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RESUMO

Objetivos: Analisar, retrospectivamente, aspectos do tratamento, dados
epidemioldgicos e clinicos de pacientes com diagnéstico de cancer hematoldgico ou
de mama e que foram tratados com doxorrubicina. Materiais e Métodos: Trata-se de
um estudo de coorte longitudinal, retrospectivo, ndo intervencionista, realizado no
Servigo de Oncologia do Hospital de Clinicas da Universidade Federal de Uberlandia,
no periodo compreendido entre janeiro/2015 e julho/2020. Foram analisados os
registros encontrados em prontuarios em meio eletrénico e/ou fisico referentes a
pacientes tratados com protocolo quimioterapico que incluia doxorrubicina.
Resultados: Foram analisados 172 prontudrios. Destes, 132(77%) eram de
portadores de cancer de mama e 40(23%) tinham linfoma n&o-Hodgkin. Em uma
segunda analise destes mesmos prontuarios, foram identificados 20 pacientes que
haviam feito pelo menos dois ecocardiogramas tridimensionais seriados durante o
periodo de acompanhamento médico da quimioterapia. Em sete pacientes (35%) foi
encontrado critério ecocardiografico para o diagndstico de cardiotoxicidade. Com
relacao aos 172 pacientes, 102(59%) eram mulheres. Quanto a idade, 19(11%) tinham
de 18 a 30 anos, 38(22%) de 31 a 40 anos, 48(28%) de 41 a 50 anos, 47(27%) de 51
a 60 anos, 15(9%) acima de 60 anos e 05(3%) nao tinham essa informagao. A média
de peso do grupo foi 68,1 kg e o indice de massa corporal (IMC) foi 26,6 kg/m?2. Os
dados indicam predominancia de mulheres acima de 51 anos e com sobrepeso.
Conclusées: Compreende-se que a falta de registros nos prontuarios de dados
sociodemograficos, de aspectos do tratamento do cancer e de demais dados
evolutivos da doencga, representa um dificultador na coleta de dados e
desenvolvimento desta pesquisa. Os achados indicam ser imprescindivel que o
paciente oncolégico seja assistido de forma integral durante o seu tratamento,
particularmente se houver uso de doxorrubicina. Todos os detalhes do cuidado
despendido devem ser anotados nos prontuarios para que possam ser consultados
em caso de necessidade para que sejam observadas, de imediato, as alteragdes
precoces e os efeitos adversos e, por conseguinte, adotar-se as medidas necessarias
a mitigacao de riscos. Cuidados especiais devem ser realizados desde a escolha do
ciclo ideal do tratamento que sera adotado até os exames complementares que serao
realizados e constarem de protocolos desenhados para atenderem aos principios
gerais da diretriz cardio-oncoldgica para minimizar eventuais danos.

Palavras-chave: Cancer; Neoplasias; Cardiotoxicidade; Quimioterapia; Antraciclinas;
Enfermagem.



ABSTRACT

Objectives: To retrospectively analyze aspects of treatment, epidemiological and
clinical data of patients diagnosed with hematological or breast cancer and who were
treated with doxorubicin. Materials and Methods: This is a longitudinal, retrospective,
non-interventional cohort study carried out at the Oncology Service of the Hospital de
Clinicas of the Federal University of Uberlandia, between January/2015 and July/2020.
The records found in medical records in electronic and/or physical means referring to
patients treated with a chemotherapy protocol that included doxorubicin were
analyzed. Results: 172 medical records were analyzed. Of these, 132 (76%) were
breast cancer patients and 40 (23%) had non-Hodgkin's lymphoma. In a second
analysis of these same charts, 20 patients were identified who had had at least two
serial three-dimensional echocardiograms during the chemotherapy follow-up period.
In seven patients (35%) echocardiographic criteria were found for the diagnosis of
cardiotoxicity. Of the 172 patients, 102 (59%) were women. As for age, 19 (11%) were
between 18 and 30 years old, 38 (22%) between 31 and 40 years old, 48 (28%)
between 41 and 50 years old, 47 (27%) between 51 and 60 years old, 15 (9%) over 60
years and 05 (3%) did not have this information. The mean weight of the group was
68.1 kg and the body mass index (BMI) was 26.6 kg/m2. The data indicate a
predominance of women over 51 years of age and overweight. Conclusions: It is
understood that the lack of records in the medical records of sociodemographic data,
aspects of cancer treatment and other evolutionary data of the disease, represents a
difficulty in data collection and development of this research. The findings indicate that
it is essential that the oncological patient be fully assisted during their treatment,
particularly if doxorubicin is used. All details of the care provided must be noted in the
medical records so that they can be consulted in case of need so that early changes
and adverse effects are immediately observed and, therefore, the necessary measures
are taken to mitigate risks. . Special care must be taken, from choosing the ideal
treatment cycle to be adopted, to the complementary exams that will be carried out
and include protocols designed to meet the general principles of the cardio-oncological
guideline to minimize possible damage.

Keywords: Cancer; Neoplasms; Cardiotoxicity; Chemotherapy; anthracyclines;
Nursing.
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1. INTRODUGAO

O cancer é um grande problema de Saude Publica e cerca de 20 milhdes de
pessoas no mundo apresentam essa doenca (INCA, 2017). De acordo com o Instituto
Nacional do Cancer - INCA (INCA, 2020), no Brasil, as estimativas de risco para o
triénio 2020-2022 sao de 66280 novos casos de Cancer de Mama — CA para cada
ano, sendo que a regiao Sudeste ocupa a primeira posicao com risco de 81,06 casos
por 100 mil habitantes. Com relagédo a Leucemia Mieldide Aguda - LMA, é esperado
para o Brasil, para cada ano do triénio 2020-2022, cerca de 5920 novos casos em
homens e de 4890 casos em mulheres, e, por fim, para o Linfoma ndo-Hodgkin — LNH,
prospecta-se que a incidéncia sera de 6580 casos em homens e de 5450 casos em
mulheres (INCA, 2020).

As doencas cardiovasculares nos pacientes com cancer sdo cada vez mais
diagnosticadas em decorréncia de avangos na terapéutica oncoldgica que resultaram
tanto na melhora da qualidade de vida como no aumento da sobrevida dos pacientes
(EWER; EWER, 2010). Os progressos no tratamento oncolégico resultaram também
na maior exposi¢cao dos pacientes a quimioterapia com potencial de cardiotoxicidade
(WU, 2008; MONSUEZ et. al., 2010).

Um grande desafio enfrentado por cardiologistas e oncologistas clinicos, é a
cardiotoxicidade das drogas utilizadas no tratamento das neoplasias, uma vez que
sua ocorréncia pode ter um grande impacto nos resultados do tratamento e na
evolucéo clinica do paciente (KALIL FILHO et al., 2011). No Congresso da Sociedade
Americana de Oncologia Clinica (ASCO, 2017), enfatizou-se que pacientes em
tratamento oncoldgico, se tornam mais vulneraveis a apresentar problemas cardiacos
e uma maior tendéncia a desenvolver morte subita, doenga cardiaca precoce, quando
comparados a populagao em geral.

Verificam-se, nos ultimos anos, avangos significativos na detecgao e tratamento
de pacientes com cancer, com impactos expressivos no nimero de sobreviventes em
todo o mundo (HAJJAR et al., 2020). Em projecdes recentes feitas para a populacéo
dos Estados Unidos da Ameérica, estima-se que para o ano de 2026, cerca de 20
milhdes de habitantes serdo sobreviventes de cancer e muitos terdo consequéncias

derivadas de efeitos colaterais provocados por seu tratamento; 50% desta populagéo
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tera idade superior a 70 anos (ALFANO; CHEVILLE; MUSTIAN, 2016; GBDC et al.,
2019).

Observa-se que os avancgos na terapéutica oncoldgica, trazem aumentos
expressivos na sobrevida dos pacientes com cancer e a identificagdo precoce da
cardiotoxicidade, associada a aplicacdo de medidas e tratamentos cardioprotetores,
poderdo aumentar ainda mais as probabilidades de recuperagao funcional e, por
conseguinte, trardo impacto prognéstico favoravel na vida dos portadores de cancer
(NEGISHI et al., 2014; SIEGEL; MILLER; JEMAL, 2015; PIVETA, R. B.; FISCHER,
2017).

A cardiotoxicidade tem sido diagnosticada nos ensaios clinicos com base nas
medidas da fragdo de ejegao do ventriculo esquerdo (FEVE). O Instituto Nacional de
Saude americano (NIH) classifica a cardiotoxicidade, conforme a FEVE (ALBINI et.
al., 2010), em: Grau | (leve): redugao assintomatica da FEVE entre 10% e 20% do
valor inicial; Grau Il (moderada): reducdo da FEVE abaixo de 20% ou abaixo do
normal; e Grau lll (grave): insuficiéncia cardiaca sintomatica.

A Insuficiéncia Cardiaca é classificada pela New York Heart Association
(NYHA) de acordo com a severidade dos sintomas de dispneia relatados pelo
individuo, sendo Classe | — auséncia de sintomas de dispneia; Classe Il — as
atividades fisicas habituais causam sintomas (limitagao leve); Classe lll — atividades
fisicas menos intensas que as habituais causam sintomas e a limitacéo é importante,
porém o paciente se sente confortavel no repouso e Classe IV — com incapacidade
para realizar qualquer atividade (SCRUTINIO et al., 1994).

Quanto a apresentacgéo clinica, a cardiotoxicidade pode iniciar-se de forma
aguda, subaguda ou crénica (ALBINI et. al., 2010). As formas aguda ou subaguda
caracterizam-se por alteracbes subitas na repolarizacao ventricular, alteragcdes no
intervalo Q-T, arritmias supraventriculares e ventriculares, sindromes coronarianas
agudas, pericardite e miocardite; sdo geralmente observadas desde o inicio do
tratamento até 14 dias apos o seu término (ALBINI et. al., 2010).

Conforme o inicio dos sintomas clinicos, a forma crdnica pode ser diferenciada
em dois tipos. O primeiro ocorre dentro de um ano apds o término da quimioterapia e
o segundo € geralmente mais tardio surgindo apés um ano do término da

quimioterapia.
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A manifestagdo mais tipica de cardiotoxicidade crénica é a disfungao ventricular
sistélica ou diastdlica que pode levar a insuficiéncia cardiaca congestiva e até a morte
(ALBINI et. al., 2010; DOLCI et. al., 2008).

Apesar de ndo contemplarem a avaliagao clinica, limiares diferentes para o
diagnostico de toxicidade cardiovascular tém sido utilizados, o que dificulta
estabelecer a real incidéncia de cardiotoxicidade ao longo do tempo pos-
quimioterapia.

Dentre os efeitos adversos dos quimioterapicos no sistema cardiovascular
destaca-se, pela sua maior frequéncia e gravidade, a agressdo miocardica com
disfungdo ventricular sistélica e insuficiéncia cardiaca. O aparecimento dessa
complicacdo pode determinar a interrupcdo do tratamento quimioterapico e
comprometer o resultado adequado do controle do cancer (YEH et. al., 2004; YEH,;
BICKFORD, 2009).

