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Abstract This paper presents the structuring
dimensions of the CEP-Conep System in order
to understand the actions promoted by the Na-
tional Research Ethics Commission in response
to demands for the processing and ethical anal-
ysis of research protocols related to COVID-19 in
2020. Based on CEP-Conep System public docu-
ments, an assessment of legislation, from 1988 to
2020, and its extension in terms of the number
of Commiittees, users, and protocols, from 2012
to 2020 was presented. The minutes of Conep’s
Ordinary Meetings (RO), for 2020, of a confiden-
tial nature, were analyzed, to verify adaptations
to the pandemic. At the end of 2020, the System
had 844 Committees, 854,741 users, and 701,791
analyzed protocols. The Commission centralized
the analysis of COVID-19 protocols, in January
2020, and promoted three decentralizations, as
more knowledge was generated, with vaccine pro-
tocols for COVID-19 remaining centralized. The
history of the CEP-Conep System provided bal-
last for the adoption of management, educational
and communication measures that accelerated
the approval of protocols and made the process
transparent. The absence of indicators made it
impossible to evaluate the performance in 2020,
which was apparently satisfactory.
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Introduction

The protection of people who participate in re-
search is the primary mission of the Research
Ethics Committees (RECs). Ethics in research in-
volving human beings was regulated, in Brazil, by
the National Health Council (CNS) from 1988,
and composed of various norms, the backbone of
the current CEP-Conep System'.

According to the CNS/MS Resolution No.
466/2012, data collection in research with hu-
man subjects can only begin after formal ap-
proval by the CEP-Conep System, ensuring that
ethical requirements are followed from the out-
set’. Internationally, the use of indicators is rec-
ommended to monitor the ethical review and
supervision process, from submission to comple-
tion of studies®®. The year of 2020 saw the onset
of COVID-19. On January 30, 2020, the World
Health Organization (WHO) declared the dis-
ease a global public health emergency and, on
March 11, 2020, a pandemic. At the end of 2020,
Brazil had 7,714.819 cases and 195,742 deaths
from COVID-19".

The period was marked by the search for
cures or treatments, whether in the reposition-
ing (new indication) of known drugs, the devel-
opment of new therapeutic alternatives or the
development of vaccines®. In all cases, clinical
studies are key to providing the necessary proof
of efficacy and safety.

Although the CEP-Conep System had al-
ready been consolidated, the health emergency
resulting from the COVID-19 pandemic subject-
ed it to the challenge of meeting the demand for
ethical analysis of specific research protocols, and
with unprecedented urgency.

The article presents structuring dimensions
of the CEP-Conep System in order to understand
the actions promoted by the National Research
Ethics Committee in responding to demands for
the processing and ethical analysis of research
protocols related to COVID-19 in 2020.

Method

The method followed a case study design, using
documentary and historiographical research. The
theoretical foundation of the case study is based
on the analysis of events within their real-life
contexts, when the focus of the research question
is the “how” and “why” of a situation, which does
not require control on the part of the investigator.

The case study focuses on contemporary events
and aims to deepen the understanding of com-
plex social phenomena'®!.

The process of historiographical research
involves gathering data by identifying, record-
ing and organizing documents that answer the
research question, and which can be classified
chronologically and thematically’>. Content
analysis techniques applied to documents help to
identify the core of meaning and key terms that
elucidate the object of investigation. The content
is then categorized and interpreted in a way that
allows for relevant inferences".

Information was compiled in stages, forming
two structuring dimensions of the System. The
first described the normative path of the CEP-Co-
nep System. Resolutions and other documents is-
sued by the National Health Council regarding
research ethics and CONEP were identified from
1988, the year of the first CNS Resolution, until
2020, by consulting http://conselho.saude.gov.
br/resolucoes-cns and https://plataformabrasil.
saude.gov.br/login.isf. The regulations were orga-
nized in the form of a timeline, with the number,
issue year and enforcement period of the norm.

In the second dimension, related to aspects
of the structure of the CEP-Conep System, data
extracted from documents made it possible to
identify, year by year, the number of CEPs, pro-
tocols approved by the System and number of us-
ers/researchers, from 2012 to 2020. The data was
organized in a table to show the variation in these
dimensions over time.

