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RESUMO

VASCONCELOS, STEFANE CAROLINE CARVALHO MOURA. Efeito da suplementacao
oral no manejo da radiodermatite em pacientes com cancer: revisdo sistematica e
metanalise. 2023. 122p. Dissertacdo (Mestrado) — Departamento de Enfermagem, Faculdade
de Ciéncias da Saude, Universidade de Brasilia, Brasilia, 2023.

A radiodermatite € uma reacao adversa frequente em pacientes com cancer submetidos
a radioterapia. E caracterizada por eritema, descamagao seca e imida, hiperpigmentagéo, dor,
queimacdo e prurido na pele da area irradiada. A suplementagdo oral tem sido utilizada na
pratica clinica como método coadjuvante para melhorar a cicatrizacdo de feridas cutaneas,
incluindo a radiodermatite. Esta revisao teve como objetivo avaliar o efeito da suplementacéo
oral no manejo da radiodermatite aguda em pacientes com cancer submetidos a radioterapia.
Foi desenvolvida uma revisdo sistematica, com metanalise. As buscas foram realizadas nas
seguintes bases eletrénicas de dados: CINAHL, Cochrane Library CENTRAL, LILACS,
PubMed, Scopus e Web of Science. Para busca na literatura cinzenta, utilizou-se Google
Académico e ProQuest Dissertations and Theses database. Dois revisores avaliaram, de forma
independente, os estudos. Cada artigo foi avaliado usando a vers&o 2 da ferramenta Cochrane
risk-of-bias tool for randomized trials (RoB 2.0). A metanalise foi realizada apenas com estudos
gue avaliaram a mesma intervencao. O sistema GRADE foi utilizado para avaliar a certeza da
evidéncia. Dezessete estudos foram incluidos nesta revisdo. Os estudos avaliaram diferentes
tipos de suplementos orais. Os achados de trés metanalises ndo demonstraram beneficios
estatisticamente significantes para os graus mais graves de radiodermatite, com o uso de
curcumindides (RR 0,59; IC 95% 0,27 a 1,29; P = 0,19; 1? = 88%), glutamina (RR 0,40; 1C 95%
0,15a1,03; P = 0,06; 1> = 78%) ou Wobe-Mugos (RR 0,57; IC 95% 0,29 a 1,14; P = 0,11; I° =
72%). A certeza da evidéncia dos desfechos avaliados foi moderada ou baixa. Dentre os estudos
que relataram eventos adversos, destacam-se 0s sinais e sintomas gastrointestinais. A maioria
dos suplementos orais ndo pode ser recomendada para manejo da radiodermatite devido a
evidéncias insuficientes ou conflitantes. No entanto, apesar de ndo haver resultados
estatisticamente significantes, a glutamina se mostrou promissora por seu potencial
radioprotetor, podendo ser bem tolerada pelos pacientes. Esses resultados sugerem que mais
ensaios clinicos aleatorizados com amostras maiores sdo necessarios para avaliar a eficécia,
seguranga e tolerancia da glutamina para manejo da radiodermatite.

Palavras-chave: Radiodermatite; Suplementagédo Oral; Radioterapia; Revisao sistematica.



ABSTRACT

VASCONCELOS, STEFANE CAROLINE CARVALHO MOURA. Effects of oral
supplementation to manage radiation dermatitis in cancer patients: a systematic review
and meta-analysis. 2023. 122p. Master's Dissertation - Department of Nursing, School of

Health Sciences, University of Brasilia, Brasilia, 2023.

Radiodermatitis is a frequent adverse event in cancer patients undergoing radiotherapy.
Radiodermatitis is often characterized by erythema, dry and moist desquamation,
hyperpigmentation, pain, burning, and itching skin. Oral supplementation has been used in
clinical practice as a support method to improve the healing of skin wounds, including
radiodermatitis. This review evaluates oral supplementation's effect in managing
radiodermatitis in cancer patients undergoing radiotherapy. A systematic review with meta-
analysis. Searches were carried out in the following electronic databases: CINAHL, Cochrane
Library CENTRAL, LILACS, PubMed, Scopus, and Web of Science. Google Scholar and
ProQuest Dissertations and Theses database was used to search the gray literature. Two
reviewers independently assessed the studies. Each article was assessed using version 2 of the
Cochrane risk-of-bias tool for randomized trials (RoB 2). Meta-analysis was performed only
on studies that evaluated the same intervention. We used GRADE to assess the certainty of the
evidence. Seventeen studies were included in this review. These evaluated different types of
oral supplementations. Findings from three meta-analyses demonstrated no significant benefits
to the more severe grades of radiodermatitis, as oral curcuminoids (RR 0.59; 95% CI, 0.27 to
1.29; P = 0.19; 12 = 88%), glutamine (RR 0.40; 95% ClI, 0.15 to 1.03; P = 0.06; 1> = 78%) or
Wobe-Mugos (RR 0.57; Cl 95%, 0.29 to 1.14; P = 0.11; 1% = 72%). Also, the certainty of the
evidence of outcomes evaluated was moderate or low. Gastrointestinal signs and symptoms
stand out among the studies that reported adverse events. Due to insufficient evidence or
conflict, most oral supplements cannot be recommended to manage radiodermatitis. However,
despite the lack of statistically significant results, glutamine proved to be promising due to its
radioprotective potential and may be well tolerated by patients. These results suggest that more
randomized clinical trials with larger samples are needed to evaluate glutamine's efficacy,
safety, and tolerance to manage radiodermatitis.

Keywords: Radiodermatitis; Oral Supplementation; Radiotherapy; Systematic review.



RESUMEN

VASCONCELOS, STEFANE CAROLINE CARVALHO MOURA. Efecto de Ia
suplementacion oral en el manejo de la radiodermatitis en pacientes con cancer: revision
sistematica y metanalisis. 2023. 122p. Disertacion (Maestria) — Departamento de Enfermeria,

Facultad de Ciencias de la Salud, Universidad de Brasilia, Brasilia, 2023.

La radiodermatitis es una reaccion adversa frecuente en pacientes oncoldgicos
sometidos a radioterapia. Se caracteriza por eritema, descamacion seca Yy humeda,
hiperpigmentacion, dolor, ardor y prurito en la piel de la zona irradiada. La suplementacion oral
se ha utilizado en la practica clinica como método adyuvante para mejorar la cicatrizacion de
las heridas de la piel, incluida la radiodermatitis. Esta revision procurd evaluar el efecto de la
administracion de suplementos orales en el tratamiento de la radiodermatitis aguda en pacientes
con cancer que reciben radioterapia. Se desarroll6 una revision sistematica, con metanalisis.
Las basquedas se realizaron en las siguientes bases de datos electrénicas: CINAHL, Cochrane
Library CENTRAL, LILACS, PubMed, Scopus y Web of Science. Para buscar en la literatura
gris, se utilizaron las bases de datos Google Scholar y ProQuest Dissertations and Theses. Dos
revisores evaluaron los estudios de forma independiente. Cada articulo se evalué utilizando la
version 2 de la herramienta Cochrane de riesgo de sesgo para ensayos aleatorios (RoB 2.0). El
metanalisis se realizd solo con estudios que evaluaron la misma intervencién. Se utilizo el
sistema GRADE para evaluar la certeza de la evidencia. Diecisiete estudios se incluyeron en
esta revision. Los estudios evaluaron diferentes tipos de suplementos orales. Los resultados de
tres metanalisis no demostraron beneficios estadisticamente significativos para los grados mas
graves de radiodermatitis con el uso de curcuminoides (RR 0,59; IC 95 % 0,27 a 1,29; P = 0,19;
12 = 88 %), glutamina (RR 0,40; IC del 95 %: 0,15 a 1,03; P = 0,06; 12 = 78 %) 0 Wobe-Mugos
(RR 0,57; IC del 95 %: 0,29 a 1, 14; P = 0,11; 12 = 72 %). La certeza de la evidencia de los
desenlaces evaluados fue moderada o baja. Entre los estudios que reportaron acontecimiento
adversos, se destacan los signos y sintomas gastrointestinales. La mayoria de los suplementos
orales no se pueden recomendar para el tratamiento de la radiodermatitis debido a evidencia
insuficiente o contradictoria. Sin embargo, a pesar de la falta de resultados estadisticamente
significativos, la glutamina demostrd ser prometedora debido a su potencial radioprotector y

podria ser bien tolerada por los pacientes. Estos resultados sugieren que se necesitan mas



ensayos clinicos aleatorios con muestras méas grandes para evaluar la eficacia, seguridad y
tolerabilidad de la glutamina para el tratamiento de la radiodermatitis.

Palabras llave: Radiodermatitis; suplementos orales; Radioterapia; Revision sistematica.
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1. APRESENTACAO

Este breve texto discorre acerca da minha trajetoria profissional e pessoal na area da
oncologia. Ingressei no curso de graduacdo em enfermagem na Universidade de Brasilia (UnB)
em 2011. Durante a graduacgdo, tive a oportunidade de realizar estagios que prestavam
assisténcia de enfermagem ao paciente com cancer, iniciando meu primeiro contato com a
oncologia. Despertado o interesse pela area, busquei pelo aprimoramento do conhecimento -
ainda escasso, no que se referia a oncologia- ingressando na Liga de Combate ao Cancer
(LCC/UnB), projeto de extensdo que me possibilitou a aquisicdo de novos conhecimentos e 0
meu interesse pela pratica baseada em evidéncias.

Em 2015, ingressei como bolsista no Programa de Iniciacdo Cientifica (ProlC),
orientado pela Profa. Dra. Paula Elaine Diniz dos Reis, docente e enfermeira especialista em
oncologia, e responsavel direta pelo despertar do meu interesse e formacao na area de oncologia
e pesquisa.

Apbs a graduacdo, em busca do aprimoramento técnico e cientifico, optei pela
especializacdo no ambito da oncologia por meio de um programa que me possibilitasse
conhecimento cientifico, atrelado ao fortalecimento da autonomia como profissional atuante na
prética clinica. Assim, em 2017, ingressei no Programa de Residéncia Multiprofissional em
Atencdo Oncologica em Enfermagem no Hospital Universitario de Brasilia (HUB), vinculado
a Universidade de Brasilia. A residéncia me possibilitou maior conhecimento cientifico para
basear minhas préaticas, especializacdo no ambito da oncologia e, consequentemente, uma
assisténcia mais qualificada, gerando maior autonomia na constru¢cdo de conhecimentos e
habilidades.

Apds o término da residéncia, ingressei no cargo de enfermeira assistencial no setor de
quimioterapia no Hospital Sirio Libanés — Unidade de Brasilia. Além disso, pude desenvolver
na referida instituicdo, habilidades relacionadas a acessos vasculares ao paciente com cancer,
bem como atividade de preceptoria na iniciacdo de cargos na institui¢do e, por fim, habilidades
como enfermeira clinica no processo de educagdo e praticas avancadas em navegagdo do
paciente com cancer. Portanto, nesse periodo, obtive a oportunidade em aprofundar meus
conhecimentos acerca dos protocolos mais atualizados e das melhores tecnologias disponiveis
para uma assisténcia de enfermagem qualificada e inovadora ao paciente com cancer.

Compreendendo a importancia do constante aperfeicoamento para crescimento na vida

profissional e, somando o interesse pelo &mbito da pesquisa, despertado durante a graduacéo e
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a residéncia, optei pelo aprimoramento da minha formag&o em oncologia, iniciando 0 mestrado
em 2021.

O ingresso no mestrado académico traduz a expectativa em adquirir conhecimentos e
contribuir com inovacdes relacionados & oncologia, com a finalidade de identificar as
evidéncias voltadas para o desenvolvimento de uma assisténcia de enfermagem qualificada aos

pacientes com cancer.

19



Introducao

20



2. INTRODUCAO

2.1 EPIDEMIOLOGIA

O céancer é considerado um problema de salde publica mundial devido a sua alta
prevaléncia, incidéncia e morbimortalidade (DALLOULF et al., 2020). E considerado a
primeira ou a segunda causa principal de morte antes dos 70 anos em 112 paises, impactando
de forma consideravel, a nivel epidemiolégico e socioeconémico, pautado pela necessidade
constante de novas tecnologias e estratégias para prevencgdo, tratamento e melhoria na
assisténcia aos pacientes (SUNG et al., 2021).

A nivel mundial, estima-se a ocorréncia de 19,3 milhGes de novos casos de céancer
(SUNG et al., 2021). No Brasil, para o triénio de 2023-2025, estima-se a ocorréncia de
aproximadamente 704 mil novos casos de cancer a cada ano, com destaque nas regides Sul e
Sudeste, onde concentra-se cerca de 70% da incidéncia de cancer. Dentre os tipos de cancer
mais incidentes nessas regides, estdo o cancer de mama em mulheres, o de prostata e o de colon
e reto (BRASIL, 2022).

As principais modalidades terapéuticas ofertadas aos pacientes com cancer envolvem
cirurgia, quimioterapia e radioterapia de forma isolada ou em associagdo (AZENHA; LOPES;
MARTINS, 2019). A radioterapia é considerada um componente essencial no tratamento do
cancer. A literatura internacional refere que cerca de 50% dos pacientes diagnosticados com
cancer receberdo alguma forma de tratamento que envolva a radioterapia em algum estagio da
doenca (LEVENTHAL; YUANG, 2017; SEITE; BENSADOUN; MAZER, 2017).

Dentre das toxicidades induzidas pela radioterapia, a radiodermatite afeta cerca de 95%
dos pacientes oncoldgicos (ROBIINS; LAUBACH, 2018; SEITE; BENSADOUN; MAZER,
2017; IACOVELLI et al., 2018). Durante a radioterapia, cerca de 87% dos pacientes
desenvolvem graus moderados a graves de radiodermatite aguda. Pacientes submetidos a
radioterapia com cancer de cabeca de pesco¢o, mama e pelve tém as maiores incidéncias de
radiodermatite (ROBIJNS et al., 2018; PARTL et al., 2017; BONTEMPO et al., 2021).

2.2 RADIOTERAPIA

A radioterapia consiste no emprego de radia¢do ionizante, cujas particulas possuem
energia suficiente para ionizar um atomo, levando ao dano direto ou indireto na estrutura do

DNA da célula (VILELA et al., 2017). O dano causado a célula, pode levar a apoptose ou perda
21



da capacidade da célula de se dividir e multiplicar (ROBIINS; LAUBACH, 2018). A
distribuicdo de dose nos tecidos depende da energia utilizada, do tipo de radiacdo, do volume
irradiado, da composicdo do tecido e da distancia do individuo a fonte de radiacdo. Comumente,
a radioterapia é aplicada de forma fracionada, convencionalmente utilizando 2Gy por fracéo,
uma vez ao dia, durante 5 dias por semana, até atingir a dose planejada (VILELA et al., 2017).

Apesar do avanco tecnoldgico da radioterapia, com a finalidade de minimizar os danos
causados a saude das células adjacentes a area tumoral, os pacientes ainda desenvolvem
algumas complicacdes decorrentes da exposicdo a radiacdo ionizante, conhecidas como
radiotoxicidades (ROBIJNS; LAUBACH, 2018). As principais toxicidades agudas
relacionadas a radioterapia acometem tecidos com alta taxa de renovacéo celular e oxigenagéo
tecidual, como a pele. O dano tecidual inicia a medida que ocorre a exposi¢do continua aos
feixes de radiacdo ionizante, desencadeando um acumulo de dose na pele, que leva ao
desenvolvimento de um processo inflamatério nas células basais da epiderme, derme e
componentes vasculares. Essa radiotoxicidade cutanea é conhecida como radiodermatite
(ROBIJINS et al., 2018).

2.3 RADIODERMATITE

2.3.1 FISIOPATOLOGIA

A radiodermatite é o resultado de danos importantes a fita dupla de DNA, induzidos por
radiacdo ionizante, seguido de uma resposta inflamatoria que afeta todos os tipos celulares
dentro da epiderme, derme e vasculatura (ROBIJNS; LAUBACH, 2018). A epiderme é a
camada superior da pele que se encontra em constante renovacao celular por meio de células
produzidas na camada basal, que migram para a camada mais externa. A derme, localizada
abaixo da epiderme, contém glandulas, vasos sanguineos, nervos e foliculos pilosos,
proporcionando estrutura de suporte para as células da pele, conforme ilustrado na Figura 1
(KOLE; KOLE; MORAN, 2017).
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Figura 1 — Estrutura da pele
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Fonte: Sutherland, 2014. Traducéo.

O equilibrio na producéo e destruicdo celular da pele € interrompido ap6s o inicio da
radioterapia, com a destruicdo dos queratinécitos basais. Na epiderme, os danos no DNA,
induzidos pela radiacdo, levam a interrupcdo da proliferacdo e diferenciacdo dos queratindcitos
basais, ocasionando a perda da manutencdo dessa barreira fisica (KOLE; KOLE; MORAN,
2017). Na derme, os efeitos da radiacdo tendem a ser mais complexos, ocasionando queda de
cabelo e ressecamento da pele. Lesdes microvasculares na derme tendem a contribuir para
reacOes cutaneas agudas e cronicas da radiacdo (ROBIINS; LAUBACH, 2018).

A radiacdo ionizante ocasiona dano tecidual direto pela producdo de elétrons
secundarios e espécies reativas de oxigénio (ROS) que agem sobre as membranas celulares e 0
DNA. Na primeira fase, ocorre um aumento da permeabilidade vascular e dilatacdo, ocasionada
por uma reacao cutanea. Posteriormente, 0 ROS estimula a producéo de citocinas e quimiocinas
pré-inflamatorias, como interleucina (IL)-1a, IL-1p, fator de necrose tumoral (TNF)-a, TGF-p,
IL-6, IL-8, quimiocina do motivo C-C ligante (CCL)-4, ligante de quimiocina de motivo C-X-
C-10e CCL2, desempenhando papeis na ativacdo de células imunes, leucocitos transendoteliais
migracdo e edema inflamatdrio. A degranulagdo dos mastocitos e a liberagdo de histamina
também promovem a resposta imune e contribuem para a sindrome clinica da radiodermatite.