Uma das principais e mais temidas complicagdes do tratamento oncolégico é a
insuficiéncia cardiaca (IC) e frequentemente tem pior prognéstico que muitas
neoplasias, com mortalidade de até 60% em dois anos (FELKER et al., 2000).

Estima-se que a taxa de mortalidade entre doentes oncologicos que
desenvolvem cardiotoxicidade seja elevada, no entanto, o progndstico pode ser
positivamente alterado se houver prevencado e detecgdo precoce (LANCELLOTTI,
2015).

Os desenvolvimentos verificados a nivel terapéutico nas ultimas décadas
permitiram um aumento da sobrevida dos doentes portadores de cancer; todavia, os
efeitos adversos causados pelos quimioterapicos, nomeadamente a nivel cardiaco,
passaram a constituir uma importante causa de morbimortalidade.

O crescente uso de antraciclinas, aliado ao aumento da sobrevida dos doentes
oncolégicos, motiva a necessidade de se monitorzar os efeitos toxicos destes

farmacos.

2 FUNDAMENTAGAO TEORICA

2.1. Fatores de Risco: Cancer e Cardiotoxicidade
Os fatores associados ao aumento do risco de cardiotoxicidade sdo relativos

ao protocolo de tratamento como: droga utilizada, dosagem cumulativa, protocolo de
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administragcdo e associacdo de drogas quimioterapicas com ou sem radioterapia
mediastinal (PIVETA; FISCHER, 2017).

Os fatores de risco associado ao paciente sao: sexo feminino, extremos de
idade, obesidade, doencga cardiovascular prévia, sobretudo com fracdo de ejecédo do
ventriculo esquerdo (FEVE) inferior a 50%, e susceptibilidade genética (GEIGER et
al, 2010; HERRMANN et al., 2014).

Segundo o Instituto Nacional do Cancer (2018), fatores de risco, tais como:
historia familiar; primeira gestagcao apés os 30 anos, menarca antes dos 12 anos,
menopausa apoés os 55 anos, nuliparidade, tabagismo, sedentarismo, obesidade, uso
de terapia de reposicao hormonal e anticoncepcional hormonal por longos periodos
sao fatores determinantes para que as mulheres possam desenvolver o cancer de
mama.

Sao conhecidos alguns outros fatores de risco para o desenvolvimento de
cardiomiopatia associada a doxorrubicina: sexo feminino, idade >70 anos, terapia
combinada, radioterapia mediastinal, doenca cardiaca prévia (doenca aterosclerética
coronariana, valvar ou miocardica) e hipertensao arterial. O percentual da
cardiotoxicidade varia diretamente com a dose total usada. (DOS SANTOS et. al.,
2009).

A incidéncia do cancer de mama € maior em mulheres, tendo sua prevaléncia
atrelada a idade que é considerada seu principal fator de risco independentemente do
progndstico. E frequentemente observado acima dos 50 anos e raramente antes dos
35 anos, mas estudos demonstram aumento no numero de casos em mulheres
jovens, o que implica em tratamentos mais agressivos, monitoramento e seguimento
mais rigorosos quando a doenga ocorre abaixo dos 40 anos (SILVA; RIUL, 2011;
SANTOS et al., 2013; ASSI et al.,, 2013; REYNA; LEE, 2014; JAMY et al., 2015).

Além da idade, demais fatores de risco estao relacionados a vida reprodutiva
da mulher, como exposigéo a estrégeno, nuliparidade, menarca precoce, menopausa
e gestagdo tardia, hereditariedade, inatividade fisica, habitos alimentares
inadequados, obesidade, tabagismo e alcoolismo (SILVA; ALBUQUERQUE; LEITE,
2010; BURSTEIN; HARRIS; MORROW, 2011; SANTOS JUNIOR; SOARES, 2012).

Os fatores de risco para a cardiotoxicidade sao associados aos pacientes e ao
tratamento oncolégico empregado; eles sédo diversos e a cardiotoxicidade acomete a

cada ano uma quantidade expressiva de individuos. Uma das maneiras de atenuar
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estes riscos consiste em se empregar uma terapéutica adequada, eficiente e que
contemple amplamente as necessidades e expectativas do paciente.

Neste sentido, faz-se necessario o registro fidedigno e detalhado, em
prontuarios eletrénicos e/ou fisicos, de todas as condutas que sao efetuadas no
paciente, no intuito de se estabelecer uma comunicagdo mais efetiva entre os
profissionais da equipe cardio-oncoldgica e, consequentemente, permitir a prestagao
de um cuidado mais integrado e continuo aos pacientes que estdo em tratamento na

unidade

2.2. Registros, Anotagoes e Protocolos

As agdes da equipe de saude devem estar registradas, de modo a possibilitar
a qualquer momento o acompanhamento e avaliacdo da assisténcia prestada, bem
como dar continuidade ao processo do cuidado. Porém, alguns hospitais brasileiros
ainda lutam para implementar essa rotina junto as suas equipes de satde (ARAUJO;
DINIZ; SILVA, 2017).

O registro da assisténcia prestada oferece dados para os diagnosticos de
enfermagem, os quais direcionam as metas que deverdo ser alcancadas e as
intervencdes que precisardo ser tracadas ao longo do tratamento, permitindo a
avaliacdo e continuidade do cuidado (GUIMARAES et al., 2015; MIRANDA et al.,
2016).

Os registros de enfermagem consistem em uma forma de comunicagéao escrita
que contém informacdes pertinentes sobre o paciente e os cuidados fornecidos pela
equipe de enfermagem e servem de base para a elaboragéo do plano assistencial ao
paciente, fornecem subsidios para a avaliagao da assisténcia prestada, fazem parte
da evolugéo do paciente favorecendo e colaborando com a auditoria de enfermagem,
o ensino e pesquisa em enfermagem (BARRAL et al., 2012).

Além dos registros de enfermagem, a execugao da classificagdo do grau de
complexidade e o gerenciamento do cuidado na atengcdo oncolégica facilitam o
cumprimento dos principios do Sistema Unico de Saude e da Politica de Atencéo
Oncolégica no que tange a integralidade. Isto implica no subsidio da prestacéo de um
cuidado integral, continuo, compartilhado com paciente, familia e comunidade e
articulado nos distintos pontos da rede de atengao a saude (SILVA; MOREIRA, 2018).
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Para obtencao do grau de complexidade de cuidados de enfermagem, Perroca
(2011) propbs o sistema de classificacdo de pacientes fundamentado em nove
indicadores cujo somatorio de escores da o resultado da classificacdo do grau de
complexidade do cuidado obtida nas dimensdes bioldégicas e psicossociais dos
individuos e também naqueles relacionados ao planejamento assistencial.

Reforcando a necessidade de registros clinicos detalhados em prontuarios,
estudo realizado por Guilherme, Carvalho e Landeros Lépez (2012) analisou os
instrumentos de coleta de dados de pacientes segundo a area clinica; para a area de
Oncologia, apresentaram instrumento para avaliagao de naduseas e vémitos induzidos
pela quimioterapia (BREARLEY; CLEMENTS; MOLASSIOTIS, 2008); para a
avaliacao e identificagéo de depressao (LEES; LLOYD-WILLIAMS, 1999); e avaliagcao
do sono (BECK et al., 2004).

A utilizacdo da medida da intensidade e duracdo das nauseas e vOmitos
induzidos pela quimioterapia - NVIQ, combinada com uma pequena escala ou
medicdes diarias, permitiu avaliar a intensidade e duracdo das nauseas e vomitos e
levantar uma questdo sobre o uso prévio de antieméticos e eventos adversos
(BREARLEY; CLEMENTS; MOLASSIOTIS, 2008).

Estudo de Da Silva et al. (2015) com 1.500 pacientes oncoldgicos, demonstrou
que a ocorréncia de NVIQ é fator preditivo para a ocorréncia de NVPO — Nauseas e
Vémitos no Pos-Operatério e que a incidéncia global de NVPO foi de 26%,
independentemente dos antieméticos administrados.

De acordo com Yamada (2018) o manejo de NVPO em instituicbes que lidam
com pacientes cirurgicos oncoldgicos apresenta-se como um grande desafio, por se
tratar de um grupo de pacientes que é submetido frequentemente a cirurgias,que faz
uso regular de medicamentos quimioterapicos e/ou sao submetidos a radioterapia.
Apesar do vasto numero de estudos sobre o NVPO, poucas pesquisas tém sido
realizadas na populagéo oncoldgica submetida a cirurgia (YAMADA, 2018).

No estudo desenvolvido na Turquia utilizou-se a escala Newcastle Satisfaction
with Nursing Scales (NSNS), que possibilitou aferir o grau de satisfagdo do cuidado
de enfermagem, cujo resultado mostrou que o cuidado prestado pelo enfermeiro foi
considerado satisfatorio enfatizando o quanto as informacdes sobre o estado de saude
e tratamento dos pacientes oncolégicos devem ser constantes (BAYRAM; DURNA,;
AKIN, 2014).
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Os autores Tolentino, Bettencourt e Fonseca (2019) desenvolveram estudo
com o objetivo de construir e validar conteudo de instrumento para consulta de
enfermagem em ambulatério de quimioterapia de adultos, que refletem as dimensdes
fisica, funcional, emocional, social e espiritual do paciente oncoldgico, considerando-
as a luz da teoria de Necessidades Humanas Basicas (NHB), de Wanda Horta.

O conteudo é composto de dois instrumentos distintos: um de admissao do
paciente e outro para os atendimentos subsequentes, sendo ambos compostos por
dez itens, sendo eles: 1. Identifcagao, 2. Informagdes sobre a doencga e o tratamento,
3. Habitos de saude, 4. Exame fisico, 5. Aspectos psicossociais, 6. Exames
laboratoriais e de imagem, 7. Diagndsticos de Enfermagem, 8. Intervencbes de
Enfermagem, 9. Encaminhamentos e 10. Extravasamento (TOLENTINO;
BETTENCOURT; FONSECA, 2019).

O estudo de Manfredini (2014) traduziu e validou para o Brasil a Escala de
Avaliagdo de Sintomas de Edmonton (ESAS), desenvolvida por Bruera et al (1991,
1993) que é uma ferramenta breve e util clinicamente que utiliza o relato do paciente
com cancer para avaliar os seguintes sintomas: dor, fadiga, nausea, depressao,
ansiedade, sonoléncia, apetite, bem estar e dispnéia. Inicialmente, os sintomas eram
classificados por meio de uma escala visual analégica. Em uma segunda versao, a
intensidade do sintoma passou a ser graduada pelo relato do paciente numa escala
visual numérica, variando de 0 a 10 pontos, onde escores mais altos representam uma
pior intensidade dos sintomas (NEKOLAICHUK; WATANABE; BEAUMONT, 2008;
RICHARDSON; JONES, 2009).