In order to investigate the adaptations imple-
mented by the System to the demand for research
protocols related to COVID-19, the minutes of
Conep’s ordinary meetings (RO) were analyzed
for the year 2020, chosen because it was the first
calendar year of the pandemic. The minutes were
read first across the board and then in depth, try-
ing to identify key expressions, cores of meaning
and relevant thematic clusters'. This analytical
reading led to the emergence of analytical cate-
gories related to Conep’s activities in the exam-
ination of protocols, namely (i) centralization
and decentralization of the protocol processing
flow, (ii) adaptation of work processes, and (iii)
Conep’s normative, educational and informative
measures. The information from the minutes was
complemented, where necessary, with other doc-
umentary and/or bibliographic information, in
an attempt to form a historical perspective. The
data were presented as text, with identified and
coded highlights of interest from the minutes.



Conep’s normative changes in 2020 were orga-
nized in the form of a timeline to visualize the
chronological sequence of adaptations.

The research was submitted to the CEP of the
Sérgio Arouca National School of Public Health
(ENSP) and approved, with the Certificate of
Presentation for Ethical Appreciation (CAAE)
number 5008.1521.0.0000.5240. The study proto-
col submitted to CEP- ENSP was complemented
by authorizations for access to the Commission’s
documents and use for research purposes and
resulting publications, signed by the Conep Co-
ordinator: the Institutional Consent Term (TAI)
and the Data Use Commitment Term (TCUD).
The original documents are held by main author.
The research only began after all the authoriza-
tions had been obtained.

Results

To demonstrate the first of the two dimensions
of the CEP-Conep System, the historical series of
CNS/MS resolutions was detailed in Figure 1.

Three rules stand out due to their nature,
as mentioned above: 1/88, 196/96 and 466/12.
Under Resolution 196/96, the CNS approved
13 other additional resolutions related to re-
search ethics. In 2012, the CNS approved Reso-
lution 466/2012, revoking Resolutions 196/199,
303/2000 and 404/2008. Among the innovations,
Resolution 466/2012 established the “Plataforma
Brasil” (Brazil Platform) as the exclusive means
of processing research protocols and defined sub-
sequent complementary resolutions. In 2016 and
2018, three of the complementary resolutions
stated in the norm were approved: accreditation
of CEP (506/2016); standardization of protocol
analyses in the area of Human and Social Scienc-
es (CHS) (510/2016); and regarding detailing of
research of strategic interest to SUS (580/2018).
Res. 647/2020 defines rules for the appointment
and performance of CEP members as representa-
tives of research participants®.

The CEP-Conep System is also structured
by two Operational Norms (NO). NO 1/2012
addresses and details the flows for multicenter
protocols and creates a single flow for reporting
adverse events. NO 1/2013 explains the issues
of conflicts of interest, confidentiality in the as-
sessment of protocols, regulates the processing
of amendments and extensions, the processing
of notifications of serious adverse events, the re-
ceipt of complaints and issues regarding ethical
infringement, among other aspects. In addition

to the NO, there are three manuals, which guide
the organization of the CEP, instruct researchers
on how to submit studies onto the Plataforma
Brasil, and pedagogically explain, the most fre-
quent pending issues in clinical research'.

In the Plataforma Brasil, from January 2012
to December 2020, there were 854,741 regis-
tered researchers/users and 701,791 registered
research protocols (Table 1). At the end of 2020,
there were 844 approved CEPs in the country.
During this period, there was a 780% increase
in number of users, a 1,250% increase in num-
ber of submitted protocols and a 28% increase in
number of CEPs. In 2020, there was a reduction
of around 18% in both the number of new users
and of new protocols, and practically stability in
the number of new CEPs".

To deal with the COVID-19 pandemic and
the speed required for Conep actions, the sys-
tem was restructured. The minutes of the 2020
ordinary meetings present different aspects that
proved necessary for this turn of events, and
their contents were analyzed according to cate-
gories, relating to the most outstanding charac-
teristics of the System, and described below.