Com a exposic¢do continua, os danos ao endotélio vascular induzem a hipdxia, aumentando a
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producao de TGFPB com consequente aumento de fibrose tecidual tardia, resultando em maior
geracdo de ROS (KOLE; KOLE; MORAN, 2017; ROBIJNS; LAUBACH, 2018).

2.3.2 FATORES DE RISCO

Alguns fatores de risco podem estar relacionados ao nivel de resposta variavel da pele
do paciente a exposicdo a radiagdo ionizante. Dentre eles, destacam-se os fatores relacionados
ao tratamento (extrinsecos) e relacionados ao paciente (intrinsecos) (KOLE; KOLE; MORAN,
2017).

Sdo fatores relacionados ao tratamento: dose total, volume da érea irradiada,
fracionamento, tipo de imobilizacdo, tipo de energia, utilizacdo de bolus e técnica do
planejamento (KOLE; KOLE; MORAN, 2017). A combinacdo da radioterapia com outras
terapias antineoplasicas, como quimioterapia e a reirradiacdo também sdo apontados como
fatores de risco importantes (BRACONE et al., 2021; SCHMEEL et al., 2018).

Quanto aos fatores intrinsecos, o local do tratamento é considerado um fator de risco
importante, principalmente se a radiacdo ocorre em &reas do pescogo, extremidades, torax,
mama, abddmen e face. Outros fatores sdo apontados como: idade avancada, antecedentes
genéticos, subtipos moleculares, sexo feminino, reconstru¢cdes mamarias, implantes, indice de
massa corporal alto, sobreposicdo de dobras cutéaneas, comorbidades, tabagismo e exposicao
cronica solar (KOLE; KOLE; MORAN, 2017; ROBIJNS et al., 2018; SCHMEEL et al., 2018).

2.3.3 SINAIS E SINTOMAS DA RADIODERMATITE

A radiodermatite aguda pode aparecer algumas horas apds a exposicao a radiacdo
ionizante, com eritema leve e transitorio causado pela dilatacdo capilar (KOLE; KOLE;
MORAN, 2017; LEVANTAL; YUANG, 2017). Apds duas semanas do inicio da radioterapia,
0 eritema ou a hiperpigmentacao sustentada podem piorar e se tornar mais intensos. Glandulas
sebaceas e foliculos pilosos sdo afetados com o inicio da radioterapia, ocasionando epilagéo e
ressecamento da pele. A medida que o eritema se desenvolve, pode ocorrer uma maior
sensibilidade, edema, prurido e ardor (IACOVELLI etal., 2018; ROBIINS; LAUBACH, 2018).

Com o acumulo da dose média de radiacéo ionizante acima de 20Gy, a partir de trés a
seis semanas apods inicio da radioterapia, pode ocorrer a descamacédo seca. Trata-se de uma

resposta compensatdria, ocasionada por um aumento na atividade mitdtica e migracéo de novas
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células com a finalidade de substituir as células que foram danificadas. Com a continua
exposicdo a radiacdo ionizante, acima de 30 a 40Gy, a camada basal da pele diminui a
capacidade de reproducéo celular, resultando em desprendimento da epiderme, liberacéo de
secrecgéo serosa, levando a um alto risco de infecgéo. Isso gera um aspecto de eritema brilhante
em combinacdo com descamacao Umida, localizada comumente em regido de dobras, podendo
ocorrer em demais regides, conforme ilustrado na Figura 2. Em alguns casos mais graves, ap0s
esse estagio, podem ocorrer necrose, hemorragia e ulceracdo (IACOVELLI et al., 2018;
ROBIINS; LAUBACH, 2018).

Figura 2 — Reagdes cutaneas ocasionadas pela radioterapia

(A) reacdo folicular com prurido; (B) eritema e edema cutaneo; (C) descamacéo seca; (D) descamacdo Umida.

Fonte: KOLE; KOLE; MORAN, 2017;

Para resolucdo das reacdes cutaneas agudas ocasionadas pela radioterapia € necessario
0 repovoamento dos queratindcitos epidérmicos e a reversdo do sistema imunologico. A

reepitelizagdo inicia aproximadamente com 10 dias, competindo com os danos continuos da
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radiacdo para manter a homeostase. Apos a interrupcdo do tratamento, as reagdes cutaneas
agudas tendem a desaparecer entre 2 e 4 semanas, sendo que a hiperpigmentacdo pos-
inflamatdria residual, pode persistir apds esse periodo, desaparecendo comumente apos alguns
meses (KOLE; KOLE; MORAN, 2017; LEVENTHAL; YUANG, 2017).

Tais reacdes agudas na pele podem ocasionar dor, devido a exposic¢do das terminagdes
nervosas, hipersensibilidade local, prurido, desconforto e alteracdes estéticas ao paciente em
tratamento. Além dessas manifestacGes, a gravidade da radiodermatite pode limitar a dose de
radiacdo ionizante e levar a interrupcdo do tratamento, o que pode impactar na resposta
terapéutica e na qualidade de vida desses pacientes (ROBIINS et al., 2018; RYAN et al., 2018;
YEE et al., 2018; ZHAO et al., 2022).

2.4 SUPLEMENTACAO ORAL

Na pratica clinica em pacientes com cancer, a suplementagéo oral tem sido considerada
um elemento necessario, principalmente por se tratar de uma terapia de efeito sistémico, de
baixo custo, f4cil acesso e administrada por via oral (MENESES et al., 2019). Além disso, tem
sido utilizada como método coadjuvante para melhorar a cicatrizagdo de feridas cutaneas,
reducdo de infeccBes, aumento da resposta imunoldgica e reducdo dos sinalizadores de
inflamacédo (IMAI et al., 2014; YAROM et al., 2019). Estudos recentes vém avaliando o uso de
substancias com acdo radioprotetoras e anti-inflamatorias orais para prevenir e tratar a
radiodermatite, considerada uma lesdo inflamatéria da pele ocasionada pela exposicdo a
radiacdo ionizante (IMAI et al., 2014; LOPEZ-VAQUERO et al., 2017; RYAN et al., 2017,
HUANG et al., 2019; BRACONE et al., 2021).

Apesar do crescente interesse no manejo de reacBes cutaneas ocasionadas pela
radioterapia, ndo existem evidéncias suficientes para apoiar a eficacia de alguma intervencédo
especifica que seja considerada padrdo de referéncia no manejo da radiodermatite
(LEVENTHAL; YUANG, 2017; SEKIGUCHI et al., 2018). Assim, entendendo que as
complicagbes relacionadas a radiodermatite podem ocasionar em aumento da
morbimortalidade, atraso e interrup¢do do tratamento, faz-se necessario analisar potenciais
intervencdes para 0 manejo da radiodermatite aguda, a exemplo do uso da suplementacéo oral
com potencial radioprotetor através da agdo anti-inflamatdria e antioxidante para pacientes com

cancer submetidos a radioterapia.
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3. OBJETIVOS

3.1 OBJETIVO GERAL

Avaliar os efeitos da suplementacdo oral no manejo da radiodermatite aguda em

pacientes com cancer submetidos a radioterapia.

3.2. OBJETIVOS ESPECIFICOS

Identificar e avaliar o efeito das diferentes suplementacfes orais para a prevencgéo e/ou

tratamento da radiodermatite aguda em pacientes com cancer submetidos a radioterapia;
Avaliar a seguranca e tolerancia dos pacientes ao uso das suplementacdes orais;
Avaliar o risco de viés dos estudos incluidos na revisao;
Sintetizar e comparar os resultados dos estudos que avaliem as mesmas intervencoes;

Avaliar a certeza da evidéncia dos desfechos avaliados na sintese das evidéncias.
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4. MATERIAIS E METODO

Estudo realizado no Programa de Pds-Graduagdo em Enfermagem pela Faculdade de
Ciéncias da Saude da Universidade de Brasilia (UnB), em colaboragdo com o grupo de pesquisa
do Laboratdrio Interdisciplinar de Pesquisa Aplicada a Préatica Clinica em Oncologia.

4.1 PROTOCOLO E REGISTRO

Trata-se de revisdo sistematica reportada de acordo com as etapas propostas pelo
Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) (PAGE et al.,
2021). Os itens referentes a lista de verificagdo do PRISMA constam no Anexo A.

O protocolo dessa revisao sistematica estd registrado no International Prospective
Register of Systematic Reviews (PROSPERO), identificado pelo nimero de registro:
CRD42022330404. O protocolo pode ser acessado pelo endereco eletronico:
<https://www.crd.york.ac.uk/prospero/display_record.php?ID=CRD42022330404>
(VASCONCELOS et al., 2022).

4.2 CRITERIOS DE ELEGIBILIDADE

A estratégia PICOS foi utilizada para definir a pergunta norteadora do estudo, sendo
esta: “Quais os efeitos da suplementacdo oral no manejo da radiodermatite em pacientes com
cancer submetidos a radioterapia?”.

O acrénimo PICOS relaciona cinco importantes componentes de uma questdo
norteadora de revisdo sistematica, a saber: (P) populacdo, (1) intervencédo, (C) comparacéo, (O)
desfecho e (S) tipo de estudo (GALVAO; PEREIRA, 2014). O Quadro 1 apresenta a construcao
da questdo norteadora conforme aplicacdo na estratégia PICOS.
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Quadro 1 — Descricdo da estratégia PICOS desenvolvida. Brasilia, DF, Brasil, 2023.

Acrbénimo Descricéo

P Pacientes com cancer submetidos a radioterapia

I Suplementagéo oral

C Placebo ou nenhum tratamento

O Manejo da radiodermatite aguda (prevencdo ou reducdo do grau de

radiodermatite aguda)

S Ensaios clinicos controlados aleatorizados

Fonte: elaborado pela autora.

Foram elegiveis, para esta revisdao sistematica, ensaios clinicos controlados
aleatorizados que avaliaram o efeito da suplementacdo oral no manejo da radiodermatite em
pacientes com cancer submetidos a radioterapia. Consideramos suplementacdo oral aquelas
substancias indicadas como potencial radioprotetor com acgédo anti-inflamatoria e antioxidante
com ingestdo oral. Ndo houve restricbes quanto ao ano de publicacdo dos estudos.

Foram considerados critérios de exclusdo: (1) Estudos sem pacientes com cancer; (2)
Estudos com pacientes menores de 18 anos; (3) Estudos avaliando outras intervencdes para o
manejo da radiodermatite; (4) Estudos que nao avaliaram radiodermatite; (5) Estudos in vitro
ou in vivo em animais; (6) Revisdes, ensaios clinicos ndo aleatorizados, estudos observacionais,
cartas, livros, resumos de conferéncias, relatos de casos, séries de casos, artigos de opinido,
posteres e diretrizes; (7) Estudos com dados insuficientes para uma coleta de resultados; (8)
Estudos com dados duplicados de outro estudo incluido; (9) Texto completo nédo disponivel,
mesmo apoOs tentativa de contato com os autores correspondentes (trés tentativas em 3

semanas); (10) Restrigdes de idioma (estudos sem uso do alfabeto alfa-romano).

4.3 FONTE DE INFORMACAO E ESTRATEGIA DE BUSCA

Foram selecionados os descritores controlados e ndo controlados adequados para a
busca, que resgatassem o maior numero de referéncias que abordassem a questdo norteadora da
pesquisa. Os descritores controlados foram identificados por meio do Medical Subject
Headings (MeSH) para busca no Cumulative Index to Nursing and Allied Health (CINAHL),
Cochrane Central Register of Controlled Trials (Cochrane CENTRAL), EMBASE, US
National Library of Medicine (PubMed), Scopus e Web of Science e do Descritores em

Ciéncias da Saude (DeCS) para busca na Literatura da América Latina e Caribe em Ciéncias da
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Saude (LILACS). As palavras-chave foram identificadas por meio de busca ativa em artigos
relacionados ao tema de interesse do estudo. Os termos identificados foram cruzados entre si,
utilizando os operadores booleanos OR ou AND conforme consta no Apéndice A.

A selecdo da amostra deste estudo deu-se por meio da pesquisa nos seguintes bancos de
dados bibliograficos eletronicos: CINAHL, Cochrane CENTRAL, EMBASE, LILACS,
PubMed, Scopus e Web of Science. Adicionalmente, foi realizada busca na literatura cinzenta,
utilizando o Google Académico (Google Scholar) e o ProQuest Dissertations and Theses
database. Foi realizada busca manual nas listas de referéncias dos artigos selecionadas para
identificar quaisquer referéncias adicionais que poderiam ter sido perdidas nas bases de dados
eletronicas.

Todas as buscas foram realizadas em 24 de maio de 2022.

4.4 PROCESSO DE SELECAO DOS ESTUDOS

Realizada a busca nas bases eletrdnicas de dados, os estudos foram exportados para um
software gerenciador de referéncias (EndNote Web®; Thomson Reuters, Filadélfia, PA, EUA)
e os artigos duplicados foram removidos.

O processo de selecdo dos estudos foi realizado em duas fases. Na primeira fase, dois
revisores (S.C.C.M.V. e E.B.F.) avaliaram, independentemente, os titulos e resumos de todas
as citacdes identificadas pela estratégia de busca nas bases de dados eletrénicas. Foram
excluidos os artigos que nao atenderam aos critérios de inclusdo. Esta etapa foi realizada por
meio da ferramenta web Rayyan, que visa auxiliar em revisfes sisteméticas e facilitar o
processo de selecdo dos estudos (OUZZANI et al., 2016).

Na segunda fase, os critérios de selecdo foram aplicados aos artigos completos para
confirmar sua elegibilidade. Os mesmos dois revisores participaram, independentemente, na
segunda fase. Em ambas as fases, os conflitos foram resolvidos por meio de discussdo e o
consenso mutuo entre os dois revisores. Quando necessario, um terceiro autor (P.E.D.R.) foi

envolvido para tomar uma decisao final.

4.5 PROCESSO DE COLETA DE DADOS E ITENS DE DADOS

Dois revisores (S.C.C.M.V. e E.B.F.) coletaram, independentemente, os dados dos

estudos selecionados. Ap6s o término da coleta, foi realizado cruzamento entre todas as
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informagdes recolhidas. As divergéncias foram resolvidas por discusséo e acordo mutuo entre
os dois revisores. Novamente, caso nao houvesse consenso entre as informacdes coletadas pelos
dois primeiros revisores, o terceiro revisor era consultado para deciséo final.

Os seguintes dados foram extraidos e registrados em duplicata por dois revisores para
cada estudo incluido: caracteristicas do estudo (autor, ano de publicagdo e pais); caracteristicas
dos participantes (idade, tipo de cancer e protocolo de tratamento — dose total, dose por fracdes
e duracdo da radioterapia); caracteristicas das intervengdes (grupos, principio ativo da
suplementacdo oral, posologia, forma de uso, periodo de tratamento e eventos adversos
relacionados a suplementacéo oral); caracteristicas da radiodermatite (escala e grau), principais

resultados e conclusao.

4.6 RISCO DE VIES

Os estudos incluidos na amostra foram avaliados, individualmente, por dois revisores
(S.C.C.M.V. e E.B.F.) quanto ao risco de viés usando a ferramenta Cochrane risk-of-bias tool
for randomized trials (RoB 2.0). A ferramenta de risco de viés abrange seis dominios a seguir:
Viés no processo de aleatorizacdo, viés decorrentes de desvio da intervencgdo pretendida, viés
devido a dados faltantes, viés na afericdo dos desfechos, viés no relato dos desfechos e outros
vieses. Dentro de cada dominio, sdo realizadas avalia¢cBes para um ou mais itens, que podem
abranger diferentes aspectos do dominio (STERNE et al., 2019).

O risco de viés foi categorizado de acordo com o instrumento como “baixo risco”,
“algumas preocupacdes” e “alto risco” (STERNE et al., 2019). Discordancias entre os revisores
foram resolvidas por discussao. Os resultados da analise do risco de viés através da ferramenta
RoB 2.0 foram apresentados por meio do grafico de “semaforo” desenvolvido por meio do

software RevMan 5.4
4.7 MEDIDAS DE EFEITO
O desfecho primario foi prevenir ou tratar o grau de radiodermatite. O desfecho

secundario foi a reducdo dos sintomas relacionados a radiodermatite e os eventos adversos

ocasionados pelo uso dos radioprotetores.
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4.8 SINTESE DOS RESULTADOS

Avaliamos todos os estudos metodologicamente, clinicamente e estatisticamente.
Quando os estudos eram comparaveis e uma sintese quantitativa era apropriada, o0 método de
efeito aleatério de Mantel-Haenszel foi aplicado para conduzir uma metanalise usando o
software Rev Man. 5.4. A heterogeneidade foi avaliada por meio do teste Cochrane Q e da
avaliacdo da inconsisténcia (12).

Quando apropriado, os subgrupos foram divididos de acordo com o grau de

radiodermatite e o tipo de suplementacéo oral.