Para avaliagdo da QV em paciente com cancer, ha varios instrumentos
disponiveis, sendo o mais comumente usado, o EORTC QLQ-C30 (KEMMLER et al.,
1999). Trata-se de um questionario criado pela Organizagcdo Européia de Pesquisa e
Tratamento do Cancer (EORTC) em 1986, e atualmente disponivel em trés versdes
(MACHADO; SAWADA, 2008).

O instrumento EORTC-QLQ-C30 analisa a QV em cinco subescalas funcionais
(fisica, atividades, cognitiva, emocional e social), uma subescala de saude global, uma
subescala de sintomas (fadiga, dor e nausea/vomito) e itens Unicos para avaliacéo de
sintomas comumente apontados por pacientes com cancer (dispnéia, anorexia,
disturbios do sono, constipagao e diarréia) (AARONSON et al., 1993)
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Outra particularidade do instrumento EORTC-QLQ-C30 esta no fato dele ser
complementado por médulos especificos de doencas, como por exemplo, cancer de
mama, pulmao, cabecga e pescoco, ovario, gastrico etc, sendo o médulo BR23 (QLQ-
BR23) especifico para investigar a QV nas pacientes portadoras de cancer de mama
(SILVA; ALBUQUERQUE; LEITE, 2010).

O Médulo QLQ-BR23 é composto por 23 questdes, divididas em quatro escalas
funcionais (imagem corporal, funcionamento e satisfagao sexual, e perspectiva futura)
e quatro escalas de sintomas (efeitos da quimioterapia, preocupagédo com queda de
cabelo, sintomas na mama e no brago), cujas respostas sdo dadas em escala tipo
Likert de quatro pontos, de forma que quanto mais elevado o valor obtido, menor é a
QV; porém, na escalas de funcionamento e satisfacido sexual, quanto maior a
pontuagao, melhor a QV avaliada (REBELO et al., 2007).

Para que a cardiotoxicidade advinda do tratamento oncolégico possa ser
detectada, prevenida ou atenuada, torna-se essencial que todos os doentes sejam,
do ponto de vista cardiovascular, submetidos a uma rigorosa avaliagdo inicial, a um
estreito acompanhamento e a uma adogéao de protocolo clinico e de enfermagem, que

contemple o registro de todos os cuidados prestados a este paciente.

3. HIPOTESE

Esta tese testou a hipotese de que existem lacunas importantes no grau de
qualidade da informacdo anotada em prontuarios médicos, o que dificulta o
acompanhamento do cuidado que € dispensado aos pacientes oncoldgicos, em
particular aquelas informacdes que podem auxiliar na deteccao precoce de efeitos
colaterais decorrentes do tratamento com doxorrubicina e que promovem
cardiotoxicidade.

Durante a realizagcdo do estudo foram desenvolvidas diversas atividades de
pesquisa, tanto em laboratdrio experimental quanto em atividades assistenciais, o que
caracteriza a pesquisa translacional. Em razéo desta acao, diversos conteudos foram
preparados na forma de artigos. Dois deles integrarao esta tese e serdo apresentados
a seguir, caracterizando um modelo chamado alternativo conforme orientagcao do
Programa de Pés-Graduagao em Ciéncias da Saude e que pode ser consultado em:
<http://www.ppcsa.famed.ufu.br/sites/ppcsa.famed.ufu.br/files//media/document//man

ual_orientacoes_dissertacao_e tese_ ppcsa.pdf>.
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4. OBJETIVOS

4.1. Objetivo geral
Analisar, retrospectivamente, aspectos clinicos evolutivos da cardiotoxicidade

em pacientes oncoldgicos apos tratamento com doxorrubicina.

4.2. Objetivo secundario

- Analisar os registros em prontuarios eletrénicos e/ou fisicos de pacientes
tratados com doxorrubicina portadores de cancer hematolégico ou de mama;

- ldentificar no universo dos pacientes oncolégicos que receberam
doxorrubicina aqueles que desenvolveram cardiotoxicidade;

- Descrever os dados epidemioldgicos e clinicos dos pacientes.
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ABSTRACT

Background: A major challenge faced by cardiologists and clinical oncologists is the
cardiotoxicity of drugs used in the treatment of neoplasms, since its occurrence can have a
great impact on treatment results and on the clinical evolution of the patient. In order for its
cardiotoxicity to be detected, prevented or attenuated, it is essential that all patients, from a
cardiovascular point of view, undergo a rigorous initial assessment and close monitoring.
Objective: To analyze the electronic medical records of cancer patients who underwent
chemotherapy treatment in a specific clinical protocol and were diagnosed with
cardiotoxicity, based on data found in the record of information contained in the respective
medical records, in a reference cancer hospital.

Methods: Cohort, longitudinal, retrospective, non-interventional study. Electronic and/or
physical medical records of patients treated with doxorubicin, with hematological cancer
(acute myeloid leukemia or non-Hodgkin's lymphoma) or breast cancer were analyzed in
the period between January/2015 and July/2020.

Results: The total sample of this study consisted of 172 medical records of patients with
cancer, of which 132(77%) had Breast Cancer and 40(23%) had Non-HodgKin Lymphoma.
Regarding gender/sex, 70(41%) were male and 102(59%) were female. An average of
125(38.2) records were not filled with information about the risk factors of patients, the
absence of records of comorbidities was 129.8(29.5) records. The recording of laboratory
data was not performed in 131.7(56.3) patients' charts, data regarding clinical signs was
absent in 166(2.6) patients and diagnostic tests were not recorded in 115.5(37,1) medical
records.



Conclusion: It is understood that the lack of information in the medical records, such as:
sociodemographic data, aspects of cancer treatment and other evolutionary data,
represented a difficulty in data collection and development of this research.

Keywords: Medical Record; Cardiotoxicity; Cancer; Patient.

INTRODUCTION

Cancer is a major public health problem and about 20 million people worldwide have
this disease.! The estimates in Brazil for the triennium 2020-2022 are 66280 new cases of
Breast Cancer - BC for each year, with the southeast region occupying the first position with
an estimated risk of 81.06 per 100,000 inhabitants, and for Non-Hodgkin Lymphoma - NHL,
it is expected that the incidence will be 6580 cases in men and 5450 in women.?

A major challenge faced by cardiologists and clinical oncologists is the cardiotoxicity
of the drugs used in the treatment of neoplasms, since its occurrence can have a major
impact on treatment outcomes and the clinical evolution of the patient. At the American
Society of Clinical Oncology Congress, it was emphasized that patients undergoing cancer
treatment are more vulnerable to cardiac problems and have a greater tendency to develop
sudden death or early heart disease when compared to the general population.3

In recent decades, advances in cancer treatment have also resulted in patients being
more exposed to cardiovascular risk factors and chemotherapy with potential cardiotoxicity.*

Definitions of cardiotoxicity in oncology clinical trials are based on left ventricular
ejection fraction (LVEF) measurements. The National Institute of Health (NIH) defines
cardiotoxicity according to LVEF as: Grade |. asymptomatic LVEF reduction between 10%
and 20%; Grade Il: LVEF reduction greater than 20% or below normal; and Grade Il
symptomatic heart failure.5

The acute or subacute form is characterized by sudden changes in ventricular
repolarization, changes in the Q-T interval, supraventricular and ventricular arrhythmias,
acute coronary syndromes, pericarditis, and myocarditis, generally observed from the
beginning to 14 days after the end of treatment.5 The chronic form can be differentiated into
two types according to the onset of clinical symptoms. The first subtype occurs within a year
after the end of chemotherapy, and the second usually occurs one year after the end of
chemotherapy. The most typical manifestation of chronic cardiotoxicity is systolic or diastolic

ventricular dysfunction that can lead to congestive heart failure and cardiovascular death.>6



In addition to missing the clinical assessment, different thresholds for determining
cardiovascular toxicity have been used, making it difficult to establish the true incidence of
cardiotoxicity over time.

Anthracyclines, such as doxorubicin, epirubicin, and daunorrubicin, remain among
the most commonly used antineoplastic agents in the therapy of a wide variety of solid
tumors and hematologic neoplasms and are a recognized cause of cardiotoxicity.”2

The specific clinical protocols for the treatment of cancer patients with Non-Hodgkin's
Lymphoma, commonly adopted is the R-CHOP or CHOP - anti-CD20 monoclonal antibody,
cyclophosphamide, doxorubicin, oncovin, and prednisone, with a dose of anthracycline at
50mg/m2 per cycle and the patient performs in most cases 6 cycles totaling 300mg/m2.29.10
In patients with Breast Cancer, the AC protocol (doxorubicin/adriamycin) and
cyclophosphamide with or without trastuzumab is adopted, with a doxorubicin dose of
60mg/m2 and the patient usually performs 4 cycles, then 240 mg/m2.11.12

It has been observed that the continuous therapeutic developments in recent decades
have allowed an increase in the survival of cancer patients; however, the adverse effects
caused by chemotherapy, especially at the cardiac level, have become an important cause
of morbidity and mortality.'3.'# However, the prognosis can be positively changed if there is
prevention and early detection. The establishment of care protocols guides the team's
actions with regard to the safe administration of these drugs and possible deleterious effects.

The growing use of anthracyclines, together with the increase in survival of cancer
patients, motivates the need to monitor the toxic effects of these drugs. So that their
cardiotoxicity can be detected, prevented, or attenuated, it is essential that all patients are,
from the cardiovascular point of view, submitted to a rigorous initial evaluation and a close
follow-up; it is also necessary to adopt a follow-up in the performance and recording of tests,
anamnesis form, clinical data, therapeutic data, and treatment cycles, according to the
specific protocols of the area and record forms of the health institution.'®

The Patient Record is considered a relevant document in the records of information
about the course of care to the individual in health care units, whether hospitals, clinics, or
health centers in Brazil.16 The Patient Record is a document where information about the
patient is recorded, being filed in specific sectors within health institutions.!”

Itis understood that the medical record consists of a set of elements that are extracted
from several sources and stored either physically or electronically.’® It has different
functions, including patient care, time saving, diagnostic support, statistics, billing, defense,

scientific research and teaching, epidemiological information, and preparation of reports and
2



certificates, besides "being a suitable means of evidence to instruct disciplinary and/or legal
proceedings"."®

The objective of this article is to analyze the electronic medical records of cancer
patients who underwent chemotherapy treatment in a specific clinical protocol and were
diagnosed with cardiotoxicity, based on data found in the record of information contained in

their medical records in a reference oncology hospital.

METHODOLOGY

A cohort, longitudinal, retrospective, non-interventional study was conducted,
designed to analyze epidemiological and clinical aspects of cardiotoxicity diagnosed after
chemotherapy treatment of cancer patients.

For data collection, records in electronic and/or physical medical records of patients
treated with doxorubicin, with non-Hodgkin's lymphoma and breast cancer, in the period
between January/2015 and July/2020 were analyzed.

For the preparation of this article, we used the cohort study reporting criteria -
STROBE Statement, adapted to Portuguese, which has a checklist with 22 items.20

The study included medical records of patients with breast and hematological cancer
undergoing treatment at the Oncology Service of the Hospital de Clinicas da Uberlandia of
the Universidade Federal de Uberlandia, of both genders, aged 18 years or older, whose
treatment with doxorubicin occurred between January/2015 and July/2020.

