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ABSTRACT

The present study is a report on the authors'
experience working nurses in a randomized,
blinded, phase Ill clinical trial, developed at
Escola Nacional de Saude Publica Sérgio
Arouca / FIOCRUZ / RJ. This study describes
the participation of nurses in the implemen-
tation of a clinical trial, highlighting their
importance in this new field of work. The
authors state the rigorous implementation
of the clinical trial by the nurse, aiming to
prevent errors, biases and failures; as well
as the commitment to the authenticity of
data collection, attention and respect to the
rights and welfare of the study subjects.
Nurses are not only able to perform with
quality their usual patient-related tasks, but
also research activities in health science,
such as participating in clinical trials, moni-
toring, supervision and professional training.

KEY WORDS
Nursing.

Clinical trial.
Clinical protocols.
Practice guideline.

RESUMO

O presente artigo consiste no relato de ex-
periéncia das autoras como enfermeiras de
um ensaio clinico randomizado, cego, de
fase lll, realizado na Escola Nacional de Sau-
de Publica Sérgio Arouca / FIOCRUZ / RJ.
Relata as atividades do enfermeiro na ope-
racionalizagdo de uma pesquisa clinica e
destaca a sua importancia neste novo cam-
po de trabalho. Menciona a rigorosa imple-
mentagdo do protocolo clinico pelo enfer-
meiro, visando prevenir desvios, falhas e
vieses, assim como 0 compromisso com a
autenticidade dos registros, a atengdo e o
respeito aos direitos e bem-estar dos sujei-
tos. O enfermeiro pode exercer com quali-
dade atividades ndo somente assistenciais,
como também de pesquisa, em areas da
saude, como por exemplo os ensaios clini-
cos, através de monitoramento, supervisao
e capacitagdo profissional.

DESCRITORES
Enfermagem.

Ensaio clinico.
Protocolos clinicos.
Guia de pratica clinica.

RESUMEN

El presente articulo consiste en el relato de
la experiencia de las autoras como enfer-
meras de un ensayo clinico randomizado,
ciego, de fase lll, realizado en la Escuela
Nacional de Salud Publica Sérgio Arouca /
FIOCRUZ / RJ (Brasil). Relata las actividades
del enfermero en el marco del proceso ope-
rativo de una investigacion clinica y desta-
ca su importancia en este nuevo campo de
trabajo. Menciona la implementacidn rigu-
rosa del protocolo clinico por parte del en-
fermero, apuntando a prevenir desvios, fa-
llas y deslices, asi como el compromiso con
la autenticidad de los registros, la atencion
y el respeto a los derechos y al bienestar
de los sujetos. El enfermero esta calificado
para ejercer otras actividades ademas de las
tipicas de caracter asistencial. Puede, por
ejemplo, trabajar también en investigacio-
nes en el drea de salud, como los ensayos
clinicos, a través del monitoreo, supervisién
y capacitacién profesional.
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INTRODUCTION

Clinical research can be defined as a systematic study
that follows scientific methods applicable to human beings,
called volunteers or subjects, who can be healthy or ill, ac-
cording to the research phase™.

Clinical research, clinical trial or clinical study are differ-
ent terms used to designate this scientific research process
involving human beings. As a results, clinical researchers
(or clinical investigators) can obtain new scientific know!-
edge on drugs, procedures or methods to approach prob-
lems that affect human health®,

To develop clinical research, international rules need to
be followed, which are registered in Good Clinical Practice,
a set of ethical and scientific standards and orientations!®.
This document provides a standard for clinical research de-
sign, conduction, accomplishment, monitoring, auditing,
registers, analyses and reports, guaranteeing the credibil-
ity and precision of the reported data and outcomes, as
well as the protection, integrity and confidentiality of study
subjects’ rights.

In view of our experience in phase IlI (us-
ing placebo) of a randomized clinical trial®,
carried out at Escola Nacional de Satde
Publica Sérgio Arouca (ENSP) / FIOCRUZ, lo-
cated in Rio de Janeiro, and because this pro-
fessional area is on the rise for nursing, we
aimed to report on nursing activities in put-
ting in practice a clinical research and high-
light its importance in this new work area.

Little discussion on the theme has occurred

in nursing, mainly in undergraduate programs, because this
is a recent activity area for these professionals. In Brazil, the
evidence-based practice movement is incipient in nursing and
most available literature is foreign®®. At the same time,
though, the potential development of this area is perceived,
which increases the possibility of expanding our professional
practice.