4.9 CONFIABILIDADE DAS EVIDENCIAS

Dois autores (S.C.C.M.V. e E.B.F.) avaliaram, independentemente, a qualidade da
evidéncia e a classificacdo da forca das recomendacdes usando o instrumento Grades of
Recommendation, Assessment, Development and Evaluation (GRADE). Essa avaliagdo foi
baseada no desenho do estudo, risco de viés, inconsisténcia, carater indireto, imprecisdo e outras
considerac@es. A qualidade da evidéncia foi caracterizada como alta, moderada, baixa ou muito
baixa (MURAD et al., 2017; SCHUNEMANN et al., 2013). O GRADE foi avaliado usando a
ferramenta GRADEpro (MCMASTER UNIVERSITY, 2015).
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5. RESULTADOS

5.1 SELECAO DOS ESTUDOS

Foram identificadas 2.685 referéncias nas sete bases de dados. Apds a remocdo das
duplicatas, 2.262 estudos foram analisados por meio da leitura de titulos e resumos, dos quais
33 atenderam aos critérios de inclusdo e seguiram para etapa de leitura na integra. Na literatura
cinzenta, 352 estudos foram analisados na primeira fase. Desses, 13 referéncias eram duplicatas
daqueles ja selecionados nas bases de dados. Apenas 3 estudos identificados na literatura
cinzenta seguiram para a etapa de leitura na integra. Ao todo, 32 estudos foram excluidos por
ndo atenderem aos critérios de elegibilidade (Apéndice B). Assim, 17 estudos atenderam aos
critérios de elegibilidade e foram selecionados para extracdo de dados e sintese qualitativa e
guantitativa. O fluxograma detalhado do processo de selecdo, inclusdo e exclusdo dos estudos

encontra-se apresentado na Figura 3.
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Figura 3. Fluxograma de busca dos artigos da reviséo sistematica e critérios de sele¢do. Brasilia, DF, Brasil, 2023
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Fonte: Adaptado de PRISMA (Page et al., 2021).
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5.2 CARACTERISTICAS DOS ESTUDOS

Todos os estudos incluidos foram ensaios clinicos aleatorizados, publicados em lingua
inglesa, entre 0s anos 1998 e 2022.

Dentre os estudos, nove incluiram pacientes com cancer de cabeca e pescoco (AYGENC
etal., 2004; BAIRATI et al., 2005; GUJRAL et al., 2001; HUANG et al., 2019; HUANG et al.,
2020; IMAI et al., 2014; LIEVENS et al., 1998; LIN et al., 2006; LOPEZ-VAQUERO et al.,
2017), seis incluiram pacientes com cancer de mama (BRACONE et al., 2021; EDA et al.,
2016; HUANG et al., 2015; RYAN et al., 2013; RYAN et al.; 2017; TALAKESH et al., 2022),
um incluiu pacientes com cancer do colo do Utero (DALE et al., 2001) e um incluiu pacientes
submetidos a radiacdo pélvica, com os seguintes tipos de cancer: carcinoma retossigmoide,
carcinoma endometrial, cancer do colo do Utero, cancer de vulva e cancer de prostata (MARTIN
etal., 2002).

Os estudos avaliaram as seguintes suplementagdes orais: composto curcuminoide
(RYAN et al.,, 2013; RYAN et al., 2017), nano-curcumina (TALAKESH et al., 2022),
glutamina (EDA et al., 2016; HUANG et al., 2019; LOPEZ-VAQUERO et al.,2017), enzima
Wobe-Mugos (MARTIN et al., 2002; DALE et al., 2001; GUJRAL et al., 2001), pentoxifilina
(AYGENC et al.,, 2004), a-tocoferol e B-caroteno (BAIRATI et al., 2005), antocianina
(BRACONE etal., 2021), extrato de farelo de adlai — adlay bran extract (HUANG et al., 2015),
Nutrison® (HUANG et al., 2020), B-hidroxi-p-metilbutirato, arginina, glutamina (IMAI et al.,
2014), sucralfato (LIEVENS et al., 1998) e zinco (LIN et al., 2006).

O grupo controle dos estudos foi composto por nenhum tratamento (AYGENC et al.,
2004; DALE et al., 2001; GUJRAL et al., 2001; HUANG et al. 2020; IMAI et al., 2014) e
placebo (BAIRATI et al., 2005; BRACONE et al., 2021; EDA et al., 2016; LIEVENS et al.,
1998; MARTIN et al., 2002). Alguns estudos utilizaram os controles maltodextrina (HUANG
etal., 2019; LOPEZ-VAQUERO et al., 2017), fosfato de célcio (RYAN et al., 2013; RYAN et
al., 2017), dleo de oliva (HUANG et al., 2015) e 0leo de soja (LIN et al., 2006; TALAKESH et
al., 2022).

O Nutrison® (HUANG et al., 2020), é composto por agua, maltodextrina, 6leos vegetais
(girassol, canola, triglicerideos de cadeia média), concentrado proteico de soro de leite,
caseinato de sodio, proteina isolada de ervilha, proteina isolada de soja, fosfato basico de
magnésio, citrato de tripotassico, citrato de sodio, carbonato de célcio, hidroxido de potassio,
cloreto de potassio, 6leo de peixe, fosfato tricalcico, carotenoides (B-carteno, a-caroteno,

luteina, licopeno, y-caroteno e zeaxantina), cloreto de colina, cloreto de sodio, vitamina C,
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lactato ferroso, sulfato de zinco, niacina, vitaminas: A e, gluconato de cobre, selenito de sodio,
sulfato de manganés, acido pantoténico, cloreto de cromo, biotina, vitaminas: D, acido félico,
B1 e B6, molibdato de sodio, vitamina B2, fluoreto de sodio, iodeto de potassio, vitaminas: K
e B12, emulsificantes lecitina de soja (NUTRISON, 2019).

A pentoxifilina é considerada um vasodilatador periférico, que possui efeito
radioprotetor quimico. Em vista disso, optou-se por inclui-la dentre as substancias avaliadas
para manejo da radiodermatite aguda (AYGENC et al., 2002). As demais concentracdes e
composicdes das intervencgdes orais estdo descritas na Tabela 1.

Quatro estudos incluiram pacientes submetidos a quimioterapia e radioterapia
concomitante (HUANG et al., 2019; HUANG et al., 2020; IMAI et al., 2014; LOPEZ-
VAQUERO et al., 2017). Os demais estudos ndo fazem referéncia no texto sobre o uso ou tipo
de quimioterapico utilizado. Dentre os estudos, um refere que as pacientes analisadas foram
submetidas a radioterapia, seguida de braquiterapia (DALE et al., 2001).

A ocorréncia de radiodermatite foi avaliada por meio das escalas Radiation Therapy
Oncology Group (RTOG) em nove artigos (BAIRATI et al., 2005; BRACONE et al., 2021;
DALE et al., 2001; EDA et al., 2016; GUJRAL et al., 2001; HUANG et al., 2015; HUANG et
al., 2020; LIN et al., 2006, TALAKESH et al., 2022), Common Terminology Criteria for
Adverse Events (CTCAE) (CTCAE, 2017) em trés artigos (HUANG et al., 2019; IMAI et al.,
2014; LOPEZ-VAQUERO et al., 2017), RDS Score em dois artigos (RYAN et al., 2013;
RYAN etal., 2017), escala Baker-Leigh em um artigo (AYGENC et al., 2004) e Scoring System
Developed exclusive em um artigo (LIEVENS et al., 1998). Um artigo utilizou a escala RTOG
e a escala Common Toxicity Criteria (CTC) (MARTIN et al., 2002).

Quanto aos desfechos secundarios, os estudos avaliaram majoritariamente o efeito da
suplementacéo oral no controle da dor (AYGENC etal., 2004, TALAKESH et al., 2022; RYAN
etal., 2013; RYAN et al., 2017, LOPEZ-VAQUERO et al., 2017).

No que concerne aos eventos adversos, seis ensaios clinicos avaliaram a prevaléncia de
eventos adversos causados pelo uso de suplementacao oral (AYGENC et al., 2004, BAIRATI
et al, 2005, HUANG et al., 2015, HUANG et al., 2020, LIEVENS et al., 1998, RYAN et al.
2017). Entre os eventos adversos apresentados estdo: sintomas gastrointestinais (AYGENC et
al., 2004, HUANG et al., 2015, HUANG et al., 2020, LIEVENS et al., 1998, RYAN et al.,
2017), pele amarelada (BAIRATI et al., 2005) e reacdo alérgica (RYAN et al., 2017). No
entanto, alguns estudos néo relataram avaliacdo dos eventos adversos (MARTIN et al., 2002;

TALAKESH et al., 2022). Sete estudos ndo relataram nenhuma proporc¢édo de eventos adversos
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significativos durante o estudo (BRACONE et al., 2021, EDA et al., 2016, HUANG et al., 2019,
IMAI etal., 2014, LIN et al., 2006, LOPEZ-VAQUERO et al., 2017, RYAN et al., 2013). Dois
estudos ndo relataram eventos adversos ao uso das substancias (DALE et al., 2001; GUJRAL
et al., 2001). Dada a heterogeneidade na apresentacdo dos eventos adversos entre os estudos,
optamos por apresentar os dados de forma descritiva na Tabela 1, em conjunto com as demais

caracteristicas dos estudos incluidos na revisao.
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Tabela 1 — Caracterizacdo dos estudos incluidos segundo caracteristicas do estudo, da populacéo, da intervencéo e da radiodermatite. Brasilia, DF, Brasil, 2023

Caracteristicas do estudo

Caracteristicas dos participantes

Protocolo de

Caracteristicas da intervengéo

Caracteristicas da RD

tratamento Critérios
Autor, ano e pais Id’ad_e T'Apo de (Dose total/ GE (n) Formula de.i SO GC (n) EA de SO d_e . Principais Resultados
(média) cancer dose por Posologia avaliacdo
s (EA/amostra)
fracdo) da RD
Duracdo da RT
PTX 400 mg — 3 vezes ao Escore GE (n) GC (n)
. 1.0 2 0
dia (1200mg) 15 1 3
65-75Gy/2a d’:‘gi”;t’édzospe%rgﬁg;’f'gs Nenhum Sintomas 2.0 7 9
Aygenc et al., 2004 63.4 (58 ccp 2.2 Gy PTX o término da RT P tratamento gastrointestinais Baker- 25 4 7
Turquia -72) (33) (8 semanas) (34) (4/40) Leigh 3.0 16 12
6 semanas Tontura (4/40) 35 3 2
Duas vezes ao dia em 40 0 !
pacientes com eventos (P > 0.05)
adversos
Durante RT
GRAU GE (%) GC (%)
0 0.4 0.8
1 14.7 10.3
Antioxidantes e 2 65.8 64.3
vitaminas a-tocoferol (4001U) e p- Pele amarelada 3 18.8 24.0
_ 65-75CGy/2a 273) 4 0.4 0.8
o CG =62 caroteno (30mg)
Bairati et al., 2005 ccp 22 Gy Placebo a-tocoferol e B- RTOG
Canada GE =63 a-tocoferol e B- Diariamente durante a RT (263) caroteno (33/79) No final da RT
- 6 semanas caroteno (79) e DOr 3 aN0S ands a- tocoferol sozinho GRAU GE (%) GC (%)
a-tocoferol P P (11/194) 0 0.7 0.8
sozinho (194) 1 18.8 16.0
2 65.1 62.7
3 15.1 20.2
4 04 04
1° Grupo:
40 Gy/ 2.5 Gy .
Boost: 4 Gy/ Antocianina (125mg)
- 0.25 Gy :
CE 1—158 3 stlck-pa%ﬁ,a 3 vezes ao GRAU GE (%) GC (%)
Bracone et al., 2021 - 2° Grupo: Antocianina - Placebo 0 32 33
. Mama Iniciados uma semana Sem EA RTOG
Italia _ 50 Gy/ 2 Gy 97) S (95) 1 40 42
GE =59 Boost 10 Gv/ antes do inicio da RT 5 28 25
+11 ; Y usados até o final
0.40 Gy

3 a5 semanas

2 a5 semanas
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Caracteristicas do estudo

Caracteristicas dos participantes

Protocolo de

Caracteristicas da intervencao

Caracteristicas da RD

tratamento Critérios
Autor, ano e pais Idf':\d_e T'Apo de (Dose total/ GE (n) Formula d? SO GC (n) EA de SO Qe . Principais Resultados
(média) cancer dose por Posologia avaliacdo
fracdo (EA/amostra) da RD
¢30)
Duracdo da RT
GC= 50-60 Gy/2 Gy \Wobe-Mugos - papaina GRAOU Glig(n) GC4(n)
Dale etal., 49.3 Cancer (100mg), tripsina (40mg) Incapaz de 1 29 22
2001 +13.9 do colo 5 semanas Enzimas e quimotripsina (40mg) Nenhum relacionar 2 10 24
India do atero (60) tratamento diretamente RTOG 3 3 9
GE = BQT - 20-30 Gy 3 comprimidos, 4 vezes (60) quaisquer efeitos 4 0 1
49.9 ao dia — 7 dias antes da colaterais com SO P < 0.001
+10.5 RT )
9 semanas IC 95% (0.41 - 1.02)
50 Gy/ 2 Gy
mama e térax
66 Gy/ 16 Gy no
leito tumoral GRAU GEn (%) GCn (%)
GC = 46 apds cirurgia Glutamina (1_59)_dia em3 0 0(0) 0(0)
Edaetal. 2016 conservadora da Glutamina doses divididas Placebo 1 16 (88.9) 0(0)
Turquia GE = Mama mama (18) 20) Sem EA RTOG 2 2(11.1) 16 (80)
50,27 1 semana antes da RT e 3 0(0) 4 (20)
' 50 Gy até 1 semana apés a RT 4 0(0) 0(0)
em pacientes P <0.001
recebendo
radioterapia na
area
supraclavicular
Combinacéo de enzimas
(Wobe-Mugos E,
MUCOS Pharma, o o
GC= Geretsried, Germany), Incapaz de GROAU GEOE(SA)) GCO( )
51.2 contendo papaina -
Gujral et al., 2001 +11.2 50-70Gy/ 2 Gy Enzimas (100mg), tripsina (40mg) Nenhum r_eIaC|0nar ! 27 1
I'ndia.’ T CCP (53) e quimc;tripsina (40mg) tratamento diretamente RTOG 2 16 17
GE = 6-7 semanas 3 vezes a0 dia (46) quaisquer efeitos 3 02 07
. . colaterais com SO 4 0 11
50.3+9.4 3 dias antes da RT até 5 P < 00001
dias ap0s. ’
Aproximadamente 8
semanas
GRAU GEn (%) GCn (%)
GC= 50-50.4 Gy/ 1.8- 0 4 (5.5) 0(0)
521+ 2.0 Gy Erato e Ex”ato(g;o’*n‘ig;y Bran , Inchaco abdominal 1 36(49.3)  9(243)
Huang et al., 2015 9.2 . . Placebo (Oleo 1/73) 2 25 (34,2) 25 (67.6)
China GE = Mama 5 a 6 semanas Adla;/SBran 4 %apsglaslldlaé(-)g dose; de Olivia) (37) Fezes aquosas leves RTOG 3 8 (11) 3(8.1)
512+ (73) (cada capsula 500 mg) o (1/73) 4 0(0) 0(0)
10.5 P =0.006
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Caracteristicas do estudo

Caracteristicas dos participantes

Protocolo de

Caracteristicas da intervencao

Caracteristicas da RD

tratamento Critérios
Autor, ano e pais Idf':\d_e T'Apo de (Dose total/ GE (n) Formula d? SO GC (n) EA de SO Qe . Principais Resultados
(média) cancer dose por Posologia avaliacdo
~ (EAJamostra)
fracdo) da RD
Duracdo da RT
I-glutamina (10g I-
Cirurgia: 60-66 glutamina e 5g
Gy/2Gy maltodextrina)
GC=
52.6 £ Sem cirurgia: 70 o o
10.3 Gy/ 2 Gy . 3 vezes ao dia comegando Placebo (15 g GRAU GEn (%)  GCn (%)
Huang et al., 2019 Glutamina : . 0-1 17 (39.9) 13 (61.9)
China CCP 31) 1 semana antes da RT, maltodextrina) Né&o informado CTCAE 2.3 26 (60.5) 8 (38.1)
GE = Cisplatina ou durante a RT e apo6s. (33) p= O 096 ’
522 + Carboplatina Dissolvido em &gua fria e
9.5 com adicao de 5- 30 minutos antes de uma
FU ou refeigdo.
Paclitaxel Aproximadamente 9
semanas
_ 54-69 Gy/2 Gy- ONS 400 mL - uma vez
Ge = 1.8 Gy por dia
512+ '
i 0, 0,
Huang et al., 2020 789 ccp 2 ou 3ciclos QT letor;\slcér)@ Pacientes com dieta oral tr’:teamgr:?o Distensdo abdominal RTOG GR;'?‘SDE GEZV)) Gcng))
China GE = (docetaxel — (58) recusada, ONS sera (56) Diarreia P > 0446
49 07_ + platina) adicionado varias vezes '
A ao dia (até 30 kcal/kg por
9.16 .
6 semanas dia)
249 de HMB/Arg/GlIn -
60-70 Gy HMB (1(52'2)&7’*;9 (r9)e GRAU  GE()  GC(n)
GC=64 g 0 0 0
. (41-76) Cisplatina (100 . Nenhum 1 6 1
Imai ?; agé 2014 CCP ou HMB(/ﬁSr)g/GIn diss?):]\?isd\oleezne\s'z?odla300 tratamento Nenhum EA relatado CTCAE 2 7 15
p GE =62 80 mg/m?) o A (18) 3 3 2
(42-74) A cada 3 Primeiro gia de 4 0 0
semanas . Grau 1 P <0.03; Grau 2 P <0.02; Grau 3 P <0.44
tratamento até 1 semana
apos a conclusdo
Sucralfato (1g)
6 vezes ao dia
55565);41521}1251&?)/ A ingestdo oral foi Sintomas Scoring GE (média +DP) GC (média +DP)
Lievens et al., 1998 ND ccp Sucralfato (38) iniciada na manha da Placebo astrointestinais system 25+12 23+13
Bélgica primeira sessdo de RT e (45) g developed
55Gy /2 Gy ; (12/38) "
6 mantida durante toda a exclusive
semanas RT
Aproximadamente
5semanas
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Grau 2 RD: apareceu mais cedo no grupo placebo do