This research complied with ethical aspects, and its protocol was approved by the
Ethics Committee on Human Research on May 20, 2020, number 4.037.581 - CAAE nr
29825819.1.0000.5152.

This research has been registered in the Brazilian Registry of Clinical Trials (ReBEC),
Universal Trial Number (UTN) - WHO International Clinical Trials Registry Platform, number
U1111-1280-6399.

Quantitative results were stratified into categorical variables and presented by means
of descriptive statistics, with mean and standard deviation of parametric data. Qualitative

data and categorical variables were expressed as absolute and relative frequencies.

RESULTS AND DISCUSSION
The total sample of this study was composed of 172 records of patients with breast

cancer and hematologic cancer undergoing oncologic treatment in the Oncology Service of



the hospital participating in the study, of which 132 (77%) had breast cancer and 40 (23%)
had non-Hodgkin's lymphoma.

Regarding gender, 70(41%) were male and 102(59%) were female, and the age
range was 19(11%) from 18 to 30 years, 38(22%) from 31 to 40 years, 48(28%) from 41 to
50 years, 47(27%) from 51 to 60 years, 15(9%) over 60 years, and 05(3%) did not inform
the age range. The average weight of the group was 68.1 kg and Body Mass Index (BMI) of
26.6 kg. These data show a group mostly female, elderly, over 51 years old, and
overweight.?

The risk factors for developing cardiotoxicity associated with the patient are: female
gender, extremes of age, obesity, previous cardiovascular disease, especially with left
ventricular ejection fraction (LVEF) less than 50%, and genetic susceptibility.22.23

The American Society of Clinical Oncology, presents that the risk factors associated
with cardiotoxicity are: several cardiovascular risk factors, including comorbidities, during or
after completion of therapy; age over 60 years at cancer treatment; impaired cardiac
function, with a borderline LVEF of 50% to 55% and a history of myocardial infarction at any
time before or during treatment.24

According to the National Cancer Institute, risk factors such as: first pregnancy after
the age of 30, menarche before the age of 12, menopause after the age of 55, nulliparity,
smoking, sedentary lifestyle, obesity, use of hormone replacement therapy and hormonal
contraceptives for long periods are determining factors for women to develop breast
cancer.?®

It was observed in the analysis of data from medical records the lack of records and
information relevant to the follow-up protocols for patients undergoing chemotherapy with
the purpose of screening for signs of cardiotoxicity.

The analysis of 172 medical records of patients in this research showed a lack of
records regarding comorbidities, laboratory data, electrocardiograms, echocardiograms,
disease staging, chemotherapy treatment in cycles and radiotherapy, as presented in the

table below:

Table 1: Frequency of records found or not existing in the medical records.

Registered Not Registered
Item N (%) N(%)
RISK FACTORS




Sedentarism
Physical activity
Smoking
COMORSBITIES
Cerebral Vascular Aneurysm
Arterial Hypertension
Diabetes Mellitus
Peripheral Vascular Disease
Heart Failure
LABORATORY DATA
Total Cholesterol
Triglycerides
Urea
Creatinine
HDL - High Density Lipoprotein
Fasting Blood Glucose
CLINICAL SIGNS
Tachycardia
Edema
Dyspnea
DIAGNOSTIC EXAMS
Electrocardiogram
1° Echocardiogram
2° Echocardiogram
3° Echocardiogram

Staging

TREATMENT - CHEMIOTHERAPY

(in cycles)
01 Cycles
02 Cycles
03 Cycles
04 Cycles
Not Registered

12(7)
44(26)
88(51%)

72(42)
67(39)
51(30)
23(13)
3(2)

3(2)
(3)
113(66)
115(67)
4(2)
8(3)

6(3)
10(6)
5(3)

22(13)
104(60)
44(26)
16(9)
41(24)

9(3)
110(64)
6(3)
44(26)
3(2)

160(93)
128(74)
84(49)

100(58)
105(61)
121(70)
149(87)
169(98)

169(98)
167(97)
59(34)
57(33)
168(98)
164(95)

166(97)
162(94)
167(97)

106(62)
68(40)
128(74)
156(91)
132(76)




Radiotherapy 121(70) 51(30)
Source: The authors, 2021

Table 2: Average number of records found or missing in the medical records.

Registered Not Registered
Item Md(dp) Md(dp)
Risk Factors 48,0(38,2) 125(38,2)
Comorbities 43,2(29,5) 129,8(29,5)
Laboratory Data 41,3(56,3) 131,7(56,3)
Clinical Signs 7,0(2,6) 166,0(2,6)
Diagnostic Exams 46,5(40,2) 115,5(37,1)

Source: The authors, 2021

As shown in the tables above, the lack of records in the patients' charts was
expressive, as well as the non-performance of tests and/or the absence of results in the
charts.

Table 2 shows an average of 125 (38.2) medical records with no information about
patients' risk factors, and the absence of comorbidity records was 129.8 (29.5) records.

According to table 2, laboratory data were not recorded in 131.7(56.3) of the patients'
charts, data regarding clinical signs were absent in 166(2.6) patients and diagnostic tests
were not recorded in 115.5(37.1) charts.

Table 1 shows that most patients, 104 (60%), had their first echocardiogram recorded
in their medical records; only 16 (9%) of the patients had three (3) echocardiograms, which
were performed in the initial phase, in the middle of treatment and at the end of treatment
with Doxorubicin.

Although several authors consider radioisotopic ventriculography as the gold
standard, echocardiography is the most widely used method for diagnosis and follow-up of
chemotherapy-induced injuries.26

In cardio-oncology, echocardiography is initially aimed at identifying patients with or
without previous heart disease who will receive chemotherapy cycles, and it is considered
a benchmark for the consequences of the various attacks that may affect the heart during
cancer treatment. The periodic repetition of this exam, following the cycles of chemotherapy,

allows for an early detection of possible myocardial injury.2”



The registration of cancer staging is essential in cancer patient care. As
recommended by the National Cancer Institute, it is necessary to record the classification of
cancer cases in stages, since the prognosis is different when the disease is restricted to the
source organ or when it extends to other organs.28

A survey carried out in a federal public hospital in Brazil, with 135 oncology patients,
demonstrated the absence of data/records in the medical records, where about 63 (46.6%)
of them were missing important data, 14 (10.3%) records did not document the staging of
the disease, 12 (8, 8%) records showed a lack of sociodemographic data, 19(14%) records
did not contain information about referrals to the oncology service and 16(11.8%) records
had insufficient data about the cancer cases, making it difficult to treat and care.?®

Information about the stage of cancer allows for a treatment based on the specificities
and real prognosis of the subject, but the absence of records in medical records and the
scarcity of information make data collection difficult.30

It is noteworthy that patient records are considered relevant documents in recording
information about the course of care of individuals in health care units, whether hospitals or
clinics in Brazil."®

The Federal Council of Medicine, through Resolution 1638/2002, defines medical
records as "a unique document, consisting of a set of recorded information, signs, and
images, generated from facts, events, and situations about the patient's health and the care
provided to him/her, of a legal, confidential, and scientific nature, that enables
communication among members of the multidisciplinary team and the continuity of care
provided to the individual".3

The actions of the health team should be recorded in order to enable the monitoring
and evaluation of the assistance provided, as well as to provide continuity of care process,
however, some Brazilian hospitals still struggle to implement this routine with their health
teams.3?

The record of care provides data for nursing diagnoses, which guide the goals that
should be achieved and the interventions that need to be drawn up, allowing evaluation and
continuity of care.33:34

Nursing records consist of a form of written communication that contains pertinent
information about the patient and the care provided by the nursing team, and serve as a
basis for the development of the patient care plan, provide support for the evaluation of the
care provided, and are part of the patient's evolution, favoring and collaborating with audits,

teaching, and nursing research.®



Besides nursing records, the execution of the classification of the degree of
complexity and the management of care in oncologic care facilitate the fulfilment of the
principles of the SUS and the Oncologic Care Policy regarding integrality. This implies the
allowance of a comprehensive, continuous, shared care with the patient, family, and
community, and articulation in the different points of the health care network.3¢

Treatment with chemotherapy requires the health team to interpret its immediate
benefit and also to identify risk factors, such as previous mediastinal radiotherapy, history
of heart disease, previous oncological treatment, as well as the early identification and
control of signs of toxicity.3”

It is noteworthy that in patients undergoing chemotherapy, there is a need for the
most reliable screening possible regarding cardiovascular symptoms, clinical history,
physical examination, imaging tests (echocardiogram, electrocardiogram), and biomarker
analysis, for the adoption of a more effective follow-up.38

In addition to allowing the adoption of a correct follow-up, the accurately performed
clinical record also contemplates patient safety, which is the second goal of the National
Patient Safety Program, instituted by Ordinance No. 529, April 1, 2013, which contemplates
effective communication between health professionals.15 Good clinical documentation
makes it possible to accurately record care, providing information for nursing diagnoses,
which then guide the goals that should be achieved and the interventions that need to be
outlined, enabling the evaluation and continuity of care provided to the patient.33.34

The correct registration of information in the medical record also offers support for
the elaboration of the patient's care plan, provides subsidies for the evaluation of the
assistance given, contemplates the patient's clinical evolution, favoring and collaborating
with information about the treatment and the necessary steps for its improvement.3°

It is noteworthy that the patient's medical record makes it possible to share
information among health professionals, as a legal basis for medical conduct, a collection of
data for clinical research, epidemiological studies, evaluations of the quality of patient care,
surveillance of adverse drug reactions, and nursing actions to improve the patient.3°

The medical record is a document that allows the centralization of various information,
among them the clinical evolution of the patient, the care, and the drugs to be administered.

In addition to just a simple record of information, the records in the medical records
should be made clearly and concisely, because they are considered legal documents that
can be used as instruments for defense or to compromise the professionals and the

institution in lawsuits, whether by acts of negligence, imprudence, or malpractice, i.e., the
8



records in the medical record are essential to legitimize the assistance provided in
accordance with the legal determinants of patient safety and related protocols.!

