurs when investigators provide false or incomplete

information to participants to misleading them to achieve the study
objectives and for larger public good. Research employing any type of
deception should undergo full committee review.
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GLOSSARY

Distributive Fair distribution of burden, resources and benefits. In research, it means
justice fair selection of participants.
Ethicist One whose judgement on ethics and ethical codes is based on
knowledge/experience through qualification or training.
Exploitation The action or fact of treating someone unfairly in order to benefit
from their participation.
Exploratory Preliminary research conducted to gain insights for a problem that has not
research yet been clearly defined.

Impartial witness

A literate person, who is independent of the research and would not be
unfairly influenced by people involved with the study, who attends the
informed consent process if the participant and/or their LAR cannot read,
and understand the informed consent form and any other written
information supplied to the participant.

Independent An expert who gives advice, comments and suggestions to the

consultant EC and has no affiliation to the institute or researchers proposing the
research protocols. This individual has no voting power for decision
making,

Inducement A motive or consideration that leads one to action or to additional

or more effective actions without considering the harm that may occur.

Informed Consent

Written signed and dated paper confirming a participant’s

document (ICD) willingness to voluntarily participate in a particular research, after having
been informed of all aspects of the research that are relevant for the
participant’s decision to participate.

Justice Pertains to fairness in the way people are dealt with, indicating fair
selection and distribution of benefits and risks to participants who should
be fully apprised about them.

Lay person A literate person who has not pursued a medical science/health-
related career in the last 5 years and is aware of the local language, cultural
and moral values of the community,

Legal expert A person with a basic degree in law from a recognized university, with
experience.

Legally acceptable : A person who will give consent on behalf of a prospective participant who,

representative for either legal or medical reasons, is unable to give consent

(LAR) herself/himself to participate in research or to undergo a diagnostic,
therapeutic or preventive procedure as per research protocol, duly approved
by the EC.

Legally authorized | A person who, under applicable law or judicial autherity, can give

representative | consent on behalf of a prospective participant who, for either legal or

(LAR) medical reasons, is unable to give consent herself/himself to participate in
research or to undergo a diagnostic, therapeutic or preventive procedure as
per research protocol, duly approved by the ethics committee.

Maleficence The act of committing harm or a harmful act.




Marginalized
communities

A group of people actively separated or excluded from the rest of séé}ety.

Minimal risk

Probability of harm or discomfort anticipated in the research is

not greater than that ordinarily encountered in routine daily life activities of
a healthy individual or general population or during the performance of
routine physical or psychological examinations or tests. However, in some
cases like surgery, chemotherapy or radiation therapy, great risk would be
inherent in the treatment itself, but this may be within the range of minimal
risk for the research participant since it would be undertaken as part of
current everyday life.

Non-therapeutic
trial

A trial which is unlikely to produce any direct benefit to the participants
involved. The aim of a non-therapeutic trial is to obtain knowledge which
may contribute towards the future development of new forms of treatment
or procedures. .

Ostracization

To exclude, by general consent, from society, friendship, conversation,
privileges, etc.

Particularly
vulnerable tribal
group (PVTG)

These are a special class of tribal groups, classified as such by the
Government of India, due to their especially low development indices when
compared to other local tribes. These were classified under the Dhebar
Commission (1960-1961), so as to better facilitate their growth, at par with
other scheduled tribes on a national scale, and help them to get included in
mainstream development, while using their indigenous knowledge. They
have a pre-agricultural system of existence as mainly hunters with zero or
negative population growth, extremely low level of literacy and no written
language.

Pilot studies

A pilot study, project or experiment is a small-scale preliminary study
conducted in order to evaluate feasibility, time, cost, adverse events and
effect size (statistical variability) in an attempt to predict an appropriate
sample size and improve upon the study design prior to performance of a
full-scale research project.

Pivotal trial

A clinical trial or study intended to provide evidence for drug marketing
approval from the licensing authority; usually a Phase III study which
presents the data that the licensing authority uses to decide whether or not
to approve a drug. A pivotal study will generally be well-controlled,
randomized, of adequate size, and whenever possible, double-blind.