Centralization and decentralization
of protocol processing flows

On January 31, 2020, Conep decided that the
examination of all protocols related to COVID-19
would be centralized and timely, and for that the
CEPs should abstain from analyzing them. The
centralization was recorded in the minutes of the
Ordinary Meeting (RO) in January:

Conep authorized the speedy processing of pro-
tocols on this subject [COVID-19] [...] even though
they do not fall within the areas of mandatory eth-
ical analysis [of Conep], guiding the CEPs not to
analyze them'.

Conep announced the decision to centralize
through two documents, issued on 01/31/2020:
(i) the Report to Research Ethics Committees,
identified as I Report, and (ii) the Report to Soci-
ety (Figure 2). Circular Letter No. 4/2020, dated
02/10/2020, disclosed what was defined in the
RO and also advised that

[...] within the scope of the CEB, Consubstan-
tiated Opinions should be issued with the “Ap-
proved” status, and it is up to Conep to decide on
such research protocols under a special processing
regime’.

Due to the growing number of protocols, the
overload on technical advisors and reviewers and
a better understanding of the disease, an oppo-
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Table 1. Number of users/researchers, protocols and CEP of the CEP-Conep System, from 2012 to 2020.

Users/researchers Protocols CEP - total number per year
Year Difference % Difference % Difference %
N compared to N compared to N compared to
previous year previous year previous year
2012 97,505 - 52,079 - 661 -
2013 88,167 -9.6 64,298 23.5 670 14
2014 83,704 -5.1 69,138 7.5 691 3.1
2015 85,080 1.6 73,819 6.8 711 2.9
2016 93,177 9.5 79,419 7.6 731 2.8
2017 94,248 1.1 88,372 11.3 791 8.2
2018 108,166 14.8 94,856 7.3 842 6.4
2019 112,426 3.9 98,856 4.2 847 0.6
2020 92,268 -17.9 80,954 -18.1 844 -0.4
Total 854,741 - 701,791 - n.a. -

n.a. - not applicable.

Source: Conep/MS, 2022; authors’ calculations15.

site path to centralization was taken. Happening
was gradual, in April, June and November 2020
(Figure 2), and, at the end of the period, the flow
established by the regulations prior to the oc-
currence of COVID-19* was reinstated, with the
addition of the centralization of vaccine clinical
trial protocols for COVID-19'-2;

ITEM 3. [...] The proposed measures are to
send the CEP the protocols they normally al-
ready receive and we would keep at Conep the
special thematic areas and vaccine protocols [for
COVID-19]*.

Adapting the work processes

On March 16, 2020, due to the inexorability
of the pandemic and the requirement of social
distancing, the CEPs’ were authorized to hold
virtual meetings, on an exceptional basis?, safe-
guarding all ethical precautions, maintaining
confidentiality and privacy in relation to pro-
cessed information during all meetings. In April
and May, it was recommended that opinions on
COVID-19 be assessed and released within seven
calendar days and that the CEPs operate through
virtual technical chambers, with at least five re-
porting members?!-%2,

For Conep, virtual plenary meetings were
discussed and approved by consensus at the April
RO and the need for members to adapt to the
virtual format was emphasized. The process of
holding meetings of the technical chambers was
also intense, and they became daily endeavours,

happening seven days a week and, to this end,
the functioning of Conep involved the opening
of four continuously working chambers . The II
Report, of the same month, requested that the
opinions be issued within seven days, that the re-
sults related to COVID-19 be dealt with urgent-
ly and prioritized, while maintaining the ethical
standards in force '%.

The minutes of the September 2020 RO re-
corded the proposal to increase the number of
members of the technical chambers, inviting ad
hoc reviewers, in order to increase the capacity
to examine protocols”. At the December meet-
ing, Conep took stock of its activities in dealing
with the pandemic and reported that there had
been 327 extraordinary chambers on COVID-19
throughout the year, with more than 9,000 proto-
cols in progress, more than 4,000 of which were
on COVID-19%*. The need for the participation of
ad hoc reviewers was reiterated”’.