Zinco (25 mg) que no grupo experimental (p = 0.014)

- C= . 3 capsulas ao dia Placebo (Oleo . . . L .
Lin et a_l., 2006 51411 ccp 1.822.0 Gy Zinco Aproximadamente 2 de soja) Nenhum EA relatado RTOG Grau 3 RD: uma diferenga !gualmente slgnlflcatlva foi
China - (49) observada entre os dois grupos (p = 0.0092)

1 =50+11 meses (48)
Gravidades da inflamag&o: RD (p = 0.003) mais leve
no grupo experimental do que no grupo de controle
70Gy/2 Gy
ou
GRAU GEn (%) GCn (%)
66 Gy /2 G
GC =59 (R'I¥ pos- Y 0 4 (16) 000
Lopez-Vaquero et al., (39-78) operatorio) L-Glutamina L-Glutamina (10g) Placebo (10g 1 15 (60) 11 (45.8)
2017 GE=15 CCP P (25) maltodextrina) ~ Nenhum EA relatado CTCAE 2 5 (20) 12 (50)
Espanha (32?81.) Cisplatina (100 3 vezes ao dia (24) 3 1(4) 1(4.2)
mg/m?) ou 4 0(0) 0(0)
cetuximabe P =0.032
(400mg/m?)
\Wobe-Mugos - papaina
(some) s o) GRAU | GEn 06 GCn0
Martin et al., 2002 57.3 Pelvica* 504 Gv/ 18 G Enzima ga 4 ca gulas 20 die? Placebo NI RTOG e Nenhum/leve (0-1) 21 (75) 25 (89)
Bélgica GE= 4Lyl Le by (28) P (28) cTC Moderado/grave (2-3) 7 (25) 3(11)

>38 3 dias antesda RT e P=0.16

até dltimo dia da RT

Curcumina (6g) —
minimo de >95%
curcuminoide
(Curcumina - 390 mg;
demetoxicurcumina - 75

Teste t para graduacéo de RD
GRAU GE GC

GC = 42.6-50.4 Gy/ mg; Placebo (500mg Média (95% IC)  2.607 (0.944) 3.111 (0.554)
Ryan et al, 2013 61.1(2.8) 1.8-2.4 Gy Curcumina . =2 . fosfato
EUA CE = Mama (14) blsdemelt;»gcurcumma - dicélcico) Nenhum EA relatado  RDS Score GE n (%) GC n (%)
54.6 (3.3) 4-7 semanas 5mg) (16) Descamagzo 4(28.6) 14 (87)
Umida
Curcumina (6g)
3 capsulas - 3 vezes ao
dia
Ao longo do curso de RT
Das 63 pacientes com descamacéao Umida, o sulco
_ 48-51 Gy/1.6- . S inframamario foi a localizagdo mais comum (placebo =
GC= 4 capsulas - 3 vezes ao Placebo (fosfato Diarreia/Nausea o S A o1 N
Ryan et al.,, 2017 57.7 (0.5) Lrcy Curcumina dia dicalcico e (11/344) 49.2% e curcumina = 42.8%). A analise primaria ndo
_ Mama N RDS Score mostrou diferenca significativa na pontuagdo média
EUA GE = 6 (344) AolongodaRTel corante) Reacdo alérgica de RD no final da RT - lacebo (95% IC
57.6 (0.6) semanas semana apés a RT (342) (3/344) e RD no final da RT entre curcumina e placebo ( 0 )
=0.044 (—0.101, 0.188), p = 0.552). O local e o regime
de RT tiveram efeitos altamente significativos (p < 0.001).
. . 7% semana
Nano-curcumina Cépsula o 0
3079 50 Gy/2 Gy (80 mg) Placebo (Oleo GRAU  GEn (%) GCn (%)
Talakesh et al., 2022 Boost: 1 Gy-1.4 Nano- . - 0 2 (9.52) 0(0)
= (49.7+ Mama - Duas vezes por dia de soja) NI RTOG
Iré 10.7) Gy curcumina (21) Aproximadamente 7 1) 1 10 (47.61) 3 (14.28)
: 5 semanas O e 2 9(42.85) 18 (85.71)
P =0.011
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BQT = Braquiterapia; CCP = Céncer de Cabeca e Pescoco; CTC = Common toxicity Criteria; CTCAE = Common Terminology Criteria for Adverse Events; DP = Desvio Padréo; EA = Eventos Adversos; EUA = Estados Unidos da América;
FU = Fluorouracil; GC = Grupo Controle; GE = Grupo Experimental; Gy = Gray; HMB/Arg/GIn = B-hidroxi-B-metilbutirato, arginina e glutamina; IC = Intervalo de Confian¢a; ND = N&o Determinado; NI = N&o Informado; PTX =
Pentoxifilina; QT = Quimioterapia; RD = radiodermatite; RDS Score = Radiation Dermatitis Severity Score; RT = Radioterapia; RTOG = Radiation Therapy Oncology Group; SO = Suplementacéo Oral.

* Radioterapia pélvica: carcinomas do retossigméide, carcinoma endometrial, cancer de colo uterino, carcinoma de vulva e cancer de prostata.

Fonte: elaborado pela autora.
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5.3 RISCO DE VIES ENTRE OS ESTUDOS

Os estudos incluidos na amostra foram avaliados de forma individual quanto ao risco de
viés por meio da ferramenta Cochrane risk-of-bias tool for randomized trials (RoB 2.0)
(STERNE et al., 2019).

Doze ensaios clinicos aleatorizados foram classificados como alto risco de viés por
conter um ou mais dominios comprometidos quanto a confiabilidade dos resultados (AYGENC
etal., 2004; DALE etal., 2001; EDA et al., 2016; GUJRAL et al., 2001; HUANG et al., 2015;
HUANG et al., 2020; IMAI et al., 2014; LIEVENS et al., 1998; LIN et al., 2006; RYAN et al.,
2013; LOPEZ-VAQUERO et al., 2017; MARTIN et al., 2002). Os dominios relacionados a
aleatorizacdo e cegamento contribuiram para a classificacdo dos ensaios clinicos como alto
risco de viés. Dez estudos descreveram como a aleatorizagdo e o cegamento foram realizados
(BAIRATI et al., 2005; BRACONE et al., 2021; HUANG et al., 2015; HUANG et al., 2019;
LIN et al., 2006; LOPEZ-VAQUERO et al., 2017; MARTIN et al., 2002; RYAN et al., 2013;
RYAN et al., 2017; TALAKES et al. 2022). Adicionalmente, quatro artigos indicam que 0
estudo foi aberto, sem envolver qualquer processo de cegamento em sua conducdo (DALE et
al., 2001; GUJRAL et al., 2001; HUANG et al., 2020; IMAI et al., 2014).

O risco de viés foi considerado baixo em 5 estudos em todos os dominios avaliados
(BAIRATI, et al., 2005; BRACONE et al., 2021; HUANG et al., 2019; RYAN et al., 2017,
TALAKESH et al., 2022), permitindo que se atribuisse aos resultados apresentados maior
confiabilidade.

A Figura 4 apresenta a sintese dos dados da avaliacédo do risco de viés de cada estudo.
O Apéndice C apresenta o descritivo utilizado para embasar a decisdo quanto ao risco de vies
de cada dominio avaliado.
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Figura 4 — Sintese da avaliacdo dos autores sobre cada item do risco de viés para 0s estudos.

Brasilia, DF, Brasil, 2023
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Fonte: elaborado pela autora na ferramenta Revman 5.4
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5.4 SINTESE DOS RESULTADOS

Para analise estatistica, os estudos foram divididos em subgrupos de acordo com as
seguintes intervengdes: compostos curcuminoides (RYAN et al., 2013; RYAN et al., 2017;
TALAKESH et al., 2022), glutamina (EDA et al., 2016; HUANG et al., 2019; LOPEZ-
VAQUERO et al., 2017) e Wobe-Mugos (DALE et al., 2001; GUJRAL et al., 2001; MARTIN
etal., 2002).

Trés estudos avaliaram os compostos curcuminoides para manejo da radiodermatite em
pacientes com cancer de mama (RYAN et al., 2013; RYAN et al., 2017; TALAKESH et al.,
2022). Os dados referentes ao desenvolvimento de descamacao Umida foram agrupados para
andlise estatistica. Uma metanédlise de efeito aleatdrio ndo demonstrou diferenca
estatisticamente significante na ocorréncia de descamacdo Umida entre a suplementacédo oral
com composto curcuminoide e o grupo placebo (RR 0,59; IC 95% 0,27 a 1,29; P = 0,19; I? =
88%) (Figura 5).

Figura 5. Forest Plot da comparacéo da suplementacdo oral com curcuminoide vs. placebo para

analise de descamacédo umida. Brasilia, DF, Brasil, 2023.

Curcumin composts Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Ryan 2013 4 14 14 16 26.8% 0.33 [0.14, 0.76] —

Ryan 2017 311 344 300 342 39.6% 1.03 [0.98, 1.09]

Talakesh 2022 9 21 18 21 33.6% 0.50 [0.30, 0.84] e

Total (95% CI) 379 379 100.0% 0.59 [0.27, 1.29]

Total events 324 332

Heterogeneity: Tau? = 0.39; Chi? = 17.03, df = 2 (P = 0.0002); I* = 88% 50 o1 O%l I 140 1005

Test for overall effect: Z = 1.32 (P = 0.19) Favours [Curcumin] Favours [Placebo]

Fonte: elaborado pela autora na ferramenta Revman 5.4

Dois estudos avaliaram a glutamina para o manejo da radiodermatite em pacientes com
cancer de mama (EDA et al., 2016; HUANG et al., 2019) e um para cancer de cabeca e pescoco
(LOPEZ-VAQUERO et al., 2017). Os dados referentes ao desenvolvimento de descamacéo
umida foram agrupados para anélise estatistica. A metanalise demonstrou ndo haver diferenca
estatisticamente significante na ocorréncia de radiodermatite grau 2 ou superior entre 0s grupos
que usaram glutamina e placebo (RR 0,40; IC 95%, 0,15 a 1,03; P = 0,06; 12 = 78%) (Figura 6).
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Figura 6. Forest Plot da comparacdo da suplementacdo oral com glutamina vs. placebo para
ocorréncia de radiodermatite grau 2 ou superior. Brasilia, DF, Brasil, 2023.

Glutamine Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Eda 2016 2 18 20 20 26.6% 0.13 [0.04, 0.43] —_—
Huang 2019 14 30 18 29  39.6% 0.75[0.47, 1.21] —&
Lopez-Vaquero 2017 6 25 13 24  33.8% 0.44 [0.20, 0.97] —
Total (95% CI) 73 73 100.0% 0.40 [0.15, 1.03] s
Total events 22 51

. 2 _ . X - — 12 = ! 4 + ]
Heterogeneity: Tau® = 0.53; Chi® = 8.97,df = 2 (P = 0.01); I = 78% o1 o1 0 100

Test for overall effect: Z = 1.91 (P = 0.06) Favour; [Glutamine] Favours [Placebo]

Fonte: elaborado pela autora na ferramenta Revman 5.4

Um estudo avaliou o Wobe-Mugos para manejo da radiodermatite em pacientes com
cancer de cabega e pescoco (GUJRAL et al., 2001) e dois em pacientes submetidos a radiacdo
pélvica (DALE et al., 2001; MARTIN et al., 2002). A metanalise de efeito aleatério mostrou
gue nao houve diferenca estatisticamente significante na ocorréncia de radiodermatite grau 2
Ou superior entre 0s grupos que usaram suplementacdo enzimaética oral (Wobe-Mugos) e
placebo/nenhum tratamento (RR 0,57; IC 95% 0,29 a 1,14; P = 0,11; 12 = 72%) (Figura 7).

Figura 7. Forest Plot da comparacdo da suplementacdo oral com Wobe-Mugos vs.
placebo/nenhum tratamento para ocorréncia de radiodermatite grau 2 ou superior. Brasilia, DF,
Brasil, 2023.

Wobe-Mugos  Placebo/No treatment Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dale 2001 13 60 34 60 38.6% 0.38 [0.23, 0.65] —
Gujral 2001 18 53 35 46 42.5% 0.45 [0.30, 0.67] —.—
Martin 2002 7 28 3 28 18.9% 2.33[0.67, 8.12] I
Total (95% CI) 141 134 100.0% 0.57 [0.29, 1.14] e
Total events 38 72

A 2 _ R B i - S = [} J
Heterogeneity: Tau® = 0.25; Chi® = 7.08, df = 2 (P = 0.03); I° = 72% 001 100

g " 0.1 10
Test for overall effect: Z = 1.58 (P = 0.11) Favours [Wobe-Mugos] Favours [Placebo/No treatment]

Fonte: elaborado pela autora na ferramenta Revman 5.4

5.5 CERTEZA DA EVIDENCIA

A certeza da evidéncia foi avaliada por desfechos, utilizando o sistema GRADE,
considerando o agrupamento realizado para composto curcuminoide, glutamina e Wobe-

Mugos. Os resultados variaram de moderado a baixo. O rebaixamento ocorreu principalmente
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devido aos dominios risco de viés e inconsisténcia. Os resultados detalhados para cada
julgamento estéo disponiveis na Tabela 2.
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Tabela 2. Sintese da avalia¢do da qualidade das evidéncias, segundo sistema de classificagdo GRADE. Brasilia, DF, Brasil, 2023

Avaliacdo da qualidade Qualidade
Ne de Desenho do estudo Risco de Inconsisténcias Evidéncias Imprecisdo Outras consideracdes GRADE
estudos Viés indiretas
Grupos curcumina vs. placebo para descamacédo Umida
3 Ensaio clinico sem grave? sem limitacdes sem limitacGes Nenhum S1o110)
aleatorizado limitacOes graves graves Moderado
graves
Grupos glutamina vs. placebo para radiodermatite grau 2 ou superior
3 Ensaio clinico grave® grave® sem limitacdes sem limitacGes Nenhum 13100
aleatorizado graves graves Baixo
Wobe-Mugos vs. nenhum tratamento para radiodermatite grau 2 ou superior
3 Ensaio clinico grave® graved sem limitacdes sem limitacGes Nenhum 13100
aleatorizado graves graves Baixo

IC: Intervalo de confianca

a. Inconsisténcia de 88% (1?).

b. LimitacGes na descricdo da aleatorizacdo e na mensuracéo do desfecho.

c. Inconsisténcia de 78% (12). Os estudos avaliaram pacientes com diferentes tipos de cancer.
d. Inconsisténcia de 72% (12). Os estudos avaliaram pacientes com diferentes tipos de cancer.
Fonte: elaborada pela autora
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6. DISCUSSAO

A radiodermatite aguda causa diversos sinais e sintomas que impactam na qualidade de
vida e no sucesso do plano terapéutico do paciente (ROBIINS, LAUBACH, 2018; ZHAO et
al., 2022; TALAKESH et al., 2022). Diante de numerosos estudos que avaliam intervencoes
para 0 manejo da radiodermatite e da necessidade de maior consenso acerca das medidas mais
eficazes para prevenir essa radiotoxicidade, faz-se importante a sintese de evidéncias para
prevenir e/ou tratd-la. Esta € a primeira revisao sistematica para investigar os efeitos exclusivos
da suplementacdo oral no manejo da radiodermatite aguda em pacientes com cancer submetidos
a radioterapia. Trata-se de uma temética promissora, principalmente por se tratar de uma terapia
de efeito sistémico, baixo custo, f4cil acesso e administracdo (MENESES et al., 2019).

Os estudos incluidos mostraram heterogeneidade no que concerne aos tipos de cancer,
aos protocolos de radioterapia, a associacdo com quimioterapia, aos tipos de substancias e
dosagem utilizadas na suplementacdo oral e as escalas utilizadas para avaliar a radiodermatite.

Dentre as suplementacdes orais mais estudadas para 0 manejo da radiodermatite em
pacientes submetidos a radioterapia, destaca-se 0 composto curcumindide, presente em trés
estudos (TALAKESH et al., 2022; RYAN et al., 2013; RYAN et al., 2017). Trata-se de um
fitoterapico natural, componente polifendlico da curcuma (NORMANDO et al., 2019). A
curcumina tem como alvo mediadores inflamatdrios, que tem a funcdo de atenuar a liberacao
de citocinas pro-inflamatorias e pro-fibréticas, diminuindo a producdo de radicais livres e
melhorando a toxicidade tecidual (KIA et al., 2021). Além disso, a curcumina possui
propriedades antibacterianas, antitumorais e antioxidantes, contribuindo para melhor
cicatrizagdo de feridas e proliferacdo celular (MODARESI et al., 2017). Dentre os desafios
encontrados no uso da ingestdo oral da curcumina na préatica clinica, estdo a sua baixa
solubilidade aquosa, metabolismo rapido e meia vida curta, causando méa absorcdo no sistema
gastrointestinal. Estratégias baseadas em nanotecnologia tendem a melhorar a
biodisponibilidade e eficiéncia da curcumina como suplemento oral (TALAKESH et al., 2022).
Além disso, uma substancia chamada piperina aumenta biodisponibilidade total da curcumina
sem comprometer sua atividade bioldgica, por meio de formulagdo combinada ou
desenvolvimento de analogos sintéticos (RYAN et al., 2013).

