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Summar

Backgroun)(,i: Requirements for Institutional Review Board approval and informed consent for research involving human
subjects have existed for more than 2 decades. However, evidence of fulfillment of these requirements is sometimes
lacking in cardiovascular research reports in Argentina. Since ethical standards vary between committees, there may be
some confusion among researchers regarding the need for an ethical review when conducting low risk research.

Objective: To examine the frequency of obtaining an ethical review and informed consent in cardiovascular research in
Argentina.

Methods: Through a questionnaire, we contacted authors of 100 reports submitted to our annual scientific meeting
during 2006.

Results: Thirty six per cent of questionnaires were resubmitted with confirmation of ethical review, 34% responded that
ethical review was not obtained, 23% reported as being exempt and 7% were never resubmitted. Most articles obtaining
ethical review were pharmacological trials or research involving assessment of new devices. On the other hand, most
articles reporting lack of or exemption from ethical review come from epidemiological research or studies evaluating
non-invasive methods. Sixty percent of phase IV pharmacological trials, research on cellular implantation or assessment
of new devices met federal regulations requirements.

Conclusion: The rate of ethical review and use of informed consent in cardiovascular reports in Argentina vary among
articles. Most research involving prospective observational studies and nearly 50% of protocols including intervention
or invasive procedures do not report ethical review. This high proportion of articles lacking ethical review suggests the
presence of legal and ethical flaws which should be discussed and overcome. (Arq Bras Cardiol 2008; 90(5): 290-293)
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in Argentina. We hypothesize that, since ethical standards
vary widely between different committees, researchers might
be confused regarding the need for an IRB approval when
conducting low risk clinical investigation, such as epidemiological
research. In the same way, legal requirements for secure
safeguards of personal data confidentiality could pass unnoticed,
especially in observational studies involving follow-up.

Introduction

In recent years there has been increased focus on human
subject protection and documentation of ethical review
in clinical studies, especially since media reports of ethical
transgressions have been denounced'-. Consequently ethical
appraisals have gone from almost no rules to very strictly
regulations including not only clinical pharmacological trials

but also epidemiological research. The aim of this study was to examine the frequency of

obtaining IRB approval and informed consent in cardiovascular

The requirements for Institutional Review Board (IRB) K 8
reports in Argentina.

review and informed consent for research involving human
subjects have existed for more than two decades, and in many

countries federal regulations on clinical investigation demand
approval by an ethics committee*?®.

We questioned the fact that evidence of fulfillment of these
requirements is sometimes lacking in cardiovascular research
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Methods

We reviewed all reports of cardiovascular research
involving human subjects submitted to our annual
scientific meeting (Argentine Congress of Cardiology)
during 2006. Articles were divided into pharmacological
clinical trials, research involving interventional cardiology,
electrophysiology or surgery, trials evaluating new devices,
prospective studies assessing new diagnostic methods or
new applications of known technology and prospective
observational or epidemiological studies that did or did not
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involve biochemical determinations or non-invasive methods
for diagnosis. Retrospective observational or epidemiological
studies, meta-analyses and case reports were excluded
from the analysis since consensus exists on no need for
ethical review. The remaining articles were examined and
authors contacted to determine if they could document IRB
evaluation, informed consent mechanisms and fulfillment
of requirements of the Department of Drugs & Clinical Trial
Evaluation of the Argentine Federal Agency (AN.M.A.T.). If
either of these features could not be corroborated, authors
were asked to explain reasons for the lack thereof.

This research project has been approved by our local
Institutional Review Board, according to the Declaration of
Helsinki.

Results

Of 341 abstracts involving research with human subjects,
100 (29.3%) were prospective studies which met inclusion
criteria to be evaluated. Classification of articles revealed that
34 (9.9%) were prospective studies assessing new diagnostic
methods such as coronary angiography with multislice
computed tomography (CT), or new applications of well-
known methods like magnetic resonance for atrial septal
defect evaluation. Thirty-two papers (9.4%) were prospective
epidemiological articles; these comprise observational research
based on prospective records, including or not non-invasive
or low-risk procedures such as biochemical determinations,
X-rays, etc. Research involving invasive procedures such as
surgery or interventional cardiology comprised 24 abstracts
(7.0%). This group also included controlled trials assessing new

medical devices such as stents, heart valves, etc. Finally, 10
articles (2.9%) were typical clinical trials of pharmacology or
cellular therapy. Table 1 resumes recommendations for IRB
evaluation, informed consent and local federal regulations
requirements for each type of article®'.

