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Introduction to Bioethics: The Boundary between Research and Clinical

Biomedical research, seeking for scientific
advances and new technologies, has
produced substantial social benefits, optimal
health care, increased expectancy, and
improvement of the quality of life, especially
forpeopleliving withillness [1].

The translation of new insights provided by
basic biomedical research into innovative
methods of diagnosis and therapy requires a
strict safety and efficacy evaluation beforeitis
being approved as a routine validated
intervention [2]. All these promising
advances also posed some troubling ethical
questions [3].

Numerous documents referred to the
protection of people and especially those in
vulnerable situations in biomedical research
have been published. More than 70 years ago
the “Nuremberg Code” (1947) laid the
groundwork for regulations on human
experimentation [4]. Three basic elements
became the foundation for subsequent codes
of ethics and research regulations: voluntary
informed consent, favorable risk-benefit
analysis, and the right to withdraw without
repercussions [S]. A year later the “Universal
Declaration of Human Rights” (1948) [6]
was announced, expressing acknowledge of
the inherent dignity and the equal and
inalienable rights of all members of the
human family. However, after the publication
of both documents, numerous events in
clinical research affected the life, rights, or
well-being of participants [7]. These events
led to the publication and updating of new
recommendations, such as the “Declaration
of Helsinki” of 1964, adopted by the World
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Medical Association, in an attempt to
formulate a more specific international code
of ethics [8]. As biomedical research efforts
expanded, the Declaration has required nine
subsequent updates, the last in 2013. The
amended version of 1975 stated that research
projects should be submitted to an
independent research ethics committee for
approbation and supervision. This
committee must review the scientific quality
of the research proposal and its conformity
with national law, being its guiding
framework for the protection, welfare, and
safety of participants [9]. Therefore, these
commissions have a central role in the
research process by improving the
truthfulness and quality of clinical research
[10].

But despite the existence of these
recommendations, the lack of recognition of
the protection of people who participate in
clinical research persisted. In 1979, another
document, the “Belmont Report” was
published. This report aim is to serve as the
basis for international regulations for the
protection of participants in clinical research
[11]. The report establishes three general
ethical principles understood as basic: (1)
Respect for with two moral requirements: to
acknowledge autonomy and to protect those
with diminished autonomy; (2) Beneficence,
that recognize two general principles: Do not
harm and maximize possible benefits
minimizing possible harms; and 3- Justice,
with equally burdens and benefits
represented in these formulations: To each
person an equal share, to each person
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according toindividual need.

New ethical challenges arise with
multinational or transnational expansion of
research, thatresults from different needsand
conditions of low and limited resources
settings. In 1982 the Council for
International Organizations of Medical
Sciences and the World Health Organization
developed together the “International Ethical
Guidelines for Biomedical Research
Involving Human Subjects” with the aim to
provide an internationally ethical framework
“designed to be of use, particularly in
developing countries, in defining national
policies on the ethics of biomedical research,
applying ethical standards in local
circumstances, and establishing or redefining
adequate mechanisms for ethical review of
research involving human subjects.” This
document was updated in 1993, 2002, 2009,
and 2016 [12]. In 2019 another report on
“Clinical Research in Resource-Limited
Settings” was published with “the aim to
provide balanced arguments to promote
scientifically sound good quality clinical
researchinlow-resource settings” [13].
Another International standard includes the
guideline of the International Council for
Harmonisation of Technical Requirements
for Pharmaceuticals for Human Use (ICH)
[14]. This council, since 1990, brings
“together the regulatory authorities and
pharmaceutical industry to discuss scientific
and technical aspects of pharmaceuticals and
develop ICH guidelines.” Throw worldwide
harmonization the guidelines intend 'to
ensure that safe, effective and high-quality
medicines are developed and registered and
maintained in the most resource-efficient
manner whilst meeting high standards.’
Despite of this ethical recommendation,
there are some medical actions that are in the
boundary between qualitative improvement
practice and the development of
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generalizable knowledge, characteristic of
research. In these activities, practitioners may
introduce innovative diagnostic or
therapeutics schemes or methodologies in
health care. The question is whether these
medical activities are considered research,
involve human subjects research and whether
they should require independent ethics
review or not. To answer these questions
some conceptswill be specified.

Research is defined as a systematic
investigation, including research
development, testing and evaluation,
designed to develop or contribute to
generalizable knowledge. An investigation is
systematic when involves a prospective plan
that incorporates quantitative or qualitative
data collection, and analysis data to answer
the research question. Knowledge is
generalizable if it may be applied to a broad
populations or similar situations, further than
that being studied [15]. Knowledge obtained
from research is usually shared with
colleagues, published, presented to academic
meetings to influence clinical practice,
research designs, or theories.

The research may involve human subjects,
who are defined as a living individual about

whom an investigator is conducting research.
For example, obtaining, using, studying, or
analyzing information or biospecimens
through intervention or interaction with the
individual; or from identifiable private
information or identifiable biospecimens.
This means that the data obtain is about any
characteristic of that person.

An exception is those publications known as
case reports, which do not meet the criteria
definition of human subject research,
because the aim of the intervention is for the
best interest of the patient and not the answer
of aresearch issue. The case report is defined
asareport that includes three or less records;
the intervention does not have a research
intention; does not contain elements of a
systematic investigation (statistical data
analysis); describes an interesting treatment,
presentation, or outcome; and does not
contain any identifiable information of the
patient [16].

However, some issues as the level of risk, the
deviation from common practice, potential
benefits, and the possibility of introduction
as an ordinary procedure should be
addressed, to consider whether the risk the
patient will be exposed to requires an

objective and independent ethic assessment.
To ensure a rigorous ethical conduct in
research studying ethical frameworks and
codes based on rules and sets of principles is
not enough [17]. It is necessary to develop
core competencies in ethics as skills,
knowledge, and personal attributes to
identify the ethical issues that may raise.
These competencies may be acquired by
training of researchers and students in
responsible conduct, ensuring continuing
education in ethics, instituting a clear legal
framework, and applying basic principles as
the acknowledgment of the own
responsibility in the protection of the dignity,
welfare, and rights of the patients or research
participants. Through understanding the
basics of the ethics, the awareness of the
medical ethics in the health care can be
increased [18].

Practitioners, institutions, academic
organizations, or scientific journals should
develop transparent internal ethics
recommendations, recognizing that ethics
awareness should become embedded into
practicesand researchers’ behaviors [19].
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