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ABSTRACT

It is often unclear to the clinical investigator whether observational studies should be submitted to a research ethics com-
mittee (REC), mostly because, in general, no active or additional interventions are performed. Moreover, obtaining an in-
formed consent under these circumstances may be challenging, either because these are very large epidemiological regis-
tries, or the subject may no longer be alive, is too ill to consent, or is impossible to contact after being discharged. Although
observational studies do not involve interventions, they entail ethical concerns, including threats such as breaches in
confidentiality and autonomy, and respect for basic rights of the research subjects according to the good clinical practices.
In this context, in addition to their main function as evaluators from an ethical, methodological, and regulatory point of
view, the RECs serve as mediators between the research subjects, looking after their basic rights, and the investigator or
institution, safeguarding them from both legal and unethical perils that the investigation could engage, by ensuring that
all procedures are performed following the international standards of care for research. The aim of this manuscript is to
provide information on each type of study and its risks, along with actions to prevent such risks, and the function of RECs
in each type of study. (REV INVEST CLIN. 2019;71:149-56)
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INTRODUCTION

Although by definition in an observational study, the
investigator is not performing an active procedure, a
review from the research ethics committee (REC) is
often required. It is less clear if the signature of an
informed consent (IC) should be obtained in this con-
text, but it certainly presents a challenge in most
occasions, particularly when the study is very large,
the patient is too ill to consent, dies soon after hos-
pital admittance, or is difficult to contact.

An “observational study” is defined as a research
study based on the information recorded from pre-
vious or prospective visits, without additional pro-
cedures being done for the sole purpose of the

Figure 1. Classification of observational studies.

investigation!. The term includes retrospective stud-
ies such as case and control studies, small or large
prospective cohort studies such as epidemiological
registries, interviews, case series, case reports, and
descriptive studies (Fig. 1).

While questionnaires are, for the most part, not harm-
ful, they are considered interventions when they are
not part of routine care. Observational studies are
considered to entail none or minimal risk for the sub-
ject of the study, according to the current interna-
tional guidelines!-2.

Certainly, observational studies do not confer risk of
physical injuries to the study subjects. Thus, clinical re-
searchers may believe that because of their innocuous

Observational studies can be analytical or descriptive depending on the presence of a comparison group. Cohort studies proceed
in a logical sequence from exposure to outcome, whereas case-control studies work backward. Descriptive studies show the
frequency, natural history, and possible determinants of a rare condition in case series or case report, whereas cross-sectional
studies, which may or may not have a comparison group, examine the presence or absence of disease or exposure simultane-

ously!.
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Table 1. Ethical principles in research

Non-maleficence
investigation

Justice

Causing no physical, moral, economic, psychological, or other damages directly related to the

To ensure equal distribution of the subjects of investigation; to avoid exploitation of vulnerable

groups only because they are more accessible or submissive

Autonomy
autonomy are as follows:

To be able to deliberate about personal gears and act accordingly. Three core values linked to

Intimacy (spiritual context that makes reference to the most interior and reserved part of each
person), privacy (right to determine and control personal information), and confidentiality (right to
decide if the private information may be disclosed to third parties)

Beneficence

To treat subjects with ethics, respecting not only their decisions but also protecting them from other

non-intended purposes and assuring their wellness

nature, it is futile to submit the study to an REC re-
view. Moreover, they may also wrongly believe that
the information registered in the clinical file is avail-
able for them to use to any end, forgetting that the
information was recorded for the exclusive purpose
of the patient’s care. Using information from the clin-
ical file without the patient’s authorization violates
one of the basic principles of research: the principle
of autonomy (for definitions of the ethical principles,
Table 1); furthermore, if the researcher is not direct-
ly involved in the patient’s care, but has access to the
medical file, the principle of confidentiality is also
breached3.

Observational studies are paramount for research.
These contribute important information about the
natural history of distinct diseases that can be fol-
lowed up and compared within different populations.
Other contributions of these studies are to obviate
unnecessary or redundant investigations, thus saving
time and resources; evaluate the trend of a particular
disease in a certain point in time, and its prognosis,
and outcomes of treatments; and eliminate research
biases because the collected information is not pre-
analyzed. They also reveal information that could not
have been collected in another type of study because
of ethical implications such as an unplanned preg-
nancy while receiving an investigational agent, expo-
sure in fetuses, or research in children or vulnerable
groups, among others.