Thus, within the legal framework, the record of the performance of the activity can
lead to and/or ensure that it was provided by the health professional and therefore, this
record is always necessary, as it promotes visibility and credibility for the professional who
provided this service and for the integrity of the care provided to the patient.2

However, when the record in the medical record is scarce, inadequate, and full of
gaps, it compromises the care given to the patient, the institution, and the professional team.
Thus, it is of utmost importance that the professional understand the importance of records,
as well as have commitment and fidelity with the information recorded in the medical records
to avoid damage to the cycle of care and difficulties in the process of quality assessment.4344

Itis also understood that the information recorded in the medical records offer support
for the preparation of the patient care plan, provide subsidies for the evaluation of the
assistance provided, contemplate the patient's clinical evolution, favoring and collaborating
with information about the treatment and the necessary procedures for its improvement.3%

The absence of records in the patients' medical records may imply in duplication of
procedures performed, difficulty in following up the care given, even omission of a certain
activity, which may lead to risk for the patient's recovery and occurrence of adverse
events. 3345

It is understood that up-to-date health care cannot be imagined without the data
recorded in the electronic medical records; however, a continuous evaluation of its
advantages and disadvantages is necessary, aiming at a further necessary development
and adjustment of the electronic systems and training of the health care teams for the correct

handling and filling of data in the electronic medical records.4®

CONCLUSION:

It is understood that the lack of information in medical records, such as
sociodemographic data, aspects of cancer treatment and other evolutionary data,
represented a difficulty in data collection and development of this research. It is emphasized
the need for correct registration, as well as the importance of complete and most reliable
reports as possible in the medical records, in order to contribute to an effective
communication between the oncology team professionals and, consequently, the provision

of a more integrated and continuous care to patients who are in hospital treatment.
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SUMMARY

Purpose: The increasing use of anthracyclines, together with the increased
survival of cancer patients, motivates the need to monitor the toxic effects of
these drugs. Patients and methods: This is a cohort, longitudinal, retrospective,
non-interventionist study, carried out to analyze aspects of hospital,
epidemiological and clinical records of patients after chemotherapy treatment
with doxorubicin in cancer patients. The cohort comprising this study consisted
of 20 patients with hematologic cancer or breast cancer selected from a total
sample of 172 patients diagnosed with cancer who received chemotherapy
treatment that included doxorubicin. Results: The study group consisted of
female patients, with a mean age of 61.4 years, mean weight of 67.7+14.7kg,
body mass index of 27.94£5.5kg/m 2and mean height 1.5£0.1m. Of the total of 20
participants, 12(60%) patients underwent three echocardiographic examinations
during the treatment period; seven(35%) patients experienced cardiotoxicity
during the treatment period. The treatment cycle administered to 13(65%)
patients was adjuvant chemotherapy, consisting of four cycles every 21 days of
doxorubicin and cyclophosphamide. Conclusion: The incidence of cardiotoxicity
was 35%, which makes it imperative that cancer patients are fully assisted during
their treatment, particularly if anthracyclines are used. Special care must be taken
from the choice of the ideal treatment cycle to be adopted to the complementary
exams that must be carried out. Adequate completion of the medical record is

essential so that the clinical changes presented by the patients and that may
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require new care strategies are properly reassessed at each moment of the

treatment.

Keywords: Cardiotoxicity. Cancer. Doxorubicin

INTRODUCTION

Cardiovascular diseases in cancer patients are increasingly being
diagnosed as a result, in part, of advances in cancer diagnosis and treatment that
have resulted in greater exposure to chemotherapy and increased patient
survival. 123 One of the main and most feared complications of cancer treatment
is cardiotoxicity and the heart failure (HF) that can be caused by it.

The incidence of cardiac toxicity related to cancer treatment is a subject
much discussed in the literature, being detected in up to 48% of patients with
cancer undergoing treatment with anthracyclines , including doxorubicin. 4

For the detection of cardiotoxicity , cardiac magnetic resonance imaging -
CMR - is considered the gold standard method, enabling the assessment of LVEF
and the early detection of myocardial changes with deterioration of left ventricular
function in patients treated with anthracyclines . 678,

Even though it is not considered the best diagnostic method for
cardiotoxicity , echocardiography, because it is easy to perform and because it
does not expose the patient to radiation, is still the most used method in the
follow-up of patients undergoing cancer treatment; the left ventricular ejection
fraction — LVEF obtained and estimated by the three-dimensional

echocardiographic method allows, therefore, the detection of cardiotoxicity. 56
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The continuous developments verified at the therapeutic level in the last
decades allowed an increase in the survival of patients with cancer; however, the
adverse effects caused by chemotherapeutic drugs, namely on the heart,
became an important cause of morbidity and mortality. The growing use of
anthracyclines , together with the increased survival of cancer patients, motivates
the need to monitor the toxic effects of these drugs.

This article aims to describe therapeutic, epidemiological and clinical
aspects found in a cohort of cancer patients who were clinically monitored and
underwent at least two echocardiographic examinations during the chemotherapy

treatment that included doxorubicin .

METHODOLOGY

This is a cohort, longitudinal, retrospective, non-interventionist study,
carried out to analyze epidemiological and clinical aspects of cardiotoxicity
diagnosed after chemotherapy treatment with doxorubicin in cancer patients.

The patients comprising this study consisted of 20 patients selected from
a cohort of 172 cancer patients, all treated with a defined protocol that included
doxorubicin .

The detection of cardiotoxicity in the patients comprising this cohort was
defined according to the criteria of the Brazilian Cardio -oncology Guideline —
2020, namely: = 10% reduction in LVEF to a value below the lower limit of
normality (LVEF < 50%) and asymptomatic LV dysfunction (LVEF < 50%). ©

For data collection, the records in physical or electronic medical records of

patients treated with doxorubicin and who had hematological cancer or breast

URL: http://mc.manuscriptcentral.com/lcnv E-mail: ICNV-peerreview@journals.tandf.co.uk

Page 4 of 26



Page 5 of 26

oNOYTULT D WN =

95

96

97

98

99

100

101

102

103

104

105

106

107

108

109

110

111

112

113

114

115

116

117

118

Cancer Investigation

cancer, at the Oncology Service of the Hospital de Clinicas of the Federal
University of Uberlandia, in the period between January /2015 and July/2020.

For the elaboration of the article, the criteria of cohort study reports -
STROBE Statement (2010) adapted to Portuguese, which has a checklist with 22
items, were used. °.

For this study, sociodemographic variables, clinical admission data,
comorbidities/cardiovascular risk factors, medication in use, data from physical
examination, laboratory data (initial), electrocardiogram and echocardiogram
results, chest X-ray and the chemotherapy treatment adopted were collected for
this study . .

This research complied with conventional ethical aspects, and its protocol
was approved by the Ethics Committee for Research on Human Beings on
05/20/2020 (opinion number 4,037,581 — CAAE nr 29825819.1.0000.5152).

This study is registered in the Brazilian Registry of Clinical Trials (ReBEC),
Universal Trial Number (UTN) - WHO International Clinical Trials Registration
Platform, number U1111-1280-6399.

Quantitative results were stratified into categorical variables and presented
using descriptive statistics with mean and standard deviation when dealing with
parametric data. Qualitative data and categorical variables were expressed as

absolute and relative frequencies.

RESULTS

The total sample of this study consisted of 20 medical records of patients

with breast cancer and hematological cancer (non-Hodgkin's lymphoma),
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submitted to oncological treatment. The tables below show the sociodemographic
profile of the group, anthropometric profile, comorbidities, ECG and
echocardiography data, with LVEF values, and the chemotherapy treatment
instituted.

The data presented in tables 1 and 2 demonstrate that the group is
composed of female patients, with a mean age of 61.4 years, with 9 (45%) aged
between 51 and 60 years and 9 (45%) over 60 years. The average weight of the
group was 67.7+14.7kg, body mass index (BMI) 27.9+5.5kg and average height

1.5£0.1m.

Table 1: Socio-demographic data

VARIABLES No %
SEX

Feminine 20 100
AGE GROUP

31 to 40 years 1 5
41 to 50 years 1 5
51 to 60 years 9 45
> 60 years 9 45

SKIN COLOR (self-reported)

White 10 50
Yellow 1 5
Brown 5 25
Black 4 20
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MUNICIPALITY OF ORIGIN
Uberlandia 14 70
Outside of Uberlandia 6 30
EDUCATION
llliterate two 10
Incomplete Elementary School 5 25
Complete primary education 5 25
Complete Higher Education 1 5
Incomplete Graduate 1 5
Full Graduate 6 30
TYPE OF CANCER
Breast cancer 19 95
non-Hodgkin's lymphoma 1 5
130  Source: The authors, 2022
131
132 Table 2: Anthropometric Profile
VARIABLES Average Dev . Minimum | Maximum
Standard
Age years) 61.4 11.8 41 94
Weight (kg) 67.7 14.7 47.3 102.7
Height (m) 1.5 0.1 1.4 1.7
Body Mass Index ( kg/m 2) 27.9 5.5 19.2 42.2
133  Source: The authors, 2022
134
7
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With regard to epidemiological data and comorbidities recorded in the

medical records, it was observed that only one patient (5%) had a sedentary

habit, 04 (20%) were hypertensive, 02 (10%) had diabetes mellitus and 01 (5%)

had heart failure detected before starting chemotherapy treatment.

In order to preserve the identity and avoid the possibility of identifying the

participants, the numerical code from 01 to 20 was adopted for the patients in the

medical records analyzed in this study, as shown in the table below.

Table 3 : Echocardiographic recordings performed

Page 8 of 26
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Percent
Code. | 1st FEVE Eco- 2nd Echo - 3rd Echo -
reduction in | toxicity
Patient Value LVEF value FEVE value
LVEF
01 69 69 74 7 No
02 70 63 71 -10 Yes
03 70 72 3 No
04 68 54 50 -26 Yes
05 61 48 -21 Yes
06 68 72 75 10 No
07 63 56 50 -21 Yes
08 74 69 -7 No
09 72 76 6 No
10 69 68 55 -20 Yes
11 65 69 61 -6 No
12 74 68 -8 No
13 51 51 0 No
8
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14 46 42 48 -9 Yes
15 61 68 11 No
16 72 62 65 -14 Yes
17 63 64 71 13 No
18 76 72 69 -9 No
19 69 37 -46 Yes
20 68 68 68 0 No

Source: The authors, 2022

Table 4 : Detailed echocardiographic report of patients with cardiotoxicity

Code .
Result/Report
Patient
02 Mild mitral regurgitation. Minimal aortic insufficiency. Mild tricuspid insufficiency
Left ventricular (LV) systolic function, LVEF within normal range due to
o segmental alteration of contractility
Mild mitral regurgitation. Moderate aortic insufficiency. Grade | LV diastolic
% dysfunction
ectasia of the ascending aorta. Slight enlargement of the left atrium. LV systolic
07 function, mildly decreased LVEF. Mild tricuspid and mitral regurgitation. Minimal
aortic insufficiency. Left ventricular diastolic dysfunction Grade |
Changes in ventricular relaxation. LV systolic function, LVEF at the lower limit
" of normal
14 Minimal aortic insufficiency and mild G1 LV diastolic dysfunction
16 Minimal aortic insufficiency
5 Volumetric increase of the left ventricle with eccentric hypertrophy. Grade |

diastolic dysfunction. Mild aortic valve insufficiency
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Table 5: ECO interval for patients with cardiotoxicity

Page 10 of 26

Time
Time
between the
Code. Date 1st between the Date 3rd
Date 2nd Echo 2nd and 3rd
Patient Echo 1st and 2nd Echo
Echo
Echo (weeks)
(weeks)
02 03/11/2016 07/11/2016 17 10/24/2019 171
04 09/23/2015 05/20/2016 34 10/31/2016 23
05 12/11/2015 04/11/2016 17
07 03/19/2015 06/26/2015 14 01/28/2016 31
10 09/18/2017 12/18/2017 13 08/12/2020 138
14 09/20/2018 02/28/2019 23 08/30/2019 26
16 10/27/2017 04/16/2018 24 09/04/2018 20
19 09/10/2016 05/28/2018 89

The table above shows that 12 (60%) patients underwent three

echocardiographic examinations during the treatment period and 08 (40%)

underwent only two examinations. It is also observed that 08 (40%) patients had

cardiotoxicity during the treatment period, with a = 10% reduction in LVEF that

reached a value below the lower limit of normality (LVEF < 50%) and/or

asymptomatic LV dysfunction ( LVEF <50% ) .