Post-marketing
surveillance

The practice of monitoring the safety of a pharmaceutical drug or
medical device after it has been released on the market. This is an
important part of the science of pharmacovigilance.

Professional
competence

The broad professional knowledge, attitude and skills required in order to
work in a specialized area or profession.

Principal
investigator

An individual or the ieader of a group of individuals who initiates and takes
full responsibility for the conduct of biomedical health research; if there is
more than one such individuval, they may be called co-principal
investigators/ co-investigators.




GLOSSARY

Psychosocial harm

Research, particularty psychology studies, can put participants in situations
that may make them feel uncomfortable while learning about their reaction
to a situation. The result can be psychological harm that can manifest itself
through worry (warranted or unwarranted), feeling upset or depressed,
embarrassed, shameful or guilty, and/or result in the loss of self-
confidence.

Quorum

Minimum number and/or kind of EC members required for decision
making during a meeting.

Research- related
injury

Harm or loss that occurs to an individual as a result of participation in
research, irrespective of the manner in which it has occurred, and includes
both expected and unexpected adverse events and serious adverse events
related to the intervention, whenever they occur, as well as any medical
injury caused due to procedures.

Risk

Probability of harm or discomfort to research participants, Acceptable risk
differs depending on the conditions inherent in the conduct of research.

Seriou_ls adverse
event (SAE)

An adverse event is serious when the research outcome for the participant
is death, life-threatening injury requiring hospitalization, prolongation of
hospitalization, significant disability/incapacity, congenital anomaly, or
requirement of intervention to prevent permanent impairment or damage.

Sexual minorities

A group whose sexual identity, orientation or practices differ from majority
of the surrounding society. It refers to lesbian, gay, bisexual and
transgender (LGBT), queer (including the third gender) or intersex
individuals.

Social scientist

A person who is an expert on societal and social behaviour with
specialization/experience in the area,

Socio- behavioural
research

Refers to the socio-behavioural studies on response of individuals, groups,
organizations or societies to external or internal stimuli.

SOP (standard Detailed written instructions in a certain format describing all activities and
operating actions to be undertaken by an organization to achieve uniformity in
procedure) performance of a specific function.

Sponsor An individual, institution, private company, government or non-
governmental organization from within or outside the country who initiates
the research and is responsible for its management and funding.

Stigmatization Negative perceptions about an individual because of perceived
differences from the population at large, It may occur on the basis of
physical appearance, race or sex.

Surrogate A substitute or deputy for another person in a specific role.

Theologian A person who is an expert in the study of religious faith(s), including the
system of spirituality, practice and experience about the nature of the
divine.

Test of A simple oral or written test designed to identify if the participant has

understanding understood the details related to her/his voluntary participation in research
before signing the ICD form. (Questions such as “If you decide not to take
part in this research study, do you know what your options are?”, “Do you
know that you do not have to take part in this research study, if you do not
wish 1%, “Do you have any questions?”, etc. will clarify the
understanding of the participant.)

Transparency Tt implies intentional openness, communication, and accountability

operating in such a way that it is easy for others to see what actions are
performed.
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Therapeutic It is a misconception by participants believing that the purpose of clinical
misconception trials/research study is to administer treatment rather than to conduct
research. -

Undue inducement | Offer of disproportionate benefit in cash or kind that compromises
judgement which may lead to acceptance of serious risks that threaten
fundamental interests.

Unexpected ADR An adverse reaction, the nature or severity of which is not described in the
informed consent/information sheet or the applicable product information,
such as an investigator’s brochure for the unapproved IP or package
insert/summary of product characteristics for an approved product.

Vulnerability Vulnerability in research pertains to individuals who are relatively or
absolutely incapable of protecting their own interests because of personal
disability, environmental burdens or social injustice, lack of power,
understanding or ability to communicate or are in a situation that prevents
them from doing so.

r
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