Authors of these 100 papers were contacted by means of a
questionnaire asking for ethics information. Thirty-six per cent
of questionnaires were resubmitted with confirmation of ethics
review, 34% responded that ethical review was not obtained,
23% reported as being exempt from review and 7% were
never resubmitted. Most articles obtaining ethical review were
pharmacological clinical trials or research involving assessment
of new medical devices (Table 2). On the other hand, most
articles reporting lack of or exemption from ethics review
come from epidemiological research or studies evaluating
new non-invasive diagnostic methods.

Seventy per cent of phase IV pharmacological clinical trials,
research on cellular implantation or assessment of new devices
met federal regulation requirements.

Discussion

This study suggests that the rate of IRB review and
use of informed consent vary among types of articles.
Most research involving prospective observational studies
and 53% of protocols including intervention or invasive
procedures do not report ethical appraisals. The high
proportion of articles lacking ethical review suggests
the presence of legal and ethical flaws which should be
discussed and overcome.

There is no doubt that clinical investigation must be

Classification of 341 abstracts involving research with human subjects

Type of study n % IRB and informed consent®* Federal Regulations
Retrospective obsevational, meta-analyses or case 241 70.7% unnecessary unnecessary
reports
Prospectlvel stuldles assessing new diagnostic methods 34 9.9% recommended unnecessary
or new applications
Prospective epidemiological involving or not biochemical o

- T . 32 9.4% recommended unnecessary
determinations or non-invasive diagnostic methods
Research |n'v0IV|ng interventional carqlology, 24 7.0% usually necessary usually necessary
electrophysiology, surgery or new devices
Pharmacological clinical trials 10 2.9% necessary usually necessary

Fulfillment and documentation of Institutional Review Board (IRB) approval, informed consent and federal regulations requirements

(100 abstracts)

Type of stud IRB Informed consent Federal regulations
e y Yes(%) Yes(%) Yes(%)

Prospective studies assessing new diagnostic methods or new applications 35% (12/34) 32% (11/34) unnecessary
F’rospectw_e epldgmlologlcal involving or not biochemical determinations or non- 25% (8132) 16% (5/32) unnecessary
invasive diagnostic methods
(I;{:;izgch involving interventional cardiology, electrophysiology, surgery or new 42% (10/24) 29% (7124) 67% (416)
Pharmacological clinical trials 80% (8/10) 80% (8/10) 70% (7/10)
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supervised by institutional boards in order to judge the ethical
viability of research during elaboration, implementation and
development stages. Some kinds of protocols evaluating
new drugs or devices do require official authorizations from
the national Federal Agency whose requirements always
include IRB review and approval. On the other hand, need
for an ethics committee approval in epidemiological studies
remains controversial.

Most observational epidemiological research is based
upon already existing data, usually obtained by retrospective
chart review. In these cases, consensus exists that there is
no need for ethical review as long as investigators provide
secure safeguards of confidentiality. Nearby 70% of articles
evaluated in this paper were of this type. Similarly, 72% of
authors perceived that prospective epidemiological research
involving low-risk procedures were also exempt from ethics
review and informed consent, though this opinion is not
usually shared by many IRB. Researchers’ attitudes could
be justified taking into account that several international
ethical guidelines for epidemiological research suggest that
when the research design involves no more than minimal
risk and requirement of individual informed consent would
be impracticable (for example, where research involves only
excerpting data from subjects’ records), the IRB may waive
some or all of the elements of informed consent' . It is
noteworthy that waiver of the need for informed consent does
not exempt the research from review by an ethics committee,
which will decide whether or not to waive this requirement.
In this way, IRBs would evaluate every protocol in order to
commit researchers in securing safeguards of personal data
confidentiality. Likewise, in prospective epidemiological
studies involving low-risk procedures such as extra biochemical
determinations or non-invasive methods for diagnosis, ethical
appraisals are necessary to decide the requirements for
informed consent.