Uma revisdo sistematica mostrou que existem evidéncias de que uso oral ou topico da
curcumina podem beneficiar terapeuticamente a satde da pele (VAUGHN et al., 2016). Um

estudo in vivo utilizando camundongos evidenciou que o uso da curcumina oral reduziu a
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toxicidade aguda e crénica por meio da regulacdo negativa de citocinas inflamatorias e
fibrogénicas na pele e no musculo irradiado (OKUNIEFF et al., 2006). Em ensaios clinicos
incluidos nesta revisdo, os resultados mostram que, embora a curcumina possa aliviar a
radiodermatite, ndo houve reducdo significativa dessa toxicidade (TALAKESH et al., 2022;
RYAN et al., 2017). Em contrapartida, estudos publicados abordam que a curcumina foi
considerada eficaz na reducdo da gravidade da radiodermatite e na descamacdo umida (RYAN
etal., 2013; PALATTY et al., 2014; VAUGHN et al., 2016).

A metandlise dessa revisdo sistematica ndo mostrou diferenca estatisticamente
significante na ocorréncia de descamacdo Umida entre 0s grupos que utilizaram compostos
curcuminoides orais e 0s grupos que utilizaram placebo (RR 0,59; IC 95% 0,27 a 1,29; P =
0,19; I>=88%) (RYAN et al., 2013; RYAN et al., 2017; TALAKESH et al., 2022). No entanto,
uma metandlise de 5 ensaios clinicos mostrou que os compostos curcuminoides reduziram a
mucosite oral (RR 0,48, IC 95% 0,23 a 0,99, P = 0,05) (DHARMAN et al., 2021). Ryan et al.
(2013) ndo observaram aumento significante na gravidade da diarreia com o uso de compostos
curcuminoides em comparagcdo com placebo, e ndo relataram eventos adversos significantes
durante o estudo, referindo que esses pacientes toleraram bem a curcumina oral. No entanto,
Ryan et al. (2017) observaram que 0os motivos para suspensdo do uso da suplementagéo oral
apos o inicio do estudo, no braco da curcumina, incluiram diarreia/nausea/vémito (17; 15,7%),
tamanho da cépsula (6; 5,6%) e reacdo alérgica (5; 4,6%). Talakesh et al. (2022) n&o relataram
eventos adversos relacionados ao uso de curcumina.

A glutamina, outra substancia que foi evidenciada em trés estudos incluidos nessa
revisdo (LOPEZ-VAQUERO et al., 2017; EDA et al., 2016; HUANG et al., 2019), é um L-
alfa-aminoécido ndo essencial livre mais abundante no corpo humano e indispensavel para
praticamente todas as células de proliferacdo rapida (ALBSUBAIE et al., 2021). Devido ao
intenso estresse catabdlico em individuos submetidos a terapia antineoplasica, a demanda
utilizada de glutamina excede a da capacidade de sintese endégena, tornando a suplementacédo
oral necessaria e benéfica (ANDERSON, LALLA, 2020). A glutamina possui caracteristicas
energéticas, imunomoduladoras, com propriedades anti-inflamatoria e antioxidante, sendo
considerada um combustivel para linfécitos, desempenhando, assim, um papel importante no
processo de defesa de infeccdes (ALSUBAIE et al., 2021).

Em um estudo in vitro, a glutamina foi descrita como responsavel por aumentar a sintese
do coldgeno na cicatrizagdo, ocasionando assim, um efeito preventivo da radiodermatite

(KARNA et al, 2001). Uma revisdo sistematica sugere que suplementar glutamina pode
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diminuir a gravidade das toxicidades induzidas pela radiacdo, reduzindo parametros
inflamatorios e acelerando a reepitelizacdo da lesdo (LEUNG; CHAN, 2016). Esses estudos se
alinham com os ensaios clinicos, que mostram uma reducdo significativa da incidéncia e
gravidade da radiodermatite no grupo que utilizou glutamina (LOPEZ-VAQUERO et al., 2017;
EDA et al., 2016). Evidéncias semelhantes foram observadas em estudo que avaliou um
suplemento contendo B-hidroxi-p-metilbutirato, arginina e glutamina, utilizado em pacientes
com cancer de cabeca e pescoco, que mostrou reducdo na incidéncia de radiodermatite grau 2
e diminuicdo no tempo de cicatrizacdo da radiodermatite grau 1 e 2 (IMAI et al., 2014). Em
contrapartida, em outro estudo ndo houve diferencas estatisticamente significantes entre o braco
que suplementou glutamina e o grupo controle (HUANG et al., 2019).

A metanalise desse estudo ndo mostrou diferenca estatisticamente significante na
ocorréncia de radiodermatite grau 2 ou superior entre 0s grupos que usaram glutamina e placebo
(RR 0,40; IC 95% 0,15 a 1,03; P = 0,06; 1> = 78%) (EDA et al., 2016; HUANG et al, 2019;
LOPEZ-VAQUERO et al., 2017). No entanto, esses estudos reforcam seu potencial efeito no
manejo clinico da radiodermatite, sua seguranca e boa tolerabilidade. Além disso, um estudo
demonstrou que o uso da HMB/Arg/Glutamina foi potencialmente eficaz na prevencédo de
radiodermatite em pacientes com cancer de cabeca e pescoc¢o, sendo bem tolerado, seguro e de
facil administracdo (IMAI et al., 2014).

A preparacdo enzimatica do Wobe-Mugos foi analisada como suplemento oral em
pacientes submetidos a radioterapia em trés estudos incluidos (DALE et al., 2001; GUJRAL et
al., 2001; MARTINS et al. 2002). Trata-se de uma combinacdo de enzimas proteoliticas
constituida por papaina, tripsina e quimotripsina, que auxiliam na degradagdo do metabolismo
toxico e inflamatério, desintegrando microtrombos e, consequentemente, melhorando a
microcirculagio (DORR et al., 2007). Um ensaio clinico aleatorizado mostrou que ndo houve
beneficio do uso de Wobe-Mugos oral para prevencdo de mucosite oral em pacientes com
cancer de cabeca e pescoco submetidos & radioterapia (DORR et al., 2007) e nem na reducéo
de nauseas, vomitos, fadiga, diarreia e rea¢Oes cutaneas (MARTIN et al., 2002). No entanto,
dois ensaios clinicos mostraram uma melhora estatisticamente significante a favor do grupo
tratado com enzimas em relacdo a gravidade da radiodermatite. Ambos os estudos nao
realizaram 0 cegamento dos participantes, o que pode ter influenciado os resultados
apresentados (DALE et al., 2001; GUJRAL et al., 2001).

A metanalise ndo demonstrou diferenca estatisticamente significante na ocorréncia de

radiodermatite grau 2 ou superior entre 0s grupos que usaram suplementacao enzimatica oral
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(Wobe-Mugos) e nenhum tratamento (RR 0,57; IC 95% 0,29 a 1,14; P =0,11; 1> = 72%) (DALE
et al., 2001; GUJRAL et al., 2001, MARTIN et al., 2002). Chan et al. (2014) analisou dois
desses resultados (DALE et al., 2001; GUJRAL et al., 2001) em uma metanalise de efeito fixo
incluindo 219 participantes e sugeriu que as chances de desenvolver radiodermatite eram 87%
menor para pessoas que receberam Wobe-Mugos E oral (enzimas proteoliticas contendo 100
mg de papaina, 40 mg de tripsina e 40 mg de quimotripsina) (trés comprimidos) do que nenhum
medicamento (OR 0,13, IC 95% 0,05 a 0,38, p <0,0005). Além disso, os estudos que avaliam
Wobe-Mugos, incluidos nesta revisdo, ndo foram capazes de relacionar diretamente quaisquer
eventos adversos relatados a suplementacéo oral (GUJRAL et al., 2001), especialmente quando
0s estudos avaliavam pacientes com cancer pélvico submetidos a radioterapia, que comumente
apresentam eventos adversos gastrointestinais (DALE et al., 2001; MARTIN et al., 2002),
limitando as informacdes sobre a seguranca e tolerancia do uso da enzima.

Outras substancias foram avaliadas pelos estudos incluidos nesta revisao.

A antocianina, avaliada em um estudo (BRACONE et al., 2021), € um polifenol, com
acao antioxidante que contribui para reducdo do estresse oxidativo e, consequentemente,
regulacdo da resposta inflamatdria da lesdo. Além disso, tem potencial para estimular proteinas
da matriz extracelular em fibroblastos da pele humana, como colageno e elastina
(NANASHIMA et al., 2018), alterar a liberacéo de citocinas inflamatorias e atenuar o excesso
de radicais de oxigénio gerados em decorréncia da exposi¢do a radiacdo ionizante (AMBER,;
SHIMAN; BADIAVAS, 2013). Uma revisdo sistematica mostrou que existem estudos que
utilizaram polifendis creme em pacientes submetidos a radioterapia para prevenir ou reduzir a
toxicidade da pele, no entanto, os resultados apresentados foram inconclusivos ou
contraditorios (YEE et al, 2018). No estudo incluido nesta revisao, ndo houve diferenca entre a
suplementacdo oral no grupo de antocianina e o grupo placebo, porém, a substancia foi bem
tolerada, sem relato de nenhum evento adverso (BRACONE et al., 2021).

A pentoxifilina, derivado de metilxantina, possui efeito vasodilatador periférico, com
potencial de aumentar o fornecimento de oxigénio nos tecidos. Em um estudo realizado in vivo
utilizando camundongos, a pentoxifilina preveniu a radiodermatite tardia (LEE et al., 2000).
Em outro estudo realizado em animais, a pentoxifilina contribuiu para reducéo da gravidade da
radiodermatite tardia (DION; HUSSEY; OSBORNE, 1989). Esses resultados estdo em
conformidade com estudo que demonstrou que as alteragdes cutaneas tardias foram mais graves
no grupo controle quando comparado ao grupo intervengdo. No entanto, ndo foi encontrado

efeitos positivos no controle da dor e na radiodermatite aguda. Ademais, dentre os eventos

56



adversos apresentados com o0 uso dessa substancia, encontram-se sintomas gastrointestinais e
tontura (AYGENC et al., 2004).

O zinco, analisado em um dos estudos incluidos (LIN et al., 2006), é conhecido como
um ingrediente importante no contexto da resposta metabolica na cicatrizacéo de feridas apos
uma lesdo, além de possuir efeito antioxidante, papel importante para melhoria da imunidade,
protegendo contra danos dos radicais livres durante a resposta inflamatdria, provendo o
crescimento celular e, consequentemente, diminuindo apoptose (ANANDHI; SHARIEF;
RAHIL, 2020). O beneficio da suplementacdo de zinco na mucosite oral foi ilustrado em
ensaios clinicos aleatorizados (SANGTHAWAN; PHUNGRASSAMI;
SINKITJARURNCHALI, 2013; RAMBOD; PASYAR; RAMZI, 2018). No estudo analisado
nesta revisao, a gravidade da inflamacdao e radiodermatite grau 2 foram mais intensas no grupo
placebo, quando comparado ao grupo intervencdo. Durante o uso dessa substancia, ndo foi
reportado nenhum evento adverso, como desconforto gastrointestinal, provavelmente devido a
dosagem de zinco administrada no estudo (LIN et al., 2006).

A semente inteira ou parte do farelo do adlay possui multiplas propriedades
farmacoldgicas, incluindo propriedades anti-inflamatorias, por meio de supressao da expressdo
de COX-2 (HUANG et al., 2015; CHEN et al., 2011) e antioxidantes, por meio da eliminacéo
de radicais de anion superoxido (CHUNG et al., 2010). Em particular, a parte do farelo de adlay
demonstrou ter maior atividade anti-inflamatdria e antioxidante (ZHAO et al., 2014). O estudo
analisado nesta revisdo mostrou que a ocorréncia de radiodermatite grau 2 ou superior foi
significativamente menor em pacientes que receberam tratamento com extrato de farelo de
adlay em comparacdo com placebo. No entanto, o estudo apresentou limitacbes como
proporcOes desiguais de aleatorizagcdo, visando aumentar as taxas de recrutamento dos
participantes e aspectos relacionados ao cegamento, 0 que pode ocasionar maior risco de Viés
ao estudo. Alguns participantes apresentaram inchaco abdominal e fezes aquosas leves com uso
da substancia (HUANG et al., 2015).

O sucralfato é um composto polissulfato, que apresenta atividades antioxidantes,
especialmente na eliminacdo de radicais livres e aumento dos niveis de glutationa. A eliminagéo
de radicais livres é de suma importancia na prevencdo da radiodermatite, por se tratar dos
principais efeitos deletérios da radioterapia, com destruicdo de células saudaveis
(FALKOWSKI et al., 2009). Dois estudos apresentaram efeitos positivos no uso do sucralfato
creme para prevencdo de radiodermatite (MAICHE; ISOKANGAS; GROHN, 1994; WELLS

et al., 2004). Porém, um estudo mostrou que a evolugdo temporal dos escores médios para
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radiodermatite, ndo apresentou diferencgas estatisticamente significantes entre os dois bragos de
tratamento em pacientes com cancer de cabeca e pescoco. Seu uso oral ndo apresentou nenhuma
evidéncia clinica indicando o uso do sucralfato para manejo da radiodermatite e culminou em
sintomas gastrointestinais no grupo que utilizou a substancia (LIEVENS et al., 1998).

No que concerne aos desfechos secundérios avaliados, a dor foi considerada
estatisticamente igual no grupo que recebeu pentoxifilina e no grupo placebo (P = 0.05)
(AYGENC et al., 2004). No grupo que utilizou a nano-curcumina, o relato de alivio de dor foi
significativamente reduzido na sétima semana de avaliagdo, quando comparado ao grupo
controle (P < 0.05) (TALAKESH et al.,2022). No entanto, nos estudos (RYAN et al., 2017
RYAN et al., 2013) ndo foram relatadas diferencas notaveis no alivio da dor sensorial, afetiva
ou percebida entre 0s pacientes nos grupos que utilizaram composto curcuminoide e placebo.
Lopez-Vaquero et al. (2017) ndo identificou diferencas estatisticamente significativas entre o
grupo da glutamina e placebo relacionados a dor (P = 0.574).

A andlise dos critérios de avaliacdo da radiodermatite variou entre os estudos. As
principais escalas utilizadas na literatura, como RTOG e CTCAE, sdo baseadas em
mensuragdes visuais dos sinais apresentados na pele (BONTEMPO et al., 2022; PARTL et al.,
2017). O avaliador analisa esses critérios de forma subjetiva, 0 que pode levar a um viés
significativo na avaliagio da radiodermatite (GONZALEZ-SANCHIS et al., 2014). Ambas as
escalas sdo semelhantes no que concerne aos critérios de avaliagcdo da radiodermatite aguda, o
que viabiliza a comparacdo entre elas nas analises dos estudos. No entanto, quatro dos estudos
analisados nessa revisao utilizaram escalas pouco difundidas na pratica clinica, dificultando a
avaliacdo, interpretacdo e comparacgéo dos resultados com os demais estudos (AYGENC et al.,
2004; LIEVENS et al., 1998; RYAN et al, 2013; RYAN et al., 2017).

Algumas limitacbes dessa revisdo sistematica devem ser consideradas. Sugerimos que
mais estudos clinicos com amostras maiores acerca da suplementacdo oral precisam ser
realizados para analisar os reais efeitos das substancias, bem como, determinar a dosagem e
duracdo adequada para prevencdo e tratamento da radiodermatite. Além disso, vale ressaltar
gue houve heterogeneidade entre os estudos, no que concerne aos tipos de cancer, as
intervengdes, concentracbes, periodo de administracdo, grupos comparadores e escalas
utilizadas para avaliacdo da radiodermatite. A grande variedade entre as intervengdes e

comparacg0es, impossibilitou a inclusdo de um maior nimero de estudos na metanalise.
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7. CONCLUSAO

Os resultados deste estudo sugerem que o0 uso de suplementacdo oral ndo pode ser
recomendado para prevencao e/ou tratamento da radiodermatite aguda em pacientes com cancer
submetidos a radioterapia devido a evidéncias fracas, insuficientes e/ou conflitantes.

Dentre as suplementacGes orais avaliadas, os compostos curcuminoides, glutamina e
Wobe-Mugos ndo mostraram diferencas estatisticamente significantes no manejo da
radiodermatite grave. Além disso, a certeza da evidéncia foi avaliada como moderada a baixa
para o desfecho de descamacdo Umida e radiodermatite grau 2 ou superior com 0 uso dessas
substancias. No entanto, apesar de ndo haver resultados significantes, a glutamina mostrou-se
uma substancia promissora pelo efeito radioprotetor, podendo ser bem tolerada pelos pacientes
em uso.