When exploring diseases and administering symptoms
from a physiology focus, subjects like wound treatment,
pain, feeding and rest-related aspects, immunity responses
and particularly the control and interpretation of vital signs
can constitute the target of clinical research by nurse-re-
searchers®,

In Brazil, the trajectory of clinical research is recent. The
first activities were developed in the 1980’s®. The most im-
portant Brazilian regulations were issued in the 1990’s and
the start of the 21st century, such as Resolutions 196 / 96
and 251 / 97 by the National Health Council (CNS), among
others.

@Randomized clinical trials are considered the best research design to assess
the effectiveness of health interventions and, therefore, represent the gold
standard in evidence-based medicine®.
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...the goal of phase llI
research is to compare
both treatments and
determine the
superiority of one of
both.
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National Resolution 196 / 96, published by the Ministry
of Health’s CNS, regulates any research involving human
beings. Brazilian researchers should not only respect na-
tional laws, but also work in accordance with the National
Research Ethics Commission (CONEP) and Institutional Re-
view Boards (IRBs), besides respecting international Good
Clinical Practice.

When involving drugs, the basic goals of clinical research
are to verify the effects, safety and tolerance; report on
adverse effects and analyze the absorption, distribution,
metabolism and excretion of active principles, with a view
to determining the product’s effectiveness and safety. It
should be reminded that, in order to clinically study a drug
in human beings, it should already have been approved in
pre-clinical tests, that is, safety aspects are assessed in labo-
ratory animals before applying the drug to human beings™*®.

Clinical research is ranked as phase |, Il, lll and IV, and
human beings’ participate as early as phase I, always con-
sidering the “randomization” process, which serves to allo-
cate the study subjects to the treatment or control group,
using probability as a factor to reduce partialities or
trends!®©,

The research in question, in which we
authors were active, refers to phase lll. In this
type of research, large multicenter studies are
accomplished, whose design is similar to the
pilot study. Between 300 and 3,000 subjects
with the disease under analysis are followed
for a period ranging from two to four years,
generally in comparison with other existing
treatments for the same problem®®.

If no treatments for the study problem
exist yet, the use of the new drug will be compared with
the use of nothing, i.e. a substance (gelatin or flour) with-
out any pharmacological effect on the organism, which is
called placebo. During this phase, the researchers hope to
obtain further information about drugs’ safety, effective-
ness and interaction. Thus, when receiving the habitual
treatment, the patient will be treated with what specialists
consider to be the best at that time. If the patient receives
the new treatment, (s)he will receive the alternative spe-
cialists consider to offer significant advantages in compari-
son with the habitual treatment@9,

Hence, the goal of phase Ill research is to compare both
treatments and determine the superiority of one of both. The
results obtained from research in this phase offer the infor-
mation needed to elaborate the product label and informa-
tion leaflet. The analysis of the obtained data can lead to the
registry and approval of the new drug or procedure by health
authorities for commercial use®®, taking the research to phase
IV, involving the product’s pharmacovigilance.

According to international Good Clinical Practice, to
adequately conduct a clinical trial, a team of well-trained
professionals is needed (physicians, nurses, pharmacists,
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statisticians, nursing and informatics auxiliaries, psycholo-
gists, among others), as well as a place where this research
will be accomplished.

This physical space and its organization should be suffi-
cient to comply with all demands of the protocol, ranging
from assistance to the research subjects to the safekeeping
of the drugs under study and all documents involved.

In general, all of these conditions are present at so-called
research units or centers, organized at universities or in
private spaces. No matter where, there will always be a re-
sponsible researcher, generally a physician or dentist, who
is in charge of all clinical research procedures.

In view of the above, nurses active in clinical research
perform different but little defined activities while conduct-
ing a study protocol. Hence, nurses need to be prepared
and trained to deal with subjects and activities related to
this area. The language of protocols, regulatory entities and
subjects’ particularities justify the need for specialized pro-
fessionals who are committed to the clarity of the obtained
data and the safety of the study population?..

This theme, although not widely mastered yet in nurs-
ing, is relevant and should be discussed as a new profes-
sional activity option in a specific activity area. For this pur-
pose, new knowledge and constant technical-scientific im-
provement are fundamental, which are basic factors to
permit nurses’ participation in increasingly complex clini-
cal studies in view of current technological advances®.

The emerging need for nurses to update their techni-
cal-scientific knowledge will certainly entail positive influ-
ences for their professional activities due to the incorpora-
tion of new knowledge. If transmitted to other nursing team
members, this will also contribute to better care delivery,
benefiting everyone involved in care practice®. Thus, we
hope to contribute to future scientific research about
nurses’ participation in clinical studies.