With regard to the results of the echocardiographic examinations, the

reports, presented in Table 4, demonstrate that the patients with cardiotoxicity

10
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during the treatment presented structural cardiac damage and the main
alterations of the heart found in the echocardiogram were in the left cardiac
chamber.

As stated in the analyzed medical records, the treatment cycle
administered to 13 (65%) patients was adjuvant chemotherapy, consisting of four
cycles every 21 days ( doxorubicin and cyclophosphamide) and, afterwards, four
more cycles, one every seven days of paclitaxel / taxol . In seven patients (35%)
neoadjuvant chemotherapy was performed with a regimen of four cycles every
21 days of doxorubicin and cyclophosphamide and, after, 12 weeks of paclitaxel
/ taxol .

Table 5 shows the interval, in weeks, of the echocardiographic exams of
the patients who presented cardiotoxicity during the chemotherapy treatment,
and as shown, the shortest interval between the 1st and 2nd echocardiogram
was 13 weeks and the longest was 89 weeks, while the interval between the 2nd
and 3rd echocardiogram was 20 weeks, the shortest time, and the longest time

was 171 weeks.

DISCUSSION

It is observed that in recent decades cancer has become a public health
problem that, together with cardiovascular diseases (CVD), are the main causes
of death worldwide and also in Brazil. %' However, recent technological
advances and advances in medicine have brought positive results in the detection
and treatment of cancer patients, and, therefore, have led to a significant increase

in the number of survivors. ©
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The analysis of the results regarding the cardiotoxicity of cancer patients
undergoing treatment with anthracyclines suggests local evidence that can serve
as a basis for establishing strategies aimed at mitigating damage. The
prescription of standards and techniques already established and contained in
the Cardio-Oncology Guideline ¢ aims to promote better patient well-being and a
reduction, in particular, of cardiac complications resulting from cardiotoxicity .

Despite advances in oncological treatment, with the emergence of
increasingly effective drugs and increased survival of cancer patients, there was
also an increase in the occurrence of adverse side effects, mainly cardiotoxicity ,
caused by the use of anthracyclines .

The results obtained in this study demonstrate that the main neoplasm
found in the analyzed cohort was breast cancer found in 19 (95%) of the
participants. This predominance in the female segment is proven by data from
the National Cancer Institute - INCA, which show breast cancer in first place as
a cause of death from cancer in the female population, representing 16.1% of all
deaths in all regions of the country. Brazil, with a mortality rate, adjusted for the
world population, of 14.23 deaths/100,000 women in 2019. '

In the year 2020, breast cancer was the most frequently diagnosed
neoplasm in women worldwide, with 2.26 million new cases. It is estimated that
by the year 2030, 2.7 new cases of breast cancer will be diagnosed annually, with
a forecast of 0.87 million deaths in these new cases . 12

The participants in this research have an average age of 61.4 years,
totaling 18 (90%) aged over 51 years. This age group coincides with findings in

the literature, corroborating other studies where approximately 80% of patients

12
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with breast cancer are individuals aged >50 years. Over 65 years of age, about
40% of patients have this type of cancer. 1314

Concerning self-reported skin color, 10 (50%) of the participants in this
research were white women. Studies show that non-Hispanic white women have
high incidence rates of breast cancer 1516 | however, the mortality rate is higher
among black women. 17

It is also observed that breast cancer prevailed in the sample, totaling 6
(30%) of the sample.

The average BMI of the study participants was 27.9 kg/m 2 (+ 5.5 kg/m 2)
and, according to World Health Organization parameters '8 , this group is
considered overweight. Overweight, therefore, predominated in our sample, thus
becoming a probable risk factor for cardiotoxicity . As in chemotherapy the dose
is calculated according to the patient's weight, it is possible that overweight also
increases the chance of cardiac side effects in response to treatment.

A research carried out in patients with primary breast cancer showed that
women over 50 years of age and with a higher BMI have a high risk of a worse
prognosis for overall survival. 19 It was also observed that women with a BMI = 25
kg/m 2 have worse clinical outcomes. 2°.

According to the National Cancer Institute, determinant risk factors for the
development of breast cancer in women are: first pregnancy after 30 years of
age, menarche before 12 years of age, menopause after 55 years of age,
nulliparity, smoking, sedentary lifestyle, obesity , hormone replacement therapy

and long-term use of hormonal contraceptives. 2

13
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Other risk factors observed in the participants of this research were also
present, such as older age (> 60 years), female gender, previous heart disease,
diabetes mellitus, hypertension and overweight, as well as the type of therapy
used, are associated with a higher incidence of cardiotoxicity. 622

The therapy used in the patients in this study was adjuvant chemotherapy
AC-T ( Doxorubicin and Cyclophosphamide - Paclitaxel / Taxol ), with four cycles
of AC ( Doxorubicin and Cyclophosphamide) every 21 days and, after that, four
cycles of T ( Paclitaxel / Taxol ). One of the most common combined therapies
for breast cancer is AC-T ( Doxorubicin and Cyclophosphamide- Paclitaxel / Taxol
) 22, however this treatment presents a great risk potential for cardiotoxicity. 24

Adjuvant chemotherapy has benefits for patients with breast cancer in the
early stage, but it has side effects such as nausea, vomiting and reduced
leukocytes. A study has shown that anthracyclines used in chemotherapy for
breast cancer cause heart damage, tachycardia, hypotension and other problems
25 as well as left ventricular dysfunction and heart failure. 26

Anthracyclines , such as doxorubicin , daunorubicin , epirubicin and
idarubicin belong to a class of drugs most used in the treatment of breast cancer
and several other neoplasms. They are quite effective drugs, however, their
beneficial effects end up being impaired, in part, due to their cardiotoxic potential.
6, 27, 28

As for anthracyclines , among them doxorubicin , epirubicin and
daunorubicin , they are the most used antineoplastic agents in therapy and are
recognized for their effectiveness in the treatment of a wide variety of solid tumors

and hematologic malignancies. They constitute one of the main causes of

14
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cardiotoxicity , characterized by ventricular dysfunction and heart failure, which
are the main causes of mortality in cancer survivors. 2°-30

In a study carried out on echocardiograms performed during the treatment
of patients with breast cancer, early dysfunction of the left ventricle was observed
in 9% of patients who received chemotherapy treatment with doxorubicin,
cyclophosphamide and docetaxel . 3

In the same sense, a study carried out through echocardiogram
evaluation, observed a mean decrease of 5.52% in LVEF after the end of
chemotherapy treatment in patients who used AC-T treatment ( Anthracycline
and Cyclophosphamide followed by Paclitaxel ). 32

In the last two decades, definitions of cardiotoxicity found in oncology
clinical trials are based on LVEF measurements. In the 2020 Brazilian Cardio -
Oncology Guideline , ventricular dysfunction related to cancer therapy was
defined as a =2 10% reduction in LVEF to a value below the lower limit of normality
(LVEF < 50%) and asymptomatic LV dysfunction (LVEF < 50%). The Guideline
also recommends repeating cardiovascular imaging after 2 to 3 weeks. 6 And as
shown in table 5, this interval recommended by the Guideline was not respected
in the patients of this study, who presented cardiotoxicity during treatment.

More drastically, it is also recommended that anthracycline chemotherapy
be discontinued if there is a >10% drop in LVEF, in order to prevent cardiotoxicity
and left ventricular dysfunction and heart failure. 33

The incidence of cardiotoxicity due to the use of anthracyclines varies

greatly and may occur in up to 50% of patients undergoing treatment; it is
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associated with the patient's cardiovascular risk factors, the dose used and the
pharmacological action typical of chemotherapy. ©

A study carried out in a 5-year follow-up with a cohort of 2,625 patients
with cancer, demonstrated a general incidence of cardiotoxicity in the use of
anthracyclines in 9% of patients, while 98% of these cases were asymptomatic
and occurred in the first year of treatment . 34

Cardiotoxicity can be clinically detected during oncological treatment by
means of anamnesis and careful clinical examinations accompanied by
specialized examinations . This detection capacity is increased when there are
records in medical records of changes in clinical and laboratory parameters and
in imaging tests performed in patients with cancer during or after cancer
treatment. ©

The echocardiographic method is the most used because it is considered
a method of easy access, low cost, non-invasive, without the use of radiation and
that allows detecting myocardial dysfunction related to cancer treatment. 635

Transthoracic echocardiography is the most commonly used. Research
carried out with 81 women with breast cancer, treated with anthracyclines
associated with taxanes and trastuzumab , followed up every three months with
echocardiographic exams, found a 5% reduction in LVEF at the end of the 15
months of treatment, cardiotoxicity in 36% of the patients and 6% of them had
symptoms of heart failure. 36

Although echocardiography is the most common exam used in the follow-

up of patients who have received antineoplastic treatment, radionuclide

16
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ventriculography and cardiac magnetic resonance are valuable resources for the
diagnosis and follow-up of lesions caused by chemotherapy drugs. 3°

According to national and international guidelines, heart failure is a
complex clinical syndrome of a systemic nature that courses with cardiac
dysfunction that causes inadequate blood supply to meet tissue metabolic needs.
37.38

Heart failure due to cardiotoxicity usually appears in the first months after
the chemotherapy cycle, and can occur in the first few weeks. It may, however,
have a late onset, even years after treatment for the neoplasm. Acute conditions
may occur even during treatment, especially in individuals with cardiovascular
risk factors or when higher accumulated doses of chemotherapy are used. 2°

Echocardiography also provides the possibility of identifying heart
diseases prior to oncological treatment and thus providing special care to these
patients by defining reference parameters for detecting cardiotoxicity and heart
failure. The adoption of repeating this exam during therapy allows early detection
of possible myocardial injury. 40

It should be noted that in addition to these aforementioned precautions,
the serial analysis of biomarkers, such as troponins and BNP, allows for even
more effective follow-up. 41

The adoption of measures and protocols by the health team are essential
for reducing the incidence of chemotherapy-related cardiotoxicity . Among these
actions, it should be highlighted the need to identify patients at greater risk of
developing cardiotoxicity , the periodic and routine monitoring of ventricular

function after each cycle of chemotherapy treatment, the use of drugs that can
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promote a decrease in myocardial damage, the interruption (temporary or
permanent) antineoplastic treatment when recommended and the immediate
initiation of therapy that can prevent the worsening of cardiac remodeling. 42

When it is possible to detect cardiotoxicity early , the adoption and
institution of cardioprotective treatment is feasible, which will allow a greater
probability of functional recovery for the patient. °

cardiotoxicity monitoring protocol since, during cancer treatment, the
echocardiogram was not performed during chemotherapy, as recommended by
the Brazilian Guidelines on Cardio -Oncology and which is also recommended in
national and international literature.