Reaching a balance between clinical research and pa-
tients’ rights is paramount (Table 2). This can only be
achieved when the following two premises are consid-
ered: first, that observational studies entail ethical
concerns including threats such as breaches in confi-
dentiality and autonomy and respect for the basic
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rights of research subjects according to the good
clinical practices#; second, that the efforts to protect
the confidentiality of the medical file and the subject
of the investigation may endanger clinical research,
consume valuable time, and slow the potential ben-
efits of the investigation>. All these obstacles are fur-
ther complicated by each country’s different ethical
and legal frames of the research procedures®. The aim
of this manuscript is to review the ethical aspects of
observational studies on human subjects and the ac-
tions that the REC takes in each type of study.

EPIDEMIOLOGICAL REGISTRIES

A registry is a document that contains health infor-
mation of a certain type of subject in any format
(paper, electronic, audio, video, etc.). An epidemio-
logic registry is one created for a specific geographical
area, of subjects that present particular diseases,
medical conditions, or characteristics, and can be
monitored for some time. Some examples are the
epidemiologic registries of rare diseases or prospec-
tive cohorts to evaluate risk factors from a certain
time or population. By definition, these studies are
observational, and no further intervention is per-
formed on the study subject.

The epidemiological registry can risk the confidential-
ity and integrity of its participants. This may have a
negative impact on the physical integrity as well as
on the social, moral, and employment domains. More-
over, it is possible that the creation of a registry is
scientifically and ethically acceptable, but the results
are not justified, such as some registries sponsored
by pharmaceutical companies, in which the evidence
created goes beyond a scientific question.
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Table 2. Actions to avoid conflict in clinical research

Research ethics committee Clinical investigator

Assesses the research process to protect Must describe in detail:

both the investigator and the study subject

Who will be included in the study

Where will the subjects be found

How will the subjects be communicated with
Who will collect the information

Where will the information be stored

How will the information be protected

Who will have access to the information

How long will the investigator keep the information

Evaluates the study pertinence and the Methods to protect confidentiality

risk-benefit ratio

Access codes and passwords

Makes sure that the investigator and the team have Should specify if additional studies or questionnaires will be

the necessary training and credentials to perform the
investigation, in terms of basic good clinical practice
training

Follows up the investigation through annual and final reports

Mediates the ethical breaches that may rise throughout all
the research process

included

It is considered unethical to carry out such studies
without the approval from the REC, even if there are
no additional procedures performed. Among other
things, the REC will ensure that confidentially is re-
spected, will determine if an IC is required, or will grant
a waiver for particular circumstances when applicable.
This can be performed for all cases that arrive to the
institution or as a study protocol. On the other hand,
if data are collected from the clinical files, the study
should disclose that the information used was not in-
tended for research purposes. To avoid misconduct
when creating a registry, researchers should follow
ethical principles, such as respecting the dignity of the
human subjects involved, and follow these guidelines’:

1. The creation of a registry with aims of investiga-
tion should be justified in terms of its scientific

merits and social usefulness.

2. The aims and use of the registry should be pre-
defined.

3. If there is a possibility that the rights to the data-

. The information obtained should be justified in re-

lation to the aims of the study, particularly with
sensible information (ethnic groups, religious be-
liefs, sexual preferences, etc.).

. There should be a responsible investigator and a

public or private institution that collects and pro-
tects the information.

. There should be infrastructure, organization and

internal rules, definition of responsibilities, and
work procedures.

. All information relative to the registry must be

documented in a protocol to facilitate its correct
functioning and evaluation.

. The protocol should state the objectives of the

registry, the need that it pretends to fulfill, and the
means to do it. Furthermore, it should also state
the information that will be collected, the anonym-
ity process, and the data management.

base could be given to someone else, it should be
stated from the beginning.

The most common strategy for the registries is to ask
for an IC specifically designed for the study, which
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authenticates the study both ethically and legally.
However, this is challenging in large-scale studies. If
the subject is unable to participate because of the
lack of IC, many studies will be biased. Take, for ex-
ample, a stroke registry that aims to identify the risk
factors within a population where some subjects die
before the IC process is carried out. If those subjects
are not included in the study, the results will have a
selection bias. It may be possible for a proxy or fam-
ily member to consent on their behalf, but this is not
always possible to achieve. Moreover, even if the
relative consents to the use of the information, there
is no assurance that the subject would have wanted
the information to be disclosed. This underscores the
difficulty of requiring ICs for participating in an epide-
miological registry.