We also intend to describe and characteristic possible
activities for clinical research nurses and to promote knowl-
edge among students, teachers and even nursing profes-
sionals about this group of workers. This theme can be in-
cluded into the theoretical contents offered in undergradu-
ate and graduate nursing programs.

NURSES' ACTIVITIES IN CLINICAL
RESEARCH: OUR EXPERIENCE

Clinical research demands the strict observation of its
design. The initial step, essential for the development of
clinical studies and achievement of the proposed objectives,
is to select the research subjects, which closely depends
on the inclusion and exclusion criteria.

This universe differs from nursing care in the hospital
context, in which subjects are absorbed by the Health Sys-
tem. In clinical research, not all patients can be included in
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the research, but only those corresponding to the pre-es-
tablished criteria in the protocol. And, depending on its
peculiarities, the selection phase becomes very difficult and
involves many exclusions.

In this process, an adequate method needs to be used to
select and follow the subjects, and the implications of this se-
lection and possible interventions and outcomes for the Clini-
cal Research Unit need to be presented. It is highlighted that
the studies’ expected final result is the production of reliable
data, which the entire scientific community can accept.

The professionals involved need to program and plan
their activities. Initially, they should know about their daily
responsibilities, possible degree of integration and inter-
face with other research components, and get familiar with
the work tools and all research conductions protocols.

In this clinical research universe, we nurses can be ac-
tive as monitors, collaborators or coordinators. Until date,
in Brazil, the principal investigator can only be a physician
or dentist.

In the blind, phase Il and multicenter randomized clini-
cal trial we participate in at ENSP/FIOCRUZ, we served as
monitors in 2007 and 2008. In this function, our main con-
cern is the strict implementation of the clinical research,
controlling and preventing diversions, errors and bias; seek-
ing authentic records; and guaranteeing attention and re-
spect for subjects’ rights and well-being.

It is our work to monitor the correct conduction of the
protocol, previously approved by the IRBs of the involved
institutions, CONEP and ANVISA (National Health Surveil-
lance Agency); clarify potential participants’ doubts, so that
they can consciously decide whether they want to be part
of the research; and identify points in the protocol that can
be adjusted so as to optimize the selection process.

To preserve the specific study and mainly its subjects,
we cannot provide information about the partial results
and/or outcome. Moreover, we do not intend to describe
it here, but to emphasize nurses’ participation in clinical
research, independently of the theme under analysis.

For nurses, the starting point when putting in practice
clinical research is to observe the inclusion and exclusion
criteria, as they define among volunteers which subjects
will be selected for the research. This process is called cap-
turing or clinical screening.

In this step, we assess the results of pertinent laboratory
tests, apply the first Free and Informed Consent Term and,
with the subjects and their legal representatives’ approval
(in case they are under-age or suffer from some mental dis-
order that substantially decreases their decision-making abil-
ity), we provide for and supervise the collection of biological
material for more specific tests necessary for the research.

After the collection, we condition and store the biologi-
cal material into the Unit’s Cold Chain (CC) at an appropri-
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ate temperature, which should be connected with an en-
ergy generator. This is a constant concern for nurses, as
temperature variations can lead to the loss of all existing
material at the research center and, consequently, cause
harm and backward movements in the research.

Most studies published about the cold chain refer to
immunobiological agents/vaccines, but the same knowl-
edge also applies to clinical research. Hence, the integrity
of the CC needs to be maintained, guaranteeing the stor-
age, conservation, distribution, transportation and handling
process of the materials for use and/or already collected,
with a view to maintaining their original characteristics®.
This challenge demands complete integration among all
team members, mainly nurses.

Thus, we supervise refrigerator and freezer tempera-
tures during the entire work shift and register levels and
any changes with their possible justifications on a monthly
control map. This is filed in a database together with all
other research data. Next, the multidisciplinary team dis-
cusses with a view to the adoption of strategies and asso-
ciation with probable risk or seasonal factors, so as to put
in practice control measures in real time to prevent other
events and guarantee normality levels.

This measure allows for quantitative result analyses
through specific statistical software, comparisons with re-
sults obtained at other collaborative research units and
fieldwork quality monitoring.

We are also responsible for sending biological material
and subject registration documents through the transpor-
tation system, which goes from the collaborative unit to
the laboratory and the data analysis unit; we certify the
activities performed in the field, comparing them with the
pre-established protocol; we periodically perform the de-
scriptive analysis of the information contained in the data-
base; and we train new professionals who want to act in
clinical research when the team needs to be expanded or a
team member needs to be replaced.