Esses resultados sugerem que mais ensaios clinicos aleatorizados com rigor
metodoldgico adequado e amostras maiores sao necessarios para avaliar a eficacia da glutamina
na prevencao e/ou tratamento da radiodermatite aguda. Além disso, destaca-se a importancia
de seguimentos mais longos, que permitam uma melhor avaliacdo da seguranca e tolerancia da

suplementacéo oral.
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APENDICE A. ESTRATEGIAS DE BUSCA. BRASILIA, DF, BRASIL, 2023

Estratégia de busca — CINHAL

Resultados

("oral supplementation” OR "drugs supplementation” OR "supplement"
OR "supplemental” OR "supplementation” OR "Dietary supplements”
OR "Dietary Supplement” OR "Dietary Supplementations™ OR "Food
Supplementations™ OR "Food Supplements” OR "Food Supplement”
OR "supplementary medicine” OR "supplemental nutrition” OR
"multivitamin" OR "vitamins" OR "vitamin a” OR "vitamin e" OR
"zinc" OR "glutamine” OR "antioxidants” OR "sucralfate” OR
"enzyme") AND ("radiodermatitis” OR "radiation dermatitis” OR
"radiation reaction” OR "acute radiation reactions” OR "radiation-
induced dermatitis” OR "skin reaction™ OR "skin reactions™ OR "skin
toxicity” OR "skin toxicities” OR "radiation toxicity" OR "tissue
complications™) AND ("radiotherapy” OR "radiation therapy" OR

"ionizing radiation™)

444

Estratégia de busca - COCHRANE

Resultados

("oral supplementation” OR "drugs supplementation” OR "supplement"
OR "supplemental” OR "supplementation" OR "Dietary supplements"
OR "Dietary Supplement" OR "Dietary Supplementations" OR "Food
Supplementations™ OR "Food Supplements” OR "Food Supplement”
OR "supplementary medicine” OR "supplemental nutrition” OR
"multivitamin” OR "vitamins" OR "vitamin a" OR "vitamin e¢" OR
"zinc" OR "glutamine” OR "antioxidants" OR "sucralfate” OR
"enzyme" AND ("radiodermatitis” OR “radiation dermatitis" OR
"radiation reaction” OR ™acute radiation reactions” OR "radiation-
induced dermatitis” OR "skin reaction™ OR "skin reactions™ OR "skin
toxicity" OR "skin toxicities” OR "radiation toxicity" OR "tissue
complications™) AND ("radiotherapy” OR "radiation therapy” OR

"ionizing radiation")

56

Estratégia de busca — EMBASE

Resultados

(‘oral supplementation':ti,ab,kw OR 'drugs supplementation’:ti,ab,kw

OR  ‘supplementtiabkw  OR  'supplementalti,abkw  OR

136

71



'supplementation':ti,ab,kw OR ‘'dietary supplements':ti,ab,kw OR
'dietary supplement’:ti,ab,kw OR ‘dietary supplementations':ti,ab,kw
OR 'food supplementations':ti,ab,kw OR ‘food supplements':ti,ab,kw
OR 'food supplement':ti,ab,kw OR ‘'supplementary medicine".ti,ab,kw
OR ‘'supplemental nutrition":ti,ab,kw OR 'multivitamin':ti,ab,kw OR
'vitamins':ti,ab,kw OR 'vitamin a':ti,ab,kw OR 'vitamin e":ti,ab,kw OR
'zinc"ti,ab,kw OR 'glutamine’:ti,ab,kw OR ‘antioxidants':ti,ab,kw OR
'sucralfate’:ti,ab,kw OR ‘enzyme":ti,ab,kw) AND
(‘radiodermatitis:ti,ab,kw OR ‘'radiation dermatitisti,ab,kw OR
‘radiation reaction':ti,ab,kw OR 'acute radiation reactions':ti,ab,kw OR
‘radiation-induced dermatitis':ti,ab,kw OR 'skin reaction':ti,ab,kw OR
'skin reactions':ti,ab,kw OR 'skin toxicity"ti,ab,kw OR 'skin
toxicities:ti,ab,kw OR ‘'radiation toxicity":ti,abkw OR ‘tissue
complications':ti,ab,kw) AND (‘radiotherapy"ti,ab,kw OR 'radiation
therapy':ti,ab,kw OR 'ionizing radiation":ti,ab,kw)

Estratégia de busca — LILACS Resultados
(“Radiodermatitis” OR “Radiodermatite””) AND 0
("suplementos nutricionais” OR "suplemento alimentar" OR
"suplementos alimentares” OR "suplementos dietéticos™ OR "dietary
supplements™)

Estratégia de busca - PUBMED Resultados
("oral supplementation"[All Fields] OR "drugs supplementation"[All 1426

Fields] OR "supplement"[All Fields] OR "supplemental"[All Fields]
OR "supplementation"[All Fields] OR "Dietary supplements”"[MeSH
Terms] OR "Dietary supplements"[All Fields] OR "Dietary
Supplement”[All Fields] OR "Dietary Supplementations"[All Fields]
OR "Food Supplementations"[All Fields] OR "Food Supplements"[All
Fields] OR "Food Supplement"[All Fields] OR "supplementary
medicine"[All Fields] OR "supplemental nutrition"[All Fields] OR
"multivitamin”[All Fields] OR "vitamins"[MeSH Terms] OR
"vitamins"[All Fields] OR "vitamin a"[MeSH Terms] OR "vitamin
a"[All Fields] OR "vitamin e"[MeSH Terms] OR "vitamin e"[All
Fields] OR "zinc"[MeSH Terms] OR "zinc"[All Fields] OR
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"glutamine”[MeSH Terms] OR "glutamine"[All Fields] OR
"antioxidants"[MeSH Terms] OR ™"antioxidants"[All Fields] OR
"sucralfate"[MeSH Terms] OR “sucralfate"[All Fields] OR
"enzyme"[All Fields]) AND (“radiodermatitis"[MeSH Terms] OR
"radiodermatitis"[All Fields] OR "radiation dermatitis”"[All Fields] OR
"radiation reaction"[All Fields] OR "acute radiation reactions"[All
Fields] OR ™radiation-induced dermatitis"[All Fields] OR ™skin
reaction"[All Fields] OR "skin reactions"[All Fields] OR ™skin
toxicity"[All Fields] OR "skin toxicities"[All Fields] OR "radiation
toxicity"[All Fields] OR "tissue complications"[All Fields] OR
“radiation injuries”[All Fields]) AND ("radiotherapy"[MeSH Terms]
OR "radiotherapy"[All Fields] OR "radiation therapy"[All Fields] OR
"ionizing radiation"[All Fields])

Estratégia de busca — SCOPUS

Resultados

( TITLE-ABS-KEY ( "oral supplementation” OR "drugs
supplementation” OR "supplement” OR "supplemental” OR
"supplementation” OR  "Dietary supplements” OR "Dietary
Supplement” OR  "Dietary Supplementations” OR  "Food
Supplementations™ OR "Food Supplements” OR "Food Supplement”
OR "supplementary medicine” OR "supplemental nutrition” OR
"multivitamin” OR "vitamins” OR "vitamina"” OR "vitamine" OR
"zinc" OR "glutamine” OR "antioxidants” OR "sucralfate” OR
"enzyme" ) AND TITLE-ABS-KEY ( "radiodermatitis" OR
"radiation dermatitis* OR "radiation reaction” OR "acute radiation
reactions™ OR "radiation-induced dermatitis" OR "skin reaction” OR
"skin reactions” OR "skin toxicity" OR "skin toxicities" OR
"radiation toxicity" OR "tissue complications”) AND TITLE-ABS-
KEY ("radiotherapy” OR "radiation therapy" OR "ionizing radiation"

))

521

Estratégia de busca— WEB OF SCIENCE

Resultados

((ALL=("oral supplementation” OR "drugs supplementation” OR
"supplement" OR "supplemental” OR "supplementation" OR "Dietary
supplements” OR  "Dietary = Supplement® OR  "Dietary

102
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Supplementations” OR "Food Supplementations” OR "Food
Supplements" OR "Food Supplement” OR "supplementary medicine"
OR "supplemental nutrition" OR "multivitamin” OR "vitamins" OR
"vitamin a" OR "vitamin e" OR "zinc" OR "glutamine” OR
"antioxidants”  OR  "sucralfate” OR  "enzyme")) AND
ALL=("radiodermatitis" OR "radiation dermatitis" OR "radiation
reaction” OR "acute radiation reactions” OR *“radiation-induced
dermatitis” OR "skin reaction” OR "skin reactions™ OR "skin toxicity"
OR "skin toxicities” OR ‘"radiation toxicity" OR "tissue
complications”)) AND ALL=("radiotherapy" OR "radiation therapy"

OR "ionizing radiation™)

Estratégia de busca — GOOGLE SCHOLAR Resultados
radiotherapy radiodermatitis “radiation dermatitis” "oral 73
supplementation™ OR supplement "radiation therapy"

Estratégia de busca — PROQUEST Resultados
noft("oral supplementation” OR "drugs supplementation” OR 278

"supplement” OR "supplemental” OR "supplementation"” OR "Dietary
supplements” OR  "Dietary  Supplement® OR  "Dietary
Supplementations” OR "Food Supplementations” OR "Food
Supplements™ OR "Food Supplement” OR "supplementary medicine”
OR "supplemental nutrition" OR "multivitamin” OR "vitamins" OR
"vitamin a" OR "vitamin e" OR "zinc" OR "glutamine" OR
"antioxidants” OR  "sucralfate” OR  "enzyme" ) AND
noft("radiodermatitis* OR “radiation dermatitis” OR "radiation
reaction” OR "acute radiation reactions” OR *“radiation-induced
dermatitis” OR "skin reaction” OR "skin reactions™ OR "skin toxicity"
OR "skin toxicities" OR "radiation toxicity" OR "tissue complications")
AND noft("radiotherapy” OR “radiation therapy” OR "ionizing
radiation™)

Fonte: elaborado pela autora.
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APENDICE B. ARTIGOS EXCLUIDOS APOS LEITURA NA INTEGRA COM
RESPECTIVAS JUSTIFICATIVAS (N=19). BRASILIA, DF, BRASIL, 2023.

Autor, ano, referéncia

Raz0es para excluséo

Agafonova et al., 1983 (10)
Boccardi et al., 2019 (6)
Bonucci et al., 2017 (6)
Chenetal., 2018 (6)
Di Franco et al., 2012 (6)
Dirier et al, 2007 (5)
Guijral et al., 1999 (6)
Gul et al., 2020 (6)
Kaul et al., 1999 9
Kumarchandra et al., 2010 (6)
Magnusson et al., 2009 4
Nesterin et al., 1961 (10)
Perumal et al., 2016 (6)
Reddy et al., 2021 (6)
Reiter et al., 2011 (6)
Reshma et al., 2012 (6)
Roszkowshi et al., 2012 4
Shoma et al., 2010 4)
Zhao et al., 2022 3)

(1) Estudos sem pacientes com cancer (n=0);
(2) Estudos com pacientes menores de 18 anos (n=0);

(3) Estudos avaliando outras intervenc8es para controlar a radiodermatite (n=1);

(4) Estudos que ndo avaliaram radiodermatite (n=3)
(5) Estudos in vitro ou in vivo em animais (n=1);

(6) Revisdes, ensaios clinicos ndo aleatorizados, estudos observacionais, cartas, livros, resumos de conferéncias,
relatos de casos, séries de casos, artigos de opinido, pdsteres e diretrizes (n=11);
(7) Estudos com dados insuficientes para coleta de resultados (n=0);

(8) Estudos com dados duplicados de outro estudo incluido (n=0);

(9) Texto completo nao disponivel, mesmo apds tentativa de contato com o0s autores correspondentes (trés

tentativas em 3 semanas) (n=1);

(10) Restrictes de idioma (estudos sem uso do alfabeto alfa-romano) (n=2).

Fonte: Autoria prépria
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APENDICE C - CARACTERIZACAO E RISCO DE VIES DO ESTUDO

Dominio 1

Estudo: Aygenc et al. 2002

Viés decorrente do processo de

Julgamento Suporte para julgamento
randomizacéo
1.1 Was the allocation sequence NI “Patients were randomly as designed to the Ptx
random? group (40 patients) and the control group (38
- patients).”

1.2 Was the allocation sequence NI N&o descreveu como foi realizado o processo de

concealed until participants were randomizacdo e cegamento.

enrolled and assigned to
interventions?
1.3 Did baseline differences NI

between intervention groups
suggest a problem with the
randomization process?

Né&o existe tabela de caracterizacdo da amostra
nos resultados e nem descricdo detalhada de
dados numericos.

RISCO DE VIES: ALGUMAS PREOCUPACOES

Dominio 2

Viés devido a desvios das
intervencdes pretendidas
2.1 Were participants aware of

Julgamento

Suporte para julgamento

their assigned intervention

NI
during the trial?

N&o possui informacao suficiente

2.2 Were carers and people
delivering the interventions
aware of participants' assigned

intervention during the trial?

NI

Né&o possui informacao suficiente

2.3 1f Y/PY/NIto2.1or2.2:
Were there deviations from the
intended intervention that arose
because of the trial context?

PY

"Of the 40 patients, 33 patients tolerated the
drug at full dose and 3 patients tolerated the
drug only at a reduced dose of 400 mg twice
daily. Four patients were not able to tolerate this

drug due to development gastrointestinal
symptoms and dizzi ness and were excluded from
the study. Seven patients have died (3 of the Ptx
group, 4 of the control group) because of local
recurrence or metastasis during the follow-up

period".

Provavelmente sim. Houve necessidade de
reducdo de doses devido a tolerancia a

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

medicacéo.

"The dose was reduced to 400 mg twice daily in

patients experiencing side effects while taking
the drug at full dose"

“3 patients tolerated the drug only at a reduced

dose of 400 mg twice daily."
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2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

Houve equilibrio entre os grupos. Grupo PTX
(40) e grupo Placebo (38).

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

"Four patients were not able to tolerate this

drug due to development gastrointestinal
symptoms and dizzi ness and were excluded from
the study"

2.7 1T N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NI

N&o possui informagao suficiente.

RISCO DE VIES: ALTO

depended on its true value?

Dominio 3
Viés devido a dados de resultado | Julgamento Justificativa
ausentes
“Of the 40 patients, 33 patients tolerated the
drug".
3.1 Were data for this outcome "I;our patients were not able to to_leratg this
available for all, or nearly all, N rug dl,J,e ,t,o developr_nent gastro!ntestmal
participants randomized? symptoms". "Seven patients have died (3 of the
Ptx group, 4 of the control group) because of
local recurrence or metastasis during the follow-
up period."
3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not N Né&o h& evidéncias
biased by missing outcome data?
3.3 If N/PN to 3.2: Could
missingness in the outcome Y -
depend on its true value?
3.4 If YIPY/INI to 3.3: Is it likely
that missingness in the outcome Y -

RISCO DE VIES: ALTO

Dominio 4
Viés na medicédo do resultado

Julgamento

Justificativa

4.1 Was the method of
measuring the outcome
inappropriate?

PY

Utilizou Baker-Leigh para avaliagéo RD. Escala
pouca utilizada e de dificil classificagdo quanto
ao grau de RD.

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Né&o diferiu entre 0s grupos.

4.3 If N/PN/NI to 4.1 and 4.2:

Were outcome assessors aware

of the intervention received by
study participants?

NA
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4.4 1f Y/PY/NI to 4.3: Could
assessment of the outcome have
been influenced by knowledge
of intervention received?

NA

45 If Y/PY/NI to 4.4: Is it likely
that assessment of the outcome
was influenced by knowledge of
intervention received?

NA

RISCO DE VIES: ALTO

Dominio 5
Viés na selecdo do resultado Julgamento Justificativa
relatado
5.1 Were the data that produced
this result analysed in
accordance with a pre-specified Py Considerando a metodologia descrita, 0s
analysis plan that was finalized resultados estdo coerentes.
before unblinded outcome data
were available for analysis?
5.2 ... multiple eligible outcome
measurements (e.g. scales, N Utilizou a escala Baker-Leigh para avaliacéo
definitions, time points) within radiodermatite.
the outcome domain?
5.3 ... multiple eligible analyses N
of the data?
RISCO DE VIES: ALTO
Viés geral Risco de viés ALTO
Estudo: Bairati et al. 2005
Dominio 1
. Julgamento -
Viés decorrente do processo de d Suporte para julgamento
N o0 autor
randomizacéo
1.1 Was the allocation sequence Y "A computer-generated randomization list was
random? prepared in advance for each collaborating
_ center using an allocation ratio of 1:1 and
1.2 Was the allocation sequence Y random blocks. Throughout the trial, the
concealed until participants were patients, the study nurses, the treating
enrolled and assigned to physicians, the study per sonnel, and the
Interventions? investigators were kept blind to the patients’
intervention group assignment."
1.3 Did baseline differences N Sem desequilibrio aparente.

between intervention groups
suggest a problem with the
randomization process?

RISCO DE VIES: BAIXO
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Dominio 2
Viés devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

"Throughout the trial, the patients, the study
nurses, the treating physicians, the study
personnel, and the investigators were kept blind
to the patients’ intervention group assignment."

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

"Throughout the trial, the patients, the study
nurses, the treating physicians, the study
personnel, and the investigators were kept blind
to the patients’ intervention group assignment."

2.3 1fY/PYINIto2.1o0r2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

NA

2.4 I1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Y

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA

3.4 1fY/PY/NIto 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

Dominio 4
Viés na medicdo do resultado

Julgamento

Justificativa

81




4.1 Was the method of
measuring the outcome
inappropriate?

Utilizou escala RTOG.

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Né&o diferiu entre 0s grupos.

4.3 If N/PN/NI to 4.1 and 4.2:
Were outcome assessors aware
of the intervention received by
study participants?

personnel, and the investigators were kept blind

"Throughout the trial, the patients, the study
nurses, the treating physicians, the study

to the patients”

4.4 1f Y/PY/INI to 4.3: Could
assessment of the outcome have
been influenced by knowledge
of intervention received?

NA

45 1f Y/PY/NI to 4.4: Is it likely
that assessment of the outcome
was influenced by knowledge of
intervention received?

NA

RISCO DE VIES: BAIXO

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa

5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data

were available for analysis?

Considerando a metodologia descrita, 0s
resultados estdo coerentes.

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within
the outcome domain?

Utilizou RTOG para avaliacao da
radiodermatite.

5.3 ... multiple eligible analyses
of the data?

N

RISCO DE VIES: BAIXO

Viés geral Risco de viés BAIXO
Estudo: Bracone et al. 2021
DERiE 2 Julgamento
Viés decorrente do processo de Suporte para julgamento
o do autor
randomizacao
1.1 Was the allocation sequence "The patients were randomized to receive the
random? Y anthocyanin-rich treatment or the placebo.
! Separated randomizations were performed for
1.2 Was the allocation sequence the two RT groups (3 and 5 weeks), with
Y randomly selected blocks of 8 or 10 patients with

concealed until participants were
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enrolled and assigned to
interventions?

permutation. Randomization sequences,
provided by the statisticians, were implemented
by the recruitment staff, who assigned
participants to interventions".