Another special case is regarding investigations assessing
new non-invasive diagnostic methods or new applications
of known technologies. In our study 9.9% were of this type,
and one-third of these were considered by researchers as
exempt from ethical appraisal because of being low-risk
clinical investigations. In this situation, researchers tend to
underestimate the risk of procedures, such as was the case of
a protocol assessing an exercise test using a bicycle ergometer
in patients with critical valvular aortic stenosis.

A high proportion of articles lacking ethical review
were found in research involving invasive methods such
as interventional cardiology, electrophysiology or surgery.
Although these invasive procedures are frequently
employed in cardiology, associated risk cannot be
considered low. In these cases, lack of IRB approval and
informed consent cannot be accepted; much work must
be done for investigators to fulfill current ethical standards
in this type of protocols.

Scientific societies and local journals usually alert the
researcher to the need for IRB review, but subsequent
monitoring of fulfillment of said requirements is often
neglected, especially when abstracts are communicated
in a scientific meeting. Editors and scientific organizations
must rectify this problem by enforcement of national and
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international ethical standards in the research studies that
authors send for evaluation and publication®.

Some studies have explored the attitudes of researchers
from developing countries regarding the role of local IRB in
ensuring the adequacy of ethical standards in multinational
research conducted in those countries. Although researchers
have reported that the local review process generally takes
place, they admitted that gaps in the review procedure can
result in a number of research projects not being reviewed
by an ethics committee.

United States’ federal regulation identifies three levels of
review for human subjects research. These are expedited
review, full review, and exemption from review. A study
suitable for expedited review is one involving minimal risk
to the research subject. As defined by federal regulation,
“minimal risk means that the probability and magnitude of
harm or discomfort anticipated in the research are not greater
in and of themselves than those ordinarily encountered in
daily life or during the performance of routine physical or
psychological examinations or tests”. In this case, ethics
committees could provide a simplified application for an
expedited review of research involving a review of patient
data, records, or specimens. However, considerable
variability in IRB processes for minimal risk studies has
been reported'*'?. Expedited studies that include chart
and radiograph reviews, observational or epidemiological
studies, and research that involve routine physical exercise,
blood drawing, and other minimal risk procedures®, may be
reviewed by a subcommittee or administratively within the
office, instead of full IRB approval®. Studies requiring full
evaluation are those that pose greater than minimal risk to
research subjects; these include most clinical trials involving
drugs, devices or invasive procedures, as well as research
including vulnerable populations. Finally, studies exempted
from IRB include retrospective reviews of de-identified data
or collection of de-identified tissue samples; however these
exemptions must be made by an ethics committee, since
research intended for publication generally warrants review
by an IRB.

Research must rest upon accepted ethical standards, but
these standards must be applied taking into consideration the
balance between the risk involved in the investigation and the
benefits provided by research. Within this scope, IRB approval
and informed consent must be mandatory when assessing
new drugs, devices or invasive methods, but requirements
for informed consent could be waived for prospective
observational studies involving low-risk procedures, or trials
evaluating new non-invasive diagnostic methods. In short,
since ethical appraisals are often time consuming and costly,
itis reasonable to address all protocols taking risk and benefits
into consideration.

Improving research ethical standards for clinical investigation
will require additional education for investigators and clearer
guidelines for IRB members. Research adherence and full
documentation of ethical review in clinical studies will improve
protection for research subjects as well as the public trust in
the process.

In conclusion, this study demonstrated that the rate of IRB
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review and the use of informed consent in cardiovascular
research reports in Argentina vary according to the type of
article. Most research involving prospective observational
studies and nearly 50% of protocols including intervention
or invasive procedures do not report ethical appraisals. The
high proportion of articles lacking ethical review suggests the
presence of legal and ethical flaws which should be discussed
and overcome.

The study was reviewed and approved by the Institutional
Review Board (Bioethics Committee) of the Argentine Society
of Cardiology on November 22, 2006. The discussion of the
study was registered in Book 1 (one), page 16 of this Board.
If necessary a hard copy of the text can be obtained by
contacting the IRB of Argentine Society of Cardiology (www.
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