It is also observed that despite the cardiac damage resulting from

cardiotoxicity , in no case was it necessary to suspend the oncological treatment.

CONCLUSION

The incidence of cardiotoxicity in the sample was 35%, which makes it
imperative that cancer patients are fully assisted during their treatment,
particularly when using doxorubicin .

Special care must be taken from the choice of the ideal treatment cycle to
be adopted to the complementary exams that must be carried out.

Adequate completion of the medical record is essential so that the clinical
changes presented by the patients and that may require new care strategies are

properly reassessed at each moment of the treatment.
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FINAL CONSIDERATIONS

The analysis of the patients' medical records was carried out, including
only those who underwent at least two echocardiography exams during the
oncological treatment. This allowed verifying the low adherence to what is
recommended in the Brazilian Guidelines of Cardio -Oncology, which may imply
a greater risk of life for patients undergoing treatment and deficiency in adequate
therapy to control toxicity.

It is imperative that cancer patients are fully assisted during their treatment,
particularly if anthracyclines are used . Special care must be taken, from the
choice of the ideal treatment cycle to be adopted, to the complementary tests that
will be requested, so that early changes of adverse effects are immediately
observed and, therefore, the necessary measures are adopted. for damage
mitigation.

Despite the significant advances in Cardio -Oncology, with regard to
oncological treatment, it is observed that it is still necessary to implement specific
protocols for conducting therapy in order to minimize the occurrence of
cardiotoxicity in this group of patients. This becomes even more pressing in public
hospitals that work with restricted funds and that lack financial subsidies and

materials to carry out more expensive complementary exams.
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CONCLUSOES

Compreende-se que a falta de registros nos prontuarios de dados
sociodemograficos, de aspectos do tratamento do cancer e de demais dados
evolutivos da doencga, representa um dificultador na coleta de dados e
desenvolvimento desta pesquisa. Os achados indicam ser imprescindivel que o
paciente oncolégico seja assistido de forma integral durante o seu tratamento,
particularmente se houver uso de doxorrubicina. Todos os detalhes do cuidado
despendido devem ser anotados nos prontuarios para que possam ser consultados
em caso de necessidade para que sejam observadas, de imediato, as alteracdes
precoces e os efeitos adversos e, por conseguinte, adotar-se as medidas necessarias
a mitigacao de riscos.

Cuidados especiais devem ser realizados desde a escolha do ciclo ideal do
tratamento que sera adotado até os exames complementares que serao realizados e
constarem de protocolos desenhados para atenderem aos principios gerais da diretriz

cardio-oncoldgica para minimizar eventuais danos.

IMPLICAGOES CLINICAS E PERSPECTIVAS FUTURAS

Observa-se que os aspectos da evolugao clinica e do tratamento instituido em
pacientes com cancer apds quimioterapia com doxorrubicina, conforme apresentado
nesta pesquisa, ndo condiz com o preconizado pelas diretrizes cardio-oncoldgicas o
que pode implicar em fatores dificultadores no tratamento oncolégico, menor
efetividade e aumento nos riscos de pior progndstico destes pacientes.

Esta pesquisa aponta como perspectivas futuras a necessidade de adocao de
protocolos segmentados em consonéncia com as diretrizes cardio-oncoldgicas, e
também a implementacdo de medidas visando melhor registro de evolucdo e de

tratamento nos prontuarios eletronicos e/ou fisicos destes pacientes.
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estudo;

- Comparar os achados epidemioldgicos e clinicos encontrados nestes pacientes com aqueles que
desenvolveram cardiotoxicidade;

- Descrever as alteragoes cardiacas ocorridas em pacientes com cardiotoxicidade;

- Propor um protocolo para identificacdo e tratamento dos pacientes com cardiotoxicidade.

Avaliacao dos Riscos e Beneficios:
Segundo os pesquisadores:

RISCOS

O risco existente é a possibilidade de identificagcdo do sujeito da pesquisa e extravasamento de dados. Os
pesquisadores se comprometem a manter todos os dados coletados em sigilo e 0s pacientes ndo seréao
identificados recebendo apenas um cédigo identificador.

BENEFICIOS

Esta pesquisa podera aprimorar os conhecimentos concernentes aos tratamentos quimioterapicos com
doxorrubicina e visa identificar aspectos preventivos, diagnosticos, epidemiolégicos, clinicos e terapéuticos
ligados a cardiotoxicidade e sua evolugdo, podendo, assim, sugerir novas condutas na atengdo a saude de
pacientes oncoldgicos.

Comentarios e Consideracoes sobre a Pesquisa:
As pendéncias listadas no Parecer Consubstanciado anterior, seguem abaixo, bem como a resposta da
equipe de pesquisa e a andlise de atendimento ou nao da pendéncia feita pelo CEP/UFU.

P1- Segundo os pesquisadores sera aplicado o TCLE para os participantes que estao em
acompanhamento. Foi apresentado e anexado o TCLE. Porém, no formuléario da Plataforma Brasil, ainda
persiste a informacao de dispensa do TCLE e a justificativa. O CEP/UFU solicita que seja corrigido em todos
os campos do Projeto Detalhado e Informagdes da Plataforma Brasil essa informagao.

RESPOSTA PESQUISADORES: Corrigido em todos os campos do Projeto Detalhado e Informacées da
Plataforma Brasil essa informacao.

ANALISE CEP/UFU: PENDENCIA ATENDIDA.
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Consideracoes sobre os Termos de apresentacao obrigatoria:
Todos os termos obrigatérios foram apresentados.

Conclusodes ou Pendéncias e Lista de Inadequacoes:
Os pesquisadores atenderam as pendéncias apontadas no parecer n® 4.012.342 de 06 de maio de 2020.

De acordo com as atribuigcbes definidas na Resolugdo CNS 466/12, o CEP manifesta-se pela aprovacao do
protocolo de pesquisa proposto.

O protocolo ndo apresenta problemas de ética nas condutas de pesquisa com seres humanos, nos limites
da redacao e da metodologia apresentadas.

Data para entrega de Relatério Parcial ao CEP/UFU: Fevereiro de 2021.
Data para entrega de Relatdrio Final ao CEP/UFU: Fevereiro de 2022.

* Tolerancia maxima de 06 meses para atraso na entrega do relatério final.

Consideracgoes Finais a critério do CEP:

OBS.: O CEP/UFU LEMBRA QUE QUALQUER MUDANCA NO PROTOCOLO DEVE SER INFORMADA
IMEDIATAMENTE AO CEP PARA FINS DE ANALISE E APROVAGAO DA MESMA.

O CEP/UFU lembra que:

a- segundo a Resolucao 466/12, o pesquisador devera arquivar por 5 anos o relatério da pesquisa e os
Termos de Consentimento Livre e Esclarecido, assinados pelo sujeito de pesquisa.

b- podera, por escolha aleatoria, visitar o pesquisador para conferéncia do relatério e documentagao
pertinente ao projeto.

c- a aprovacao do protocolo de pesquisa pelo CEP/UFU da-se em decorréncia do atendimento a Resolugéo
CNS 466/12, ndo implicando na qualidade cientifica do mesmo.

Orientagbes ao pesquisador :

» O sujeito da pesquisa tem a liberdade de recusar-se a participar ou de retirar seu consentimento em
qualquer fase da pesquisa, sem penalizagdo alguma e sem prejuizo ao seu cuidado (Res. CNS 466/12 ) e
deve receber uma via original do Termo de Consentimento Livre e Esclarecido, na
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integra, por ele assinado.

» O pesquisador deve desenvolver a pesquisa conforme delineada no protocolo aprovado e descontinuar o
estudo somente apds anélise das razdes da descontinuidade pelo CEP que o aprovou (Res. CNS 466/12),
aguardando seu parecer, exceto quando perceber risco ou dano nao previsto ao sujeito participante ou
quando constatar a superioridade de regime oferecido a um dos grupos da pesquisa que requeiram acao
imediata.

» O CEP deve ser informado de todos os efeitos adversos ou fatos relevantes que alterem o curso normal do
estudo (Res. CNS 466/12). E papel de o pesquisador assegurar medidas imediatas adequadas frente a
evento adverso grave ocorrido (mesmo que tenha sido em outro centro) e enviar notificacdo ao CEP e a
Agéncia Nacional de Vigilancia Sanitéria — ANVISA — junto com seu posicionamento.

» Eventuais modificagdes ou emendas ao protocolo devem ser apresentadas ao CEP de forma clara e
sucinta, identificando a parte do protocolo a ser modificada e suas justificativas. Em caso de projetos do
Grupo | ou Il apresentados anteriormente a ANVISA, o pesquisador ou patrocinador deve envia-las também
a mesma, junto com o parecer aprobatério do CEP, para serem juntadas ao protocolo inicial (Res.251/97,
item Ill.2.e).

Este parecer foi elaborado baseado nos documentos abaixo relacionados:

Tipo Documento Arquivo Postagem Autor Situagao
Informacdes Bésicas| PB_INFORMACOES_BASICAS_DO_P 14/05/2020 Aceito
do Projeto ROJETO 1445564.pdf 17:02:02
Outros RespostaPendCEPFinal.pdf 14/05/2020 [ELMIRO SANTOS Aceito
17:01:32 | RESENDE

Projeto Detalhado / |ProjetoCEPFinal.pdf 14/05/2020 |ELMIRO SANTOS Aceito

Brochura 17:00:58 |RESENDE

Investigador

TCLE /Termos de | TCLE2018Corrigido.pdf 14/04/2020 [ELMIRO SANTOS Aceito

Assentimento / 11:25:59 | RESENDE

Justificativa de

Auséncia

Outros RespostaPendCEP.pdf 04/04/2020 |ELMIRO SANTOS Aceito
15:14:04 | RESENDE

Outros LinkCurrLattes.doc 21/02/2020 |ELMIRO SANTOS Aceito
08:30:10 | RESENDE

Outros TermoComprEgExecNovo.pdf 21/02/2020 |ELMIRO SANTOS Aceito
08:29:52 | RESENDE

Outros DeclaracaolnstCoPartic.jpeg 13/10/2019 |ELMIRO SANTOS Aceito
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Outros DeclaracaolnstCoPartic.jpeg 17:17:57 |RESENDE Aceito

Outros InstrumentColetDados.pdf 13/10/2019 |ELMIRO SANTOS Aceito
17:17:36 | RESENDE

Folha de Rosto FolhaRostoCEP_Gui.pdf 13/10/2019 |ELMIRO SANTOS Aceito
10:21:26 | RESENDE

Situacao do Parecer:
Aprovado

Necessita Apreciacdo da CONEP:
Nao

UBERLANDIA, 20 de Maio de 2020

Assinado potr:

Karine Rezende de Oliveira
(Coordenador(a))
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TERMO DE CONSENTIMENTO LIVRE E ESCLARECIDO

Vocé esta sendo convidado(a) a participar da pesquisa intitulada “ANALISE EVOLUTIVA DA
CARDIOTOXICIDADE APOS USO DA DOXORRUBICINA EM PACIENTES COM CANCER”, sob a
responsabilidade dos pesquisadores Prof. Dr. Elmiro Santos Resende e Guilherme Silva de
Mendonga — Programa de Pds-graduagdo em Ciéncias da Saude da Faculdade de Medicina da
Universidade Federal de Uberlandia.