It may be possible to rescind the IC in some registries,
but the exception must be justified by the principal
investigator for each specific case; this should be
evaluated and approved by the REC. A more general-
ized exception could be considered in studies where
the objective is to measure the incidence or preva-
lence of a certain disease or risk factor, and a massive
loss of cases or selection bias will occur if only those
that could sign the IC form are included in the study?.
In the future, alternatives such as electronic ICs or
confidentiality agreements could be considered, but
there are no regulations approved for this at the mo-
ment. To grant an exception to the IC, some funda-
mental questions should be asked”®:

. Is there a real need to perform the study, or do
other alternatives exist?

. How sensible is the information that will be col-
lected?

¢. Will knowledge be increased considerably after the
study?

. Are there actions being taken to avoid leaks of
information or breaches of confidentiality?.

RETROSPECTIVE STUDIES

In this type of studies, the information that will be
used has previously been obtained and registered in
a clinical file. Because the subject may or may not be
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aware that the information is being used for research,
confidential personal information can be disclosed.
Two different scenarios are possible: when the physi-
cian taking direct care of the patients is the investiga-
tor, or when the investigator has never met the pa-
tients. In the first case, there is no confidentiality
violation, as the physician has full access to the infor-
mation. However, having access to the information
does not mean that he or she is capable of using it
for any other purpose. The patients assume that the
information they disclosed was meant for diagnosis
or treatment, not for research. In the second sce-
nario, where an investigator other than the care pro-
vider gathers the information, if the patients did not
consent to the review of their medical record by an-
other source, a breach of confidentiality may apply to
the investigator and to the institution. From an ethical
point of view, the principle of autonomy is thus vio-
lated, as patients have the right to decide if they want
to participate in any type of research. Unfortunately,
this principle is violated in most retrospective stud-
jes?.

RECs may ease these violations if the studies are sub-
mitted to reviewing before initiating the study. By
allowing that the REC oversees the retrospective
studies, the institution and the investigator are being
protected because such committees in addition to
reviewing the study protocol make sure that research-
ers are trained to handle sensible information.

Ideally, the patient should specifically consent for the
use of his or her information for a different purpose
than what it was originally intended. This is not al-
ways possible, and the exception is made when the
investigation proves to be valuable and information
will be used without identifiers. Some institutions
have a policy of informing all patients on admission
of the possibility of using their information by any
member of the institution. Consent forms are given
at the time of admission, and the patient has the op-
tion to deny or grant his or her information or to ask
to be contacted every time to learn about the spe-
cific study. If the patients deny the use of their infor-
mation or ask for more information about the study,
there should be no consequences, and medical care
must continue as it was originally planned, not affect-
ing the patient. It is paramount that such consent
forms are reviewed by an REC and ensure good clinical
practice policies.
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Finally, when it is impossible to obtain the IC, the REC
may waive its use in the following circumstances!®-11:

. The interest of the study exceeds the personal
interests of the patients.

b. It would be almost impossible to obtain IC from the
patient.

c. The investigator has the commitment to maintain
the confidentiality for the patient.

INTERVIEWS AND POLLS

Valuable information can be collected from direct in-
terviews, particularly when the study subject has a
low education profile or does not speak or understand
the language fully. Interviews can improve the rela-
tionship between the participant and the interviewer
and disclose useful information that is difficult to ac-
quire by other means. However, the impact that this
proximity may have on some particularly with certain
topics (e.g., traumatic experiences and sexual prac-
tices, among others). The researcher may uninten-
tionally harm the patient by the content of the ques-
tions, the way the questions are formulated, the
facilities where the interviews take place, or persons
present at the time of the interview. According to the
World Medical Organization?, the psychological or so-
cial harm of the interviews may include:

. Discussion of traumatic experiences or private is-
sues that the subject does not wish to remember.

b. Violation of confidentiality and privacy.

c. Fear of stigmatization by the subject when disclos-
ing private information.

d. Feeling of vulnerability.