Conep’s normative, educational
and informative measures

Conep adopted complementary regulations
to the standards described above (Figure 2), seek-
ing to adapt the CEP-Conep System to the new
emerging reality. These included the relaxation of
the registration of signed consent, with alternative
forms being accepted, such as digital signatures
and recorded consent; the relaxation or suspen-
sion of the need for signatures on protocol docu-
ments; the concurrent processing of amendments
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with the adoption of the new procedure; and the
exceptional interruption of the CEPS’ operations,
in view of the need for social distancing®

As a result of the requirements of the pan-
demic, regular regional face-to-face training for
the CEP-Conep System was suspended in 2020,
by means of Circular Letter No. 11/2020, of April

28, 2020.%° On the other hand, distance-learning
courses were strengthened that year, and seven
courses were offered, for which content ranged
from basic (“Basic methodological principles and
ethical issues”), to more specific (“Biobanks and
Biorepositories”), totaling more than 17.000 par-
ticipant registrations?.

Figure 2. Changes in the processing of COVID-19 protocols - CEP-Conep System, 2020.

Sources: Ministério da Satide'”'820*



Another important initiative was the innova-
tion in Conep communication, using social me-
dia. During the first year of the pandemic, five
different apps were used: Facebook, Instagram,
LinkedIn, Twitter and YouTube. In addition, a
different innovation emerged with the “Research
Ethics Report - COVID-19 Special Edition”. In
2020, there were 53 editions, publicizing the 783
approved protocols related to COVID-19. The
public data of these protocols was made available
on the website of the Observatory of Scientific Re-
search Registered on Plataforma Brasil (OPB?%,

At the end of 2020, the National CEP Meet-
ing (ENCEP) was held remotely, with more than
3,500 registered participants®.

Discussion

Assessing how the CEP-Conep System was reg-
ulated and structured, and whether, in fact, this
structuring provided support for the challenges
of the pandemic year was a first step to under-
stand which changes were necessary to adapt to
the new demand for assessing research protocols
due to the COVID-19 pandemic.

The three main structuring norms of the Sys-
tem, 1/88, 196/96 and 466/12, stand out, not only
because they accommodate the various other
complementary or additive norms that emerged
during the period, but also because they show
the capacity for normative improvement, which
would be essential in facing the pandemic.

Of note is the fact that norm 1/88 changed
the hierarchical link from an administrative
body (Secretariat of the Ministry of Health) to a
social representation body (CNS), recommend-
ing, monitoring and overseeing health actions, in
accordance with Laws 8080/90 and 8142/90%".
In this sense, Resolution 1/88 represents a par-
adigm change; however, even though the insti-
tutional configuration it has brought about has
been essential in ensuring the independent and
qualified nature of human research in the coun-
try, the standard has not been entirely capable of
promoting and supporting the development of
this type of research. Seven years after its approv-
al, there was still low adherence’. Other problems
included restrictions on medical research and
the inappropriate expansion of activities into
biosafety and health surveillance, for example®.

CNS/MS Resolution 196/1996 created Co-
nep/CNS/MS, the locus from which the CEP-Co-
nep System was developed and structured™
During the 16 years it has been in force, the

mechanisms for the creation, accreditation and
operation of CEPs have been structured, devel-
oped, adapted and established, under the super-
vision of Conep. Despite the advances brought
about by the Resolution, the growing number of
submitted and processed research protocols has
caused a mismatch with the advance of commu-
nication and information technologies. In ad-
dition, there was a need to expand the fields of
research under ethical review™

This is how the foundations of the Platafor-
ma Brasil (PB) were laid in 2008 as the exclu-
sive means for submitting, processing, approving
and monitoring research protocols. Resolution
466/12 adopted PB and foresaw the existence of
complementary regulations®. The expression of
regulation at this time proved to be essential to
guide the dynamics of processes in the context
of the pandemic scenario, although there were
still regulatory gaps, such as the issue of research
classification.

Until December 31, 2020 (the time limit
for this study), the draft resolution on the clas-
sification of research and its design-dependent
processing was in public consultation. However,
even though it was approved on May 6, 2022,
Resolution 674/2022 will only be operational af-
ter the restructuring of the PB (no date has been
set yet)®.

The evolution in the number of CEPs, users/
researchers and protocols has shown growth over
the years**¥, although there was a decrease in
2020. However, it is necessary to elucidate the
nature of the unusual structural pressure suffered
by the System during the pandemic, which went
far beyond what was expected from the program-
matic quantities in Table 1. Other issues influence
the outcome of this type of pressure, such as CEP
performance, for example, an aspect that was not
measured in this study, and based on specific in-
dicators™*.