Nesta pesquisa nds estamos buscando analisar, retrospectivamente, aspectos clinicos evolutivos
da cardiotoxicidade em pacientes oncoldgicos apos tratamento com doxorrubicina. O Termo de
Consentimento Livre e Esclarecido sera obtido pelo pesquisador Guilherme Silva de Mendonga,
com os pacientes desta coorte, que ainda estiverem em acompanhamento em virtude do
tratamento, sendo contatados e agendados para entrevista para coleta de dados em instrumento
especifico.

O convite sera feito antes do atendimento ambulatorial no Servigo de Oncologia do Hospital de
Clinicas da Universidade Federal de Uberlandia e apds aceito o convite, serao conduzidos a um
local reservado, para assinatura deste termo e aplicagao do questionario, com tempo estimado em
30 minutos. Esclarecemos que o participante da pesquisa tem um tempo para decidir se quer
participar conforme item IV da Resolu¢do do Conselho Nacional de Saude nr. 466/12. Na sua
participagao, vocé recebera um questionario e sera orientado sobre a forma de respondé-lo. O
questionario sera aplicado individualmente a cada participante para que ndo haja constrangimento
e nem influéncia nas respostas por outro participante.

Em nenhum momento vocé sera identificado. Os resultados da pesquisa serdo publicados e ainda
assim a sua identidade sera preservada. Vocé nio tera nenhum gasto nem ganho financeiro por
participar na pesquisa.

Os riscos consistem apenas na identificagdo dos participantes da pesquisa, porém todos os
cuidados serdao observados para que isso nao ocorra. Os pesquisadores serdo 0s unicos a ter
acesso aos dados e tomardo todas as providéncias necessérias para manter o sigilo. A sua
identidade ndo sera revelada em nenhum momento. Vocé sera identificado utilizando um cédigo
criado aleatoriamente pelo pesquisador sem relagdo com 0 seu nome ou quaisquer outros dados
seus (sem utilizagao das iniciais ou outros itens que poderiam identifica-lo).

Os beneficios dessa pesquisa consistem no diagnéstico precoce da agdo cardiotdxica dessas
drogas, quando a sua suspensdo pode ainda evitar a deterioracdo cardiaca e até mesmo
restabelecer a sua normalidade, impactando na morbi-mortalidade cardiovascular dos pacientes
submetidos a tratamento quimioterapico com antraciclinas. Vocé ¢ livre para deixar de participar da
pesquisa a qualquer momento sem qualquer prejuizo ou coagéo. Até o momento da divulgagéo dos
resultados, vocé também é livre para solicitar a retirada dos seus dados da pesquisa. Uma via
original deste Termo de Consentimento Livre e Esclarecido ficara com vocé.

Em caso de qualquer duvida ou reclamacao a respeito da pesquisa, vocé podera entrar em contato
com: Qualquer duvida a respeito da pesquisa, vocé podera entrar em contato com: Guilherme Silva
de Mendonga (34) 3218-2001 e/ou Prof Dr EImiro Santos Resende (34) 3225-8628 — Programa de
Posgraduacdo em Ciéncias da Saude da Faculdade de Medicina da Universidade Federal de
Uberlandia.

Vocé poderd também entrar em contato com o CEP - Comité de Etica na Pesquisa com Seres
Humanos na Universidade Federal de Uberlandia, localizado na Av. Jodo Naves de Avila, n® 2121,
bloco A, sala 224, campus Santa Mbnica — Uberlandia/MG, 38408-100; telefone: 34-3239-4131. O
CEP é um colegiado independente criado para defender os interesses dos participantes das
pesquisas em sua integridade e dignidade e para contribuir para o desenvolvimento da pesquisa
dentro de padrées éticos conforme resolugées do Conselho Nacional de Saude.

Uberlandia, ....... de .coooeerreee. de 20.......

Assinatura do(s) pesquisador(es)

Eu aceito participar do projeto citado acima, voluntariamente, apds ter sido devidamente esclarecido.

Assinatura do participante da pesquisa



INSTRUMENTO DE COLETA DE DADOS - ONCO-CARDIO

Nr. Prontuario: Data da Incluséo: / /

Sexo: () Masculino ( ) Feminino

Faixa Etéria:
( )18a30anos ( )31a40anos ( )41ab50anos ( )51a60anos ( )>60
anos

Cor de Pele (auto referida)
() Branco () Amarelo ( ) Pardo () Negro

Nr. Telefone:

Municipio de Origem: () Uberlandia ( ) Fora de Uberlandia

Escolaridade:

() Analfabeto ( ) Ensino Fundamental Incompleto ( ) Ensino Fundamental Completo
() Ensino Médio Incompleto () Ensino Médio Completo

() Ensino Superior Incompleto () Ensino Superior Completo

() Pés-Graduagao Incompleto () Pés-Graduagao Completo

Profisséao:

Tipo de Cancer:

() CA Mama (Cancer de Mama)
()L M A (Leucemia Mielédia Aguda)
( )LNH (Linfoma Nao-Hodings)

DADOS ADMISSAO:
Diagnéstico Médico:

Sitio Primario do Tumor com presenca ou nao de Meta

Anatomo / Patolégico — Data: / /

Imunohistoquimica

Historia Pregressa:

Presenca de Edema ( )

COMORBIDADES / FATORES DE RISCO:

Sedentarismo: Sim () Nao ( ) *obs.: < 3 x/semana

AVC: ( ) Nao ( )Sim/ Se sim,qual tipo: ( ) Isquémico ( ) Hemorragico

Hipertensao Arterial: ( ) Sim ( ) Nao / Se sim, quanto tempo?




Diabetes Mellitus: ( ) Sim () Nao / Se sim, quanto tempo?

Doenca vascular periférica: () Sim () Nao / Se sim, quanto tempo?

Tabagismo: Nao ( ) Sim( )/ Se sim, qual n°® cigarros/dia:

Insuficiéncia cardiaca( ) valvulopatia( )

MEDICAGAO EM USO

CLASSE DE MEDICAGAO | Nome: Dosagem | Horério
Diuréticos: Hidroclorotiazida () ()M T( ) N()
Furosemida ( ) ( )M T( ) N()
Indapamida () ( )M T( ) N()
()M T ) NC)
Betabloqueador: Atenolol ( ) ( )M T( ) N()
Propanolol () ( )M T( ) N(C)
( )M T(C ) N(C )
()M T ) NC)
Bloqueador do canal de Anlodipina ( ) ( )M T( ) N()
Ca+: Nifedipina( ) ( )M T( ) N(C)
Verapamil ( ) ( )M T( ) N()
Diltiazem () ( )M T( ) N()
()M T ) NC)
Vasodilatador: Hidralazina ( ) ( )M T( ) N()
Minoxidil ( ) ( )M T( ) N()
()M T ) NC)
Inibidor de ECA: Enalapril ( ) ( )M T( ) N()
Captopril () ( )M T( ) N()
( )M T(C ) N(C )
()M T(C ) NC)
Bloqueador dos receptores | Losartana () ( )M T( ) N()
de angiotensina: ( )M T( ) N()
()M T(C ) NC)
Outros: AAS () ( )M T( ) N()
Sinvastatina () ( )M T( ) N()
Metformina () ( )M T( ) N()
Glicazida ( ) ( )M T( ) N()
Insulina () ( )M T( ) N()
()M T(C ) NC)
Ex tabagismo: ( ) Sim () Nao / Se sim, parou ha quanto tempo? Fumou

por quanto tempo?

Atividade fisica: ( ) Sim ( ) Nao/ Se sim, qual frequéncia e intensidade?

Dados antropométricos

Peso: Altura:

ICM:

Baixo peso: ( ) Normal:( ) Sobrepeso:( )
Obesidade 1:( ) Obesidade 2 ( ) Obesidade 3( )

Circunferéncia Abdominal:

EXAME FISICO

Dados da pressao arterial braquial:
12 PAS: Data: / / 22 PAS: Data:

/




32 PAS: Data: / / 42 PAS: Data: /
52 PAS: Data: / / 62 PAS: Data: /
72 PAS: Data: / / 82 PAS: Data: /
DADOS LABORATORIAIS (INICIAIS)
Colesterol Total: Triglicerideos:
Uréia: Creatinina: HDL:
Glicemia de Jejum: Proteina 24hs (Creatinina Urinaria)?
ELETROCARDIOGRAMA
Data do Exame: / / Laudo:
SINAIS DE CARDIOTOXICIDADE:
() Galope S3 () Taquicardia ( )Edema ( )Dispnéia
EXAMES E TRATAMENTO
Ecocardiograma - DATA: / /
Valor Inicial: / Valor Final:
Ecocardiograma - DATA: / /
Valor Inicial: / Valor Final:
Radioterapia/Quantas?
Intensidade (CGG):
Internacéo
Motivo da Internagao
Desfecho apds Tratar
QUIMIOTERAPIA PRESCRITA
Ciclo: Data: _ /__ /___ Intervalo Programado:
Medicamento:
() Ciclofosfamida 1270mg Dose: DATA: / /
() Doxorrubicina 80mg Dose: DATA: / /
() Fluorouracil Dose: DATA: / /
() Ciclofosfamida Dose: DATA: / /
() Retuximab 600mg Dose: DATA: / /
() Vinblastina 10mg Dose: DATA: / /
() Methotrixate 50mg Dose: DATA: / /
() Aracitin 100mg Dose: DATA: / /
() Outros: Dose: DATA: / /
Data Ultima Visita no Ambulatério: / /
Diagnéstico:
Desfecho Final:
Data: / /

Outras Informagdes:




	c6963d724b301db9b4e1efb83fd3f94b463f6c93dbcc2ae3344564980c7a7437.pdf
	d9911c00c2e8b40ad0fe4220a03ebfd8b97a0e3eae2948fad6569df4b62fa757.pdf
	da3f1f23b85c9dab3109aa72d3a22990471c15ef25aeed25ecf815fbe335706e.pdf
	c6963d724b301db9b4e1efb83fd3f94b463f6c93dbcc2ae3344564980c7a7437.pdf
	2ab34d28023babf9e72518dd0d1c46a66ed0f9c9b3bbc3854020c6fad625657c.pdf
	a6488370a11064266d9ac40945f9ff714b620c3c89e12c52aa5e12617bafdc86.pdf