In general, interviews are considered research with
“minimal or less than minimal risk” for the partici-
pant?. Therefore, they could be reviewed in an expe-
dite fashion by the REC given that all the information
gathered will remain anonymous. Even with written
questionnaires, the investigator should make sure
that there is an appropriate time and place to perform
the interview, where the subject will feel comfortable
to disclose the information.
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The subject should receive a written document -
which does not substitute the verbal explanation -
that must expose, with very simple language, all the
relevant information: objectives of the interview, ac-
tions which will be taken to protect the participant’s
confidentiality, number of visits, estimated time of
completion, expenses, any other difficulties which the
subject may confront, who will have access to the
information, and expose clearly that the subjects’
partaking is voluntary, and his or her refusing to par-
ticipate will not carry any consequences to their clin-
ical care.

CASE REPORTS

Case reports are the type of research most likely to
endanger confidentiality because sometimes it may
be difficult to disguise the subject’s information.
Twelve editors from different journals gathered in
1995 and reached a consensus regarding case re-
ports. The following measures were suggested!?:

. Patients have a right for privacy that should not be
violated; therefore, the IC process and a written IC
form are always necessary.

b. The case report should avoid information that
could be recognized, such as detailed explanations,
photographs, or pedigrees, unless it is absolutely
relevant.

c. Because anonymity is difficult to obtain in these
cases, the patients should review the final manuscript
and additional files before consenting to participate.

Case reports do not require an approval from the REC,
except in some circumstances, for example, if the
study is meant to be a graduation work such as a the-
sis, or if it contains sensible information or photo-
graphs. However, they do need a signed IC. The IC will
bring protection to the subject, to the investigator, and
to the journal where the case is meant to be published.
In cases in which a written IC cannot be obtained and
personal information may be revealed, the case should
not be published because it is preferable to protect the
patient’s privacy than the knowledge that the case
could bring. It is not justified to alter information with
the sole purpose of protecting confidentiality. It is still
uncertain if it is acceptable to publish a case report on
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Table 3. Requirements for each type of observational studies

Type of study REC review Written informed consent
Epidemiological registry Yes Yes**
Retrospective study Yes* Yes**
Case Report No (studies for obtaining Yes**

a professional degree may need it)
Interviews and Polls Yes* Yes

*May apply for an expedite review when the study does not exceed more than the minimal risks (Table 4). **May apply for a waiver when the

study does not exceed more than the minimal risks (Table 4).

Table 4. More than minimal risks in observational studies*

Action Definition

Exception

Departure from normal care

Something done or withheld from
a patient that deviates from
normal health care (i.e., when

extra blood samples are taken)

Use of stored samples
samples without IC or for

purposes other than those for

which they were originally
collected

Use of identifiable information
collected for a secondary

purpose for research

Use, collect, or store human

Confidential sensitive information
collected for clinical care used

Participants gave IC to future unspecified use

If a statutory exception to the need to gain consent
applies

To ensure quality of services:
Rereading specimens to check for accuracy
Audits
Evaluation of services

Statutory exception to the need to gain informed
consent

Purpose of quality assurance

*Modified from ethical guidelines for observational studies: Observational research, audits, and related activities'3

a patient who died without giving IC. Some local regu-
lations allow its publication when all identifiers are
withdrawn, and the case will show relevant new infor-
mation, but this varies between countries.

CONCLUSIONS

Proactive clinical investigators will foresee the possi-
ble complications and ethical concerns of their re-
search and will be more successful in their investiga-
tions and more principled than those less vigilant.
When contemplating the risks and research miscon-
ducts before and during an investigation, arrange-
ments may be taken to prevent conflicts related to
an action that is well intended but may elicit legal or
psychological conflicts if it is not performed properly
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(Table 3). The aim of the REC is to evaluate research
protocols from the ethical, methodological, and regu-
latory point of view. However, it serves both interests,
the investigators’, and the study subjects’, by oversee-
ing that the research is performed following the cur-
rent regulations. To evaluate a research protocol,
RECs use the basic principles of ethics in research but,
also, grant the possibility of considering that they are
not absolute and recognize that each case presents
its own challenges. Hence, to reach a valid conclusion,
a careful multidisciplinary review of each protocol in-
dividually is mandatory, even in observational studies.
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