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Editorials

Ethical Principles and Health Research
In recent months there has been much discussion in the Indian and international
press regarding improprieties in the clinical trials conducted at the Regional Cancer
Centre (RCC) at Thiruvananthapuram."" Petitions have been brought to the State
Human Rights Commission regarding these trials and four teams from the Government
of India, the State Government, the Indian Medical Association and the Johns
Hopkins University (JHU) in Baltimore, Maryland (the US institution involved in the
studies) are currently probing the situation at the RCC and JHU. The case has raised
a number of procedural and ethical questions regarding collaborative research.

At present, it would be useful to examine those factors which make a research
study ethical rather than review the details of this case while it is still being evaluated
and try to assess blame or declare innocence. These factors would be relevant for both
research funded exclusively in India or a collaborative effort with some international
funding. This is particularly appropriate as there have been two excellent sets of
guidelines published in India in the past year that have thoughtfully reviewed ethical
issues in biomedical and social science research.v The Nuremberg Code" and the
Universal Declaration of Human Rights,' which were formulated in 1947 and 1948,
respectively, form the basis of these and other international guidelines. 8-10 All of them
speak of the three underlying principles of ethics for all research-autonomy,
beneficence/nonmalficience and justice." The Indian Council of Medical Research
(ICMR) guidelines enunciate the general principles that any researcher should bear
in mind. The twelve principles enunciated by the ICMR are: essentiality; voluntariness,
informed consent and community agreement; non-exploitation; privacy and
confidentiality; precaution and risk minimization; professional competence;
accountability and transparency; maximization of the public interest and distributive
justice; institutional arrangements; public domain; totality of responsibility; and
compliance. Emanuel et al. have drawn up a similar list of seven ethical requirements
which also provide a 'systematic and coherent framework for determining whether
clinical research is ethical' .121t is useful to review some of the principles stated in this
document and also included in the ICMR general principles.

The first principle is that of future value. To be ethical the research must evaluate
tests or interventions that have the possibility of directly improving health, developing
an intervention or providing knowledge that could have some possible value in the
future. For the research to have value the results must also be disseminated to possible
users which, in turn, obligates the investigator to publish the results or inform others
in a timely fashion. The principle of value is especially important within the Indian
context as resources for research in both the public and private sectors are limited.

The second principle is that of scientific validity. As the Council for International
Organizations of Medical Sciences (CIOMS) guidelines state: 'Scientifically unsound.
research on human subjects is ipso facto unethical in that it may expose subjects to
risks or inconvenience to no purpose. '9 Not only must the tests be appropriate, the
sampling correct and questionnaires unbiased, but research must also be conducted
accurately and in a manner that produces data that can be interpreted. 'Without
validity the research cannot generate the intended knowledge, cannot produce any
benefit, and cannot justify exposing subjects to burdens or risks.' 12 Thus, ethical
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review boards (ERBs) must have scientific expertise as part of the membership or be
able to access this expertise when needed.

Fair subject selection is the third principle that should be followed. Selection
should be based on the scientific goals of the study, not issues such as vulnerability
or privilege. By the same token, groups should not be excluded without a good
scientific reason. The risks and benefits of participating in the study can be affected
by subject selection. Fair subject selection also implies that those individuals or
groups who participate should be in a position to enjoy the potential benefits -of the
study. There should always be a favourable risk-benefit ratio (which is the next
principle to be followed). Every study has a degree of uncertainty but risks should be
minimized and potential benefits enhanced; benefits to individuals and society
should be proportionate to or outweigh the risks. Possible risks and potential benefits
must be clearly stated in the research proposal and articulated to the individual
subjects or community. Keeping to this principle will minimize the chance that the
individual subjects or the community will be exploited.

Independent review is critical to avoid conflicts of interest and distorted judgement.
Ethical review boards are necessary for independent scientific and ethical review of
research proposals.v-" 'Independent review of clinical research is also important for
social accountability.' 12 People enrolled in a study should know that the study is
ethically designed and that they will not be exposed to undue risk. The issue of
transparency is again important in the review process as well as in the monitoring
of studies. The next issue, and the one on which much attention is directed, is
informed consent. The purpose of informed consent is to make certain that individuals
have control as to whether or not they will participate in research. For informed
consent to be properly obtained the individual must be told of the methods to be used,
the risks and benefits of participating, and alternative forms of therapy. They must
also understand that they are in a research study, that their participation is totally
voluntary and that they can withdraw at any time without fear of prejudice. In other
words, the process must be completely transparent. If the researcher has a conflict of
interest (for example, he/she may profit if a drug being tested proves effective), this
must be made known to the participant. Those who are unable to make their own
decisions, such as children and adults with diminished mental capacity, should have
a proxy decision-maker determine whether they should be enrolled. The basis for
informed consent is that there must be respect for individuals and their autonomous
decisions. It is possible that communities might also demand that they be given the
option of informed consent. The term 'informed consent' is itself problematic
because the term 'informed' is what has become operational. A person can be told
about a study, agree to participate by signing or verbally declaring their intention, and
yet not understand. If the term 'understood consent' were used instead of informed
consent, the investigators and ERBs would put far more effort into deciding what was
really important for the participant to know and measure their comprehension of this
information.

All the above principles rely on investigators having respect for potential and
enrolled subjects. From the time that an individual is approached to participate in the
study she/he must be respected, even if she/he refuses to participate. In particular, an
individual's privacy and confidentiality must be upheld. 'The ethics of clinical
research do not end with the signing of a consent document but encompass the
implementation, analysis and dissemination of research.' 12

Only two of these principles are procedural in nature: independent review and
informed consent. The other principles, however, ensure that the proposal and the
consent form are ethical. The way in which ethical values are specified will most
certainly depend on the particular context in which they are used. The ethical issues
raised in conducting clinical research in India are not unique and rationalizing the
ethical standards to a less stringent application is not warranted. How issues are
interpreted and handled, however, may differ from the approach used, for example,
in the USA. This has been recognized in the recent report from the National Bioethics
Advisory Commission (NBAC) of the US.13 Firstly, the NBAC clearly states that the



THE NATIONAL MEDICAL JOURNAL OF INDIA VOL. 14, No.6, 2001 323

justification for conducting a trial in a developing country must be adequately
articulated, especially when the population may be poor and subject to disease and!
or lack of understanding of the scientific issues involved. 14 It is recognized that there
are clear differences in issues such as the use of placebos, standards of care, and
obligations to the participants and the community following the conclusion of the
study. Some of these issues have been intensely debated in the recent efforts to update
the Declaration of Helsinki and the ClaMS guidelines." What is most important at
this stage of the development of research guidelines is a continuous dialogue between
researchers, funders, members of ERBs and civil society so that whatever evolves has
the support and confidence of all parties. If we are to have good science that benefits
the individual and society we must strive for ethical research, as ethics and science
are inseparable. Research must conform to ethical standards or it should not be done,
and it must be scientifically sound or it cannot be ethical. 14.'.5 If the groups reviewing
the study conducted at the RCC keep these principles in mind, they will most
certainly arrive at a thoughtful evaluation of the situation and render a decision from
which all can learn.
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