However, the application of these indicators
is limited, since there is little identification of the
need for new committees in different geograph-
ical areas, or in CEP specialties (biomedical and
humanities), or even for procedures in health
emergencies. On the other hand, after the Zika
virus (ZIKV) emergency in 2015-2016, and in
accordance with Res. 466/2012, Res. 580/18 was
published, with some emphasis on the priority
analysis of protocols of public health interest, de-
fined by the Ministry of Health®.

Furthermore, measuring the performance of
existing CEPs in protocol analysis was impossible
in the COVID-19 emergency, given the lack of
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a historical indicator series, for example (i) the
characteristics of approved protocols and (ii) the
number of protocols analyzed per period and
over time. The application of these indicators
would have improved the management of the
system during the pandemic>**%.

The results of this study point to preventive
action by Conep in the face of the outbreak of
the pandemic. Since the structuring dimensions
of the System were not capable of responding de-
finitively and completely to the challenges posed
by the need for fast and efficient ethical process-
ing of an unforeseen number of research proto-
cols involving human subjects, Conep took the
necessary measures to overcome the limitations
brought about by the normative and physical
structure of the System, facing the complexity of
the new reality.

When the WHO declared the COVID-19
health emergency, Conep immediately changed
the process flow. The decision to centralize the
flows for the protocols in which COVID-19 was
involved was taken after a technical discussion
with specialized institutions in January 2020
about the new disease and its possible conse-
quences in terms of public health. There was
initial uncertainty about the scale the pandemic
would take, and recognition of its apparently er-
ratic behavior at the time - to a greater or lesser
extent over time®'.

By centralizing, Conep helped speed up and
standardize the ethical examination of the proto-
cols it received, as well as promoting agile adapt-
ing of processes as the pandemic spread across
the country. On the other hand, potential vul-
nerabilities of ethical procedures within health
services were being revealed as inpatients also
became research participants®. But in fact, over
time, decentralization began to take place. Three
turning points contributed to the reversal of the
centralization process: the better understand-
ing of the disease, its sequelae and its causative
agent, and the sequencing of viral lineages; the
excessive workload on the members, which after
a few months was too burdensome; and the grad-
ual reorganization of the institutions that housed
CEPs. The initial uncertainties were also reduced
by the tests carried out with drugs and vaccines
that showed the most promise®’. This change also
contributed to a better understanding of how
protocols should be analyzed, bringing greater
confidence to the decentralization process.

Among the health measures to possibly con-
tain the pandemic was the requirement for social
distancing, which led to the adoption of remote

working by Conep***. In the traditional form
of a face-to-face meeting, Conep itself establish-
es the limits of interaction between members
during the evaluation and the flow of confiden-
tial information. Thus, adapting to virtual tech-
nical chambers was an ethical challenge, as it had
to supplant the already consolidated managerial
and logistical practices of the CEP-Conep Sys-
tem, which began to operate on an exceptional
basis and in the absence of rules regulating the
practice. The remote environment meant that
there was need to be extra vigilant about ethical
conduct, confidentiality and privacy of informa-
tion, For this reason, when conducting the vir-
tual examination, each rapporteur was instruct-
ed to take the necessary measures to protect the
confidentiality of the information®**.

In order to function, and to adhere to their
independent character, the CEP have members
who receive initial and ongoing training for the
intense work of reporting and for updating reg-
ulations. Maintaining a qualified and up-to-date
team of reviewers is therefore no easy task*.
During the pandemic, these difficulties grew
significantly*!. Conep found itself under intense
pressure to analyze an increasing number of pro-
tocols in a timely manner, thus relying on the
addition of ad hoc reviewers. However, even with
the work of trained reviewers with experience in
the system, Conep had to face difficulties in the
availability of these same reviewers, especially
when they came from private institutions, due to
the need to justify the time dedicated to Conep.
The final outcome in terms of speed and volume
of analysis seems to have been positive®, but
nothing can be said about performance, for the
reasons discussed above.