"Patients, doctors, RT technicians, investigators
and statisticians who participated or evaluated
the study outcomes were blinded to the nature of
the supplements”

1.3 Did baseline differences

between intervention groups

suggest a problem with the
randomization process?

Sem desequilibrio aparente.

RISCO DE VIES: BAIXO

Dominio 2
Viés devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

“Patients, doctors, RT technicians, investigators
and statisticians who participated or evaluated
the study outcomes were blinded to the nature of
the supplements”

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

“Patients, doctors, RT technicians, investigators
and statisticians who participated or evaluated
the study outcomes were blinded to the nature of
the supplements”

2.3 1f Y/PY/NIto2.1or2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

NA

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

83




3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA

3.4 1f Y/PY/NI to 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

Dominio 4
Viés na medicéo do resultado

Julgamento

Justificativa

4.1 Was the method of
measuring the outcome
inappropriate?

Utilizou escala RTOG.

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Né&o diferiu entre 0s grupos.

4.3 1f N/PN/NI to 4.1 and 4.2:

Were outcome assessors aware

of the intervention received by
study participants?

"Patients, doctors, RT technicians, investigators
and statisticians who participated or evaluated
the study outcomes were blinded to the nature of
the supplements”

4.4 1f Y/PY/NI to 4.3: Could

assessment of the outcome have

been influenced by knowledge
of intervention received?

NA

451f Y/PY/NI to 4.4: Is it likely
that assessment of the outcome

was influenced by knowledge of
intervention received?

NA

RISCO DE VIES: BAIXO

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa

5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data
were available for analysis?

Considerando a metodologia descrita, 0s
resultados estdo coerentes.

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within
the outcome domain?

RTOG.
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5.3 ... multiple eligible analyses

of the data? N )
RISCO DE VIES: BAIXO
Vies geral Risco de viés BAIXO
Estudo: Dale et al. 2001
Do L Julgamento
Viés decorrente do processo de g Suporte para julgamento
o do autor
randomizacéo
1.1 Was the allocation sequence NI "This study was designed as a prospective, open,
random? randomised, phase I11"
1.2 Was the allocation sequence N Estudo aberto.
concealed until participants were N&o informou como foi realizado randomizag&o.
enrolled and assigned to
interventions?
1.3 Did baseline differences N N&o hé desequilibrio aparente.

between intervention groups
suggest a problem with the
randomization process?

RISCO DE VIES: ALTO

Dominio 2
Vies devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

Y

"This study was open"

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

"This study was open”

2.31f Y/PYINIto2.1o0r2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

Nao houve desvio.

2.4 If Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?
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2.7 1T N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Y

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA

3.4 1f Y/PY/NI to 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

Dominio 4
Viés na medicao do resultado

Julgamento

Justificativa

4.1 Was the method of
measuring the outcome
inappropriate?

RTOG

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Sim. Nao houve tratamento no grupo
comparador.

4.3 1f N/PN/NI to 4.1 and 4.2:

Were outcome assessors aware

of the intervention received by
study participants?

NA

4.4 1f YIPY/NI to 4.3: Could
assessment of the outcome have
been influenced by knowledge
of intervention received?

NA

45 If Y/PY/NI to 4.4: Is it likely
that assessment of the outcome
was influenced by knowledge of
intervention received?

NA

RISCO DE VIES: BAIXO

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa
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5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data
were available for analysis?

"This study was open”

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within
the outcome domain?

RTOG

5.3 ... multiple eligible analyses
of the data?

N

RISCO DE VIES: ALGUMAS PREOCUPACOES

Viés geral Risco de viés ALTO
Estudo: Eda et al. 2016
DU & Julgamento
Viés decorrente do processo de Suporte para julgamento
o do autor
randomizacéo
1.1 Was the allocation sequence NI "The patients were randomized into two groups.
random? The patient allocation was double blind
manner."
N&o foi descrito como ocorreu a randomizagéo.
1.2 Was the allocation sequence NI Né&o descrito.
concealed until participants were
enrolled and assigned to
interventions?
1.3 Did baseline differences N Sem desequilibrio aparente.

between intervention groups
suggest a problem with the
randomization process?

"There was no statistically significant difference
between the two
groups in terms of patient characteristics (p >

0.05)."
RISCO DE VIES: ALGUMAS PREOCUPACOES
Dominio 2
Viés devido a desvios das Julgamento Justificativa
intervencdes pretendidas
- "The patients were randomized into two groups.
2.1 Were participants aware of The patient allocation was double blind
their assigned intervention NI "
) . manner.
during the trial? X g . «
N&o foi descrito como ocorreu a ocultacdo
2.2 Were carers and people
delivering the interventions NI N0 descrito.

aware of participants' assigned
intervention during the trial?
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2.31f Y/PY/NIto2.1or2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

Nao houve desvio.

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

“In glutamine treatment group, 2 patients were
excluded since they did not comply with the
treatment protocol ”.

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Y

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA

3.4 1f Y/PY/NI to 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

Dominio 4
Viés na medicdo do resultado

Julgamento

Justificativa

4.1 Was the method of
measuring the outcome
inappropriate?

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Né&o diferiu entre 0s grupos.

4.3 If N/PN/NI to 4.1 and 4.2:

Were outcome assessors aware

of the intervention received by
study participants?

NI

Né&o foi descrito como ocorreu a ocultacao.
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4.4 1f Y/PY/INI to 4.3: Could
assessment of the outcome have

been influenced by knowledge NI Né&o foi descrito como ocorreu a ocultacéo.
of intervention received?
45 If Y/PY/NI to 4.4: Is it likely
that assessment of the outcome X e . «
NI Né&o foi descrito como ocorreu a ocultacao.

was influenced by knowledge of
intervention received?

RISCO DE VIES: ALTO

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa

5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data
were available for analysis?

NI

O estudo ndo informa.

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within
the outcome domain?

5.3 ... multiple eligible analyses
of the data?

N

RISCO DE VIES: ALGUMAS PREOCUPACOES

Viés geral Risco de viés ALTO
Estudo: Gujral et al. 2001
Dominio 1
. Julgamento -
Viés decorrente do processo de d Suporte para julgamento
N 0 autor
randomizacéo
1.1Was the allocation sequence Y "Patient randomization was carried out by the
random? "sealed envelope" method. At each centre, 50
patients were to be randomized, assigning 25
patients to each arm. The patients were enrolled
in chronological order. They were assigned
consecutive patient numbers, and received either
radiation therapy, or radiation therapy together
with enzyme therapy".
"Randomized open trial"”
1.2 Was the allocation sequence N "Randomized open trial"
concealed until participants were
enrolled and assigned to
interventions?
1.3 Did baseline differences N Sem desequilibrio aparente.

between intervention groups

89




suggest a problem with the
randomization process?

RISCO DE VIES: ALTO

Dominio 2
Viés devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

Y

"Randomized open trial"

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

"Randomized open trial

2.31f Y/PY/NIto2.1or2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

Nao houve desvio.

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

"Two patients, one from each arm, did not
complete the study for personal (non-medical)
reasons."

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Y

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA
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3.4 If YIPY/INI to 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

Dominio 4
Viés na medicdo do resultado

Julgamento

Justificativa

4.1 Was the method of
measuring the outcome
inappropriate?

RTOG

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

N&o houve tratamento no grupo comparador.

4.3 If N/PN/NI to 4.1 and 4.2:

Were outcome assessors aware

of the intervention received by
study participants?

NA

4.4 1f Y/PY/NI to 4.3: Could
assessment of the outcome have
been influenced by knowledge
of intervention received?

NA

451f Y/PY/NI to 4.4: Is it likely

that assessment of the outcome

was influenced by knowledge of
intervention received?

NA

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa

5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data
were available for analysis?

PY

Considerando a metodologia descrita, 0s
resultados estdo coerentes.

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within
the outcome domain?

5.3 ... multiple eligible analyses
of the data?

N

RISCO DE V

IES: BAIXO

Viés geral

Risco de viés

ALTO

Estudo: Huang et al. 2015

Dominio 1

Julgamento

do autor

Suporte para julgamento
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Viés decorrente do processo de
randomizacao

1.1 Was the allocation sequence
random?

"Patient Randomization and Treatment
Schedule. Patients were randomly allocated to
one of two groups (adlay bran extract or olive

oil) in a double-blind fashion in a 2:1 ratio using
a computer-generated randomization list."”
" We had elected to use unequal randomization
ratios in this study in order to increase patient
acceptability of the trial and therefore improve
recruitment rates and because increased number
of patients being allocated to the adlay group
will allow us to better monitor any possible side
effects which may arise from this new treatment”

1.2 Was the allocation sequence
concealed until participants were
enrolled and assigned to
interventions?

“Double-blind”’

1.3 Did baseline differences

between intervention groups

suggest a problem with the
randomization process?

73 no grupo intervencao e 37 no grupo placebo.

RISCO D

E VIES: ALGUMAS PREOCUPACOES

Dominio 2
Vies devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

“Double-blind”

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

“Double-blind”’

2.3 1f Y/PY/NIto2.1or2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

NA

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of

assignment to intervention?
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2.7 1T N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

Y

73 no grupo intervengdo e 37 no grupo placebo.

RISCO DE VIES: ALTO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Y

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA

3.4 1f Y/PY/NI to 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

Dominio 4
Viés na medicao do resultado

Julgamento

Justificativa

4.1 Was the method of
measuring the outcome
inappropriate?

RTOG

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Grupo comparador com nimero menor
(significativo)

4.3 1f N/PN/NI to 4.1 and 4.2:

Were outcome assessors aware

of the intervention received by
study participants?

NI

4.4 1f YIPY/NI to 4.3: Could
assessment of the outcome have
been influenced by knowledge
of intervention received?

NA

45 If Y/PY/NI to 4.4: Is it likely
that assessment of the outcome
was influenced by knowledge of
intervention received?

NA

RISCO DE VIES: ALTO

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa
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5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data
were available for analysis?

NI

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within
the outcome domain?

5.3 ... multiple eligible analyses
of the data?

N

RISCO DE VIES: ALTO

Viés geral Risco de viés ALTO
Estudo: Huang et al. 2019
Dominio 1
- Julgamento -
Viés decorrente do processo de Suporte para julgamento
o do autor
randomizacéo
1.1 Was the allocation sequence Y "Double-blind. Patient information was
random? anonymized and deidentified before analysis, so
that all data were analyzed anonymously and
prospectively "
1.2 Was the allocation sequence N "Double-blind.”
concealed until participants were
enrolled and assigned to
interventions?
1.3 Did baseline differences N Sem desequilibrio aparente.

between intervention groups
suggest a problem with the
randomization process?

RISCO DE VIES: BAIXO

Dominio 2
Viés devido a desvios das Julgamento Justificativa
intervencdes pretendidas
- "Double-blind. Patient information was
2.1 Were participants aware of . . - .
. . X . anonymized and deidentified before analysis, so
their assigned intervention N
; : that all data were analyzed anonymously and
during the trial? ) "
prospectively
2.2 Were carers and people
delivering the_ |nterYent|_ons N “Double-blind ”
aware of participants' assigned
intervention during the trial?
2.3 1f Y/PY/NIto 2.1 or 2.2: NA i

Were there deviations from the
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intended intervention that arose
because of the trial context?

2.4 1f Y/PY to 2.3: Were these
deviations likely to have NA -
affected the outcome?

25. If Y/PY/NI to 2.4: Were
these deviations from intended

intervention balanced between NA i
groups?
2.6 Was an appropriate analysis
used to estimate the effect of Y -

assignment to intervention?

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact

(on the result) of the failure to NA -
analyse participants in the group
to which they were randomized?

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado | Julgamento Justificativa
ausentes
3.1 Were data for this outcome
available for all, or nearly all, Y Os dados encontram-se disponiveis.

participants randomized?

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not NA -
biased by missing outcome data?

3.3 If N/PN to 3.2: Could
missingness in the outcome NA -
depend on its true value?

3.4 If YIPY/INI to 3.3: Is it likely
that missingness in the outcome NA -
depended on its true value?

RISCO DE VIES: BAIXO

Dominio 4

Vieés na medicéo do resultado UGS LRI

4.1 Was the method of
measuring the outcome N CTCAE
inappropriate?

4.2 Could measurement or
ascertainment of the outcome

have differed between N Né&o diferiu entre 0s grupos.
intervention groups?
4.3 If N/PN/NI to 4.1 and 4.2: "Double-blind. Patient information was
Were outcome assessors aware anonymized and deidentified before analysis, so
. : ) N
of the intervention received by that all data were analyzed anonymously and
study participants? prospectively "
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4.4 1f Y/PY/NI to 4.3: Could
assessment of the outcome have

been influenced by knowledge NA i
of intervention received?
45 If YIPY/INI to 4.4: Is it likely
that assessment of the outcome NA i
was influenced by knowledge of
intervention received?
RISCO DE VIES: BAIXO
Dominio 5
Viés na selecdo do resultado Julgamento Justificativa
relatado
5.1 Were the data that produced
this result analysed in
accordance with a pre-specified vy Considerando a metodologia descrita, 0s
analysis plan that was finalized resultados estdo coerentes.
before unblinded outcome data
were available for analysis?
5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within N CTCAE
the outcome domain?
5.3 ... multiple eligible analyses N )
of the data?
RISCO DE VIES: BAIXO
Viés geral Risco de viés BAIXO
Estudo: Huang et al., 2020
DOMIIE L Julgamento
Viés decorrente do processo de d Suporte para julgamento
N 0 autor
randomizacéo
1.1 Was the allocation sequence Y "Patients were randomized into intervention or
random? controlled arm (1:1) through a computer-
generated random list consisting of randomly
permuted blocks of four patient numbers. The
enrollment was done by the investigator and
assigned to either of treatment arms according
to the randomization number"
"Randomized, open-label, controlled trial™
1.2 Was the allocation sequence N "Randomized, open-label ”
concealed until participants were
enrolled and assigned to
interventions?
1.3 Did baseline differences N Sem desequilibrio aparente.

between intervention groups
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suggest a problem with the
randomization process?

RISCO DE VIES: ALTO

Dominio 2
Viés devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

Open-label
"Since the intervention was nutrition products,
patients were aware of the arm they were
assigned to".

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

"Since the intervention was nutrition products,
patients were aware of the arm they were
assigned to".

2.3 1f Y/PY/NIto 2.1 or2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

"Quatro pacientes do grupo controle RT
atrasada por > 5 d, incluindo um paciente com
desnutricéo grave e fadiga, um paciente com
anemia grave e dois pacientes com
posicionamento inadequado durante o RT
devido a perda de peso."

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Y

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA
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3.4 If YIPY/INI to 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

Dominio 4
Viés na medicdo do resultado

Julgamento

Justificativa

4.1 Was the method of
measuring the outcome
inappropriate?

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Né&o diferiu entre 0s grupos.

4.3 1f N/PN/NI to 4.1 and 4.2:

Were outcome assessors aware

of the intervention received by
study participants?

NI

"The outcomes were assessed by a trained nurse,

and the result was kept concealed until the end

of the trial. An independent statistician did the

statistical analysis and conveyed the results to
investigators."

4.4 1f Y/PY/INI to 4.3: Could

assessment of the outcome have

been influenced by knowledge
of intervention received?

45 1f Y/PY/NI to 4.4: Is it likely
that assessment of the outcome
was influenced by knowledge of

intervention received?

NA

RISCO DE V

IES: BAIXO

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa

5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data
were available for analysis?

PY

Considerando a metodologia descrita, 0s
resultados estdo coerentes.

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within
the outcome domain?

RTOG

5.3 ... multiple eligible analyses
of the data?

N

RISCO DE V

IES: BAIXO

Viés geral

Risco de viés

ALTO

Estudo: Imai et al., 2014
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Dominio 1
Viés decorrente do processo de
randomizacéo

Julgamento

do autor

Suporte para julgamento

1.1 Was the allocation sequence
random?

NI

"This prospective randomized, open-label,
parallel design. Prior to initiation of CCRT, 40
patients were randomly assigned to the
following groups: the HMB/Arg/GIn treatment
group, Group A; or the control group, Group B
(no nutritional supplement).”

Né&o descreve como foi feito a randomizacgéo

1.2 Was the allocation sequence

concealed until participants were

enrolled and assigned to
interventions?

“Open-label ”

1.3 Did baseline differences

between intervention groups

suggest a problem with the
randomization process?

Sem desequilibrio aparente.

RISCO DE VIES: ALTO

Dominio 2
Viés devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

Y

“Open-label”

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

“Open-label”

2.31f Y/PYINIto2.1o0r2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

"One patient dropped out after registration
because of a refusal to ingest HMB/Arg/GIn."

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

Apenas 01 paciente desistiu pela ciéncia da
medicacao.

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

2.7 1T N/PN/NI to 2.6: Was there
potential for a substantial impact

(on the result) of the failure to

NA
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analyse participants in the group
to which they were randomized?

RISCO DE VIES: ALGUMAS PREOCUPACOES

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Y

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA

3.4 If YIPY/INI to 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

Dominio 4
Viés na medicdo do resultado

Julgamento

Justificativa

4.1 Was the method of
measuring the outcome
inappropriate?

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Grupo comparador ndo recebeu tratamento.

4.3 If N/PN/NI to 4.1 and 4.2:

Were outcome assessors aware

of the intervention received by
study participants?

NA

4.4 1f Y/PY/NI to 4.3: Could
assessment of the outcome have
been influenced by knowledge
of intervention received?

NA

45 1f Y/PY/NI to 4.4: Is it likely
that assessment of the outcome
was influenced by knowledge of
intervention received?