Support teams are available, which include: transpor-
tation of biological material collected from the participants
in ideal conditions for sample preservation; transportation
of biological material collection kits, documents and the
drug under analysis to the units; as well as laboratory analy-
sis teams and teams to insert registers into the information
system, everything managed by nurses.

We are in constant contact with these teams through
one person responsible for supervising all collaborative
units, generally the coordinating nurse, so as to monitor
and speed up test result releases and partial reports.

About the subjects, when volunteers finally fit into the
prerequisites established by the study protocol, they be-
come research subjects and voluntarily submit themselves
to the intervention with the active principle or placebo,
through their random allocation (depending on the research
design), during a preset period. Next, together with their
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legal representatives, if necessary, they sign the second free
and informed consent term.

We follow the random allocation process and monitor
adherence to the study since the start of the intervention,
exclusions and possible dropouts, registering all data in
control worksheets. We are responsible for storing, admin-
istering, accounting for and returning the research prod-
uct, besides registering clinical problems and adverse events
throughout the intervention period.

Adherence to the proposed treatment is one of the main
concerns in clinical research, as it remains unclear why one
subject group strictly follows the recommendations of the
professional who dispenses the drug under analysis (nurse
monitor), while another does not value treatment and takes
it sporadically, despite the guarantee that members can
cease their participation at any time. It should be reminded
that all participants voluntarily agree with the intervention,
are informed about the research and receive clarifications
about their doubts before, during and after any procedure.

What the subjects inform during treatment is not al-
ways true, but we respect their participation without ma-
nipulating information or asking confirmation questions.
As a strategy though, at the end of treatment, we ask par-
ticipants to return the product, so as to calculate and verify
whether self-reported adherence data coincide with calcu-
lations. We also record volunteers’ information about the
occurrence of clinical problems, adverse events and
whether they are taking the medication in accordance with
the medical prescription.

Based on the theoretical framework of social represen-
tations, the patient’s understanding of the treatment is con-
sidered submitted to a personal elaboration process, aimed
at translating medical information into a language that
makes sense. This knowledge acquisition activity does not
occur passively, with the subject accumulating the pre-
sented information. The person uses pre-existing knowl-
edge and constructs an information map that will serve as
a guide for conduct®?,

Thus, alliances should be established, that is, bonds
between health professionals and subjects, as a form of
guaranteeing the team’s and, consequently, the prescribed
treatment’s credibility™?,

Therefore, monthly meetings are scheduled with each
patient and weekly meetings with the team, in order to
discuss old intervention cases and new insertions, so as to
follow the entire course of the research for each subject,
verifying the moments before, during and after the inter-
vention, until the final outcome of the event under analy-
sis. This strict follow-up aims to assess the efectiveness of
the intervention. Whenever possible and necessary, we
participate in discussion sessions with the entire team, in-
cluding the principal investigator, to assess descriptive re-
sults, verify preliminary data produced from the database
and guarantee the quality of our fieldwork.
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At these moments, when specialists in the area are
present, who were invited on that occasion, we use the
opportunity to jointly analyze the effectiveness of the
strategies the team uses to approach the study subjects
and, if necessary, we adopt new procedures and work
methods.

Thus, it is clear that our tasks as clinical research nurses
include not only care activities, but also management and
continuing education. Besides, we are involved in individual
and/or group studies of scientific articles, mainly from in-
ternational sources, about the project theme and prepare
research sub-projects related to the main theme.

Constant training and accumulated experience improve
the conduction of the research. We know that we should
control our enthusiasm and self-confidence though, with a
view to avoiding diversions in the conduction of research
due to mere carelessness.

Our experience as clinical research nurses has demon-
strated considerable value in this work of actively recruit-
ing research subjects and monitoring their participation in
the research.
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OnLinE
FINAL CONSIDERATIONS

Nurses’ daily work in clinical research differs from the
habitual care model. Nevertheless, the same dedication and
responsibility is needed.

This is a new and very interesting work area, as it de-
mands continuous improvement and multidisciplinary
teamwork, with good interaction among all participants
(collaborators).

In practice, though, nurses assume responsibilities that
have not been standardized yet, fundamental for conduct-
ing clinical research, such as selecting subjects, following
them during the intervention and monitoring them until
the end of the research.

Hence, further research is needed about nurses’ par-
ticipation in clinical trials and these professionals need to
report on their daily experience, with a view to the sharing
of ideas about a rich and very expressive area in the tech-
nological world we live in.
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