Bearing in mind the importance of internal
educational processes, as necessary for members
and ad hoc, during the pandemic the focus of Co-
nep’s actions was very much directed at the CEPs,
a capillary network close to the interested parties,
i.e. researchers and users of the System, who were
also the target of educational actions.

In order to harmonize ethical analysis, in
2020, Conep team held virtual meetings with
357 CEPs, replacing on-site visits, totaling more
than 3,900 viewers. Seven short distance learning
courses were produced and made available, the
target audience being volunteer members and
administrative staff of CEPs, but open to other
interested parties??.

Normally, obtaining the Free and Informed
Consent Form (FICF), submitting signed docu-
ments and processing amendments are, among



others, aspects of normative and procedural reg-
ulations in the CEP-Conep System that may gen-
erate pending issues. The pandemic required new
procedures. Conep issued the document Guide-
lines for Conducting Research and CEP Activity
During the Pandemic Caused by the Coronavirus
Sars-CoV-2 (COVID-19), on May 9, 2020%. The
intense work of the technical chambers, added to
the normative changes in this document, inno-
vated the practice and, in the end, accelerated the
approval of protocols.

For the external public, Conep innovated
by expanding the means of communication,
by publishing, regularly and in aggregate form,
public data from approved COVID-19 protocols
and by making this data available on the inter-
net, at the Observatory of Registered Scientific
Research portal on the Brazil Platform (OPB).
The series “Boletim Etica em Pesquisa — Edigdo
Especial COVID-19” (Research Ethics Bulletin —
COVID-19 Special Edition) was received by the
scientific community and society as an excellent
contribution *, giving visibility to the research
being processed at CONEP. The initiative was
considered by the Pan American Health Organi-
zation (PAHO) as an example of strengthening
transparent communication about ongoing re-
search during the pandemic®.

This study was based mainly on the minutes
of the 2020 Conep, which are confidential, and,
in addition, on other public documents issued
by Conep. From the research universe viewpoint
and also considering its corpus, analyzed doc-
uments are fully representative of the object of
analysis. Conep is a body under the scrutiny of the
researchers interested in its projects and the min-
utes are reviewed by all its members, so the text is
highly reliable and standardized. These points add
quality to the study materials. However, it is worth
noting that the minutes were not generated for
the purpose of providing answers to the research
questions, which limits our results somewhat.

In addition, in order to reduce subjectivity,
timeline figures were added to support the text
with a description of the structuring dimensions
and the changes in protocol processing. When-
ever necessary and available, the information in
the minutes was verified with other documents,
although Conep does not analyze the character-

istics of the protocols on a regular, systematic or
public basis, which made it difficult to compare
this timeframe with other periods.

Final considerations

This article examines Conep’s trajectory during
the first pandemic year. The analysis of the min-
utes was an innovative strategy that allowed un-
derstanding of the processes of change and ad-
aptation caused by the COVID-19 pandemic and
resulted in attaining research goals.. The fact that
Conep is a Commission of the National Health
Council (CNS) has given transparency, autono-
my, plurality and independence to its work.

The structuring dimensions developed over
time - regulations and physical structure - were
not enough to deal with the needs and pressures
arising from the pandemic. This required quick
and effective changes so that the ethical proce-
dures for research were not paralyzed. Conep
responded quickly at the beginning of 2020, cen-
tralizing the analyses and making subsequent
adaptations as the pandemic progressed and as
knowledge about the disease and ongoing re-
search was consolidated. In addition, there was
intense mobilization of effective members for
ethical examination and the addition of a contin-
gent of ad hoc reviewers, forming a real task force
for the full functioning of the System. Some ed-
ucational and training strategies for society have
been developed, especially the Report, which is
recognized nationally and internationally, ex-
pressing the progress of research over time.

The various advances made during the health
emergency give rise to the expectation that the
lessons learned will be incorporated into flows
in similar situations in the future. The analysis
showed that the system adapted quickly to abrupt
health demands and provided support and feed-
back to science. In addition, the vanguard of
these changes during the pandemic within a sys-
tem of ethical analysis as advanced as Brazil’s was
highlighted, which may inspire other countries.
Undoubtedly, although the consolidated System
needs to develop and implement performance
indicators, this study shows that actual progress
has been made.
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