NA

RISCO DE VIES: ALTO

accordance with a pre-specified

analysis plan that was finalized

Dominio 5
Viés na selecdo do resultado Julgamento Justificativa
relatado
5.1 Were the data that produced
this result analysed in Py Considerando a metodologia descrita, 0s

resultados provavelmente estdo coerentes.
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before unblinded outcome data
were available for analysis?

5.2 ... multiple eligible outcome
measurements (e.g. scales,

definitions, time points) within N i
the outcome domain?
5.3 ... multiple eligible analyses N )
of the data?
RISCO DE VIES: BAIXO
Viés geral Risco de viés ALTO
Estudo: Lievens et al., 1998
Do Julgamento
Viés decorrente do processo de g Suporte para julgamento
o do autor
randomizacao
1.1 Was the allocation sequence NI "One hundred two consecutive patients with an
random? ECOG performance status of 0-2 were
randomized. They were stratified on the basis of
diagnosis. "
N&o informou como foi realizado randomizacéo.
1.2 Was the allocation sequence NI Né&o descreve como foi realizado o cegamento.
concealed until participants were
enrolled and assigned to
interventions?
1.3 Did baseline differences N Sem desequilibrio evidente.

between intervention groups
suggest a problem with the
randomization process?

RISCO DE VIES: ALGUMAS PREOCUPAGCOES

Dominio 2
Vies devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

NI

Nao descreve como foi realizado o cegamento.

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

NI

Né&o descreve como foi realizado o cegamento.

2.3 If Y/PY/NIto 2.1 or 2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

"In our study, 102 patients were randomized but
due to bad compliance only 83 patients could be
evaluated"

Sugere um Viés no cegamento.
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2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

“Of these 83 patients, 38 were in the sucralfate
group (76% of the 50 at randomization) and 45
were in the placebo group (86% of the 52 at
randomization).”

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

2.7 1T N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: ALGUMAS PREOCUPACOES

Dominio 3
Viés devido a dados de resultado | Julgamento Justificativa
ausentes
3.1 Were data for this outcome "In our study, 102 patients were randomized but
available for all, or nearly all, N due to bad compliance only 83 patients could be
participants randomized? evaluated"
"Of these 83 patients, 38 were in the sucralfate
group (76% of the 50 at
3.2 If N/PN/NI to 3.1: Is there randomization) and 45 were in the placebo
evidence that the result was not N group (86% of the 52 at randomization). This
biased by missing outcome data? difference is not statistically significant (P =
0.24), but the trend is towards worse
com/pliance in the sucralfate subgroup"
3.3 If N/PN to 3.2: Could
missingness in the outcome Y -
depend on its true value?
3.4 1f Y/PY/NI to 3.3: Is it likely
that missingness in the outcome Y -

depended on its true value?

RISCO DE VIES: ALTO

Dominio 4
Viés na medicédo do resultado

Julgamento

Justificativa

4.1 Was the method of
measuring the outcome
inappropriate?

Y

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Né&o diferiu entre 0s grupos.

4.3 If N/PN/NI to 4.1 and 4.2:
Were outcome assessors aware
of the intervention received by

study participants?

NA
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4.4 1f Y/PY/NI to 4.3: Could
assessment of the outcome have
been influenced by knowledge
of intervention received?

NA

45 If Y/PY/NI to 4.4: Is it likely
that assessment of the outcome
was influenced by knowledge of
intervention received?

NA

RISCO DE VIES: ALTO

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa

5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data
were available for analysis?

NI

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within
the outcome domain?

5.3 ... multiple eligible analyses
of the data?

N

RISCO DE VIES: ALGUMAS PREOCUPACOES

Viés geral Risco de viés ALTO
Estudo: Lin et al., 2006
Dominio 1
. Julgamento -
Viés decorrente do processo de d Suporte para julgamento
N 0 autor
randomizacéo
1.1 Was the allocation sequence Y "Double-blind, randomized, placebo-controlled
random? study. Blocked randomization was used for all
subjects to achieve balanced assignment. To
generate random numbers and to assign distinct
random permuted blocks to subjects”.
1.2 Was the allocation sequence Y "The drug contents were not revealed, even to
concealed until participants were the principal investigator, until the end of the
enrolled and assigned to experiment.”
interventions?
1.3 Did baseline differences N Sem desequilibrio aparente.

between intervention groups
suggest a problem with the
randomization process?

RISCO DE VIES: BAIXO
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Dominio 2
Viés devido a desvios das
intervencdes pretendidas

Julgamento Justificativa

"The drug contents were not revealed, even to
the principal investigator, until the end of the
experiment.”

2.1 Were participants aware of
their assigned intervention N
during the trial?

2.2 Were carers and people

e : ; "The drug contents were not revealed, even to
delivering the interventions N

the principal investigator, until the end of the

aware of participants' assigned
intervention during the trial?

experiment."

2.31f Y/PY/NIto2.1or2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

NA

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

NI

Né&o fornece informacdes suficientes para ITT.

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NI

RISCO DE VIES: ALTO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Y

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA

3.4 1f Y/PY/NI to 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

Dominio 4
Viés na medicdo do resultado

Julgamento

Justificativa
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4.1 Was the method of
measuring the outcome
inappropriate?

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Né&o diferiu entre 0s grupos.

4.3 If N/PN/NI to 4.1 and 4.2:
Were outcome assessors aware
of the intervention received by
study participants?

"The drug contents were not revealed, even to
the principal investigator, until the end of the
experiment.”

4.4 1f Y/PY/INI to 4.3: Could
assessment of the outcome have
been influenced by knowledge
of intervention received?

NA

45 1f Y/PY/NI to 4.4: Is it likely
that assessment of the outcome
was influenced by knowledge of
intervention received?

NA

RISCO DE V

IES: BAIXO

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa

5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data

were available for analysis?

Considerando a metodologia descrita, 0s
resultados estdo coerentes.

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within
the outcome domain?

5.3 ... multiple eligible analyses
of the data?

N

RISCO DE V

IES: BAIXO

Viés geral

Risco de viés

ALTO

Estudo: Lopez-Vaquero et al., 2017

Dominio 1
Viés decorrente do processo de
randomizacao

Julgamento
do autor

Suporte para julgamento

1.1 Was the allocation sequence
random?

Y

“All patients provided written informed consent
for participation. Patients were randomly
assigned to curcumin or placebo capsules using

a 1:1 ratio with block size of 10.”
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1.2 Was the allocation sequence Y All patients provided written informed consent
concealed until participants were for participation. Patients were randomly
enrolled and assigned to assigned to curcumin or placebo capsules using
interventions? a 1:1 ratio with block size of 10.”
1.3 Did baseline differences N Sem desequilibrio aparente.

between intervention groups
suggest a problem with the
randomization process?

RISCO DE VIES: BAIXO

Dominio 2
Viés devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

“Double-blind controlled study ”

" A randomization in 5 blocks of 10 patients with
1-to-1 assignment to groups was computer-
generated by a statistician who was not working
with the patients. These allocations were placed
in sealed masked envelopes with a specific
number group or an experimental group to
receive a daily administration of oral glutamine
or placebo."”

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

“Double-blind controlled study”

2.3 1f Y/PY/NIto2.1or2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

NA

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

106




3.1 Were data for this outcome
available for all, or nearly all, Y
participants randomized?

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not NA
biased by missing outcome data?

3.3 If N/PN to 3.2: Could
missingness in the outcome NA
depend on its true value?

3.4 1f Y/PY/NI to 3.3: Is it likely
that missingness in the outcome NA
depended on its true value?

RISCO DE VIES: BAIXO

Dominio 4

Viés na medicdo do resultado | Y1192mento

Justificativa

4.1 Was the method of
measuring the outcome N
inappropriate?

4.2 Could measurement or
ascertainment of the outcome N
have differed between
intervention groups?

Né&o diferiu entre 0s grupos.

4.3 If N/PN/NI to 4.1 and 4.2:

Were outcome assessors aware N

of the intervention received by
study participants?

4.4 1f Y/PY/NI to 4.3: Could

assessment of the outcome have NI

been influenced by knowledge
of intervention received?

451f Y/PY/NI to 4.4: Is it likely
that assessment of the outcome NI
was influenced by knowledge of

intervention received?

RISCO DE VIES: ALTO

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa

5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
) I Y
analysis plan that was finalized
before unblinded outcome data
were available for analysis?

Considerando a metodologia descrita, 0s
resultados estdo coerentes.

5.2 ... multiple eligible outcome
measurements (e.g. scales, N
definitions, time points) within

the outcome domain?
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5.3 ... multiple eligible analyses

of the data? N )
RISCO DE VIES: BAIXO
Vies geral Risco de viés ALTO
Estudo: Martin et al., 2002
Do L Julgamento
Viés decorrente do processo de d Suporte para julgamento
N 0 autor
randomizacéo
1.1 Was the allocation sequence Y "Two comparison groups were generated using
random? the prepared, closed and randomized study
medication 3 days before the first day of
radiation treatment. Twenty-eight patients were
double-blind randomized to the enzyme group
(EG) and 28 patients to the placebo group
(PG)."
1.2 Was the allocation sequence Y Two comparison groups were generated using
concealed until participants were the prepared, closed and randomized study
enrolled and assigned to medication 3 days before the first day of
interventions? radiation treatment. Twenty-eight patients were
double-blind randomized to the enzyme group
(EG) and 28 patients to the placebo group
(PG)."
1.3 Did baseline differences N Sem desequilibrio aparente.

between intervention groups
suggest a problem with the
randomization process?

RISCO DE VIES: BAIXO

Dominio 2
Viés devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

“Double-blind”’

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

“Double-blind”’

2.3 If Y/PY/NIto 2.1 or 2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

NA

2.4 If Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

108




2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Y

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA

3.4 If YIPY/INI to 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

DOTD Julgamento Justificativa
Viés na medicédo do resultado
RTOG e CTC
"Epitheliolysis was assessed by skin inspection.
4.1 Was the method of Background of the used assessment scales were
measuring the outcome N the common toxicity criteria (CTC) and the
inappropriate? acute radiation morbidity scoring criteria of the
radiation therapy oncology group
(RTOG)"
4.2 Could measurement or
ascertainment of the outcome Apesar de utilizar duas escalas, os graus de
. N . S LS
have differed between radiodermatite sdo comparaveis.
intervention groups?
4.3 If N/PN/NI to 4.1 and 4.2:
Were outcome assessors aware N “Double-blind ”
of the intervention received by
study participants?
4.4 If YIPY/NI to 4.3: Could NA i

assessment of the outcome have
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been influenced by knowledge
of intervention received?

45 If Y/PY/NI to 4.4: Is it likely
that assessment of the outcome

was influenced by knowledge of NA i
intervention received?
RISCO DE VIES: BAIXO
Dominio 5
Viés na selecdo do resultado Julgamento Justificativa
relatado
5.1 Were the data that produced
this result analysed in
accordance with a pre-specified vy Considerando a metodologia descrita, 0s
analysis plan that was finalized resultados estéo coerentes.
before unblinded outcome data
were available for analysis?
5.2 ... multiple eligible outcome
measurements (e.g. scales, % RTOG e CTC
definitions, time points) within
the outcome domain?
5.3 ... multiple eligible analyses N )
of the data?
RISCO DE VIES: ALTO
Viés geral Risco de viés ALTO
Estudo: Ryan et al, 2013
DOMIIE L Julgamento
Viés decorrente do processo de d Suporte para julgamento
N 0 autor
randomizacéo
1.1 Was the allocation sequence Y "This study was a phase 2, randomized, double-
random? blind, placebo-controlled trial™. " Within each
site, a computer generated random numbers
table with block size of four was used to
randomly assign patients to curcumin or placebo
in the ratio of 1:1".
1.2 Was the allocation sequence Y "This study was a phase 2, randomized, double-
concealed until participants were blind, placebo-controlled trial”. " Within each
enrolled and assigned to site, a computer generated random numbers
interventions? table with block size of four was used to
randomly assign patients to curcumin or placebo
in the ratio of 1:1".
1.3 Did baseline differences N Sem desequilibrio aparente.

between intervention groups
suggest a problem with the
randomization process?

RISCO DE VIES: BAIXO
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Dominio 2
Viés devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

“Double-blind”’

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

“Double-blind”’

2.31f Y/PY/NIto2.1or2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

NA

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Y Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA

3.4 1fY/PY/NIto 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

Dominio 4
Viés na medicao do resultado

Julgamento

Justificativa
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4.1 Was the method of
measuring the outcome
inappropriate?

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Né&o diferiu entre 0s grupos.

4.3 If N/PN/NI to 4.1 and 4.2:
Were outcome assessors aware
of the intervention received by
study participants?

“Double-blind”’

4.4 1f Y/PY/INI to 4.3: Could
assessment of the outcome have
been influenced by knowledge
of intervention received?

NA

45 1f Y/PY/NI to 4.4: Is it likely
that assessment of the outcome
was influenced by knowledge of
intervention received?

NA

RISCO DE VIES: BAIXO

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa

5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data

were available for analysis?

Considerando a metodologia descrita, 0s
resultados estdo coerentes.

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within
the outcome domain?

5.3 ... multiple eligible analyses
of the data?

N

RISCO DE VIES: BAIXO

Viés geral Risco de viés BAIXO
Estudo: Ryan et al. 2017
DO & Julgamento
Viés decorrente do processo de g Suporte para julgamento
o do autor
randomizacao
Y "A randomization in 5 blocks of 10 patients with

random?

1.1 Was the allocation sequence

1-to-1 assignment to groups was computer-
generated by a statistician who was not working
with the patients. These allocations were placed
in sealed masked envelopes with a specific
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number group or an experimental group to
receive a daily administration of oral glutamine
or placebo."”

1.2 Was the allocation sequence
concealed until participants were
enrolled and assigned to
interventions?

“These allocations were placed in sealed masked
envelopes with a specific number group or an
experimental group to receive a daily
administration of oral glutamine or placebo."

1.3 Did baseline differences

between intervention groups

suggest a problem with the
randomization process?

Sem desequilibrio aparente.

RISCO DE VIES: BAIXO

Dominio 2
Viés devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

"Double-blind."
Usou suplementos com caracteristicas
semelhantes.

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

" Both reviewers were blinded to the treatment
arms and in-person RDS scores."

2.3 1f Y/PY/NIto 2.1 or2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

NA

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA

2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa
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3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

“Reasons for non completion included:
unspecified reasons (63; 58.3%)”

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

3.4 1f Y/PY/NI to 3.3: Is it likely
that missingness in the outcome
depended on its true value?

Y

RISCO DE VIES: ALTO

Dominio 4
Viés na medicéo do resultado

Julgamento

Justificativa

4.1 Was the method of
measuring the outcome
inappropriate?

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Né&o diferiu entre 0s grupos.

4.3 If N/PN/NI to 4.1 and 4.2:

Were outcome assessors aware

of the intervention received by
study participants?

4.4 1f Y/PY/NI to 4.3: Could
assessment of the outcome have
been influenced by knowledge
of intervention received?

NA

45 1f Y/PY/NI to 4.4: Is it likely
that assessment of the outcome
was influenced by knowledge of

intervention received?

NA

RISCO DE V

IES: BAIXO

Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa

5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data
were available for analysis?

Considerando a metodologia descrita, 0s
resultados estdo coerentes.

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within

the outcome domain?
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5.3 ... multiple eligible analyses
of the data?

N

RISCO DE VIES: BAIXO

Vies geral Risco de viés ALTO
Estudo: Talakesh et al. 2022
Dominio 1
- Julgamento .
Viés decorrente do processo de d Suporte para julgamento
N 0 autor
randomizacéo
1.1 Was the allocation sequence Y "Were randomly assigned to two groups; control
random? group (radiotherapy regimen plus placebo) and
treatment group (radiotherapy regimen plus
nano-curcumin) using a 1:1 allocation ratio
with block sizes of two and four".
1.2 Was the allocation sequence Y “Triple-blinded (patients, oncologist, and data-
concealed until participants were analyzer)”
enrolled and assigned to
interventions?
1.3 Did baseline differences N Sem desequilibrio aparente.

between intervention groups
suggest a problem with the
randomization process?

RISCO DE VIES: BAIXO

Dominio 2
Vies devido a desvios das
intervencdes pretendidas

Julgamento

Justificativa

2.1 Were participants aware of
their assigned intervention
during the trial?

“Triple-blinded (patients, oncologist, and data-
analyzer)”

2.2 Were carers and people
delivering the interventions
aware of participants' assigned
intervention during the trial?

“Triple-blinded (patients, oncologist, and data-
analyzer)”

2.3 1f Y/PY/NIto2.1or2.2:
Were there deviations from the
intended intervention that arose

because of the trial context?

NA

2.4 1f Y/PY to 2.3: Were these
deviations likely to have
affected the outcome?

NA

2.5. If Y/PY/NI to 2.4: Were
these deviations from intended
intervention balanced between

groups?

NA
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2.6 Was an appropriate analysis
used to estimate the effect of
assignment to intervention?

2.7 If N/PN/NI to 2.6: Was there
potential for a substantial impact
(on the result) of the failure to
analyse participants in the group
to which they were randomized?

NA

RISCO DE VIES: BAIXO

Dominio 3
Viés devido a dados de resultado
ausentes

Julgamento

Justificativa

3.1 Were data for this outcome
available for all, or nearly all,
participants randomized?

Y

Os dados encontram-se disponiveis.

3.2 If N/PN/NI to 3.1: Is there
evidence that the result was not
biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could
missingness in the outcome
depend on its true value?

NA

3.4 If YIPY/INI to 3.3: Is it likely
that missingness in the outcome
depended on its true value?

NA

RISCO DE VIES: BAIXO

Dominio 4
Viés na medicédo do resultado

Julgamento

Justificativa

4.1 Was the method of
measuring the outcome
inappropriate?

4.2 Could measurement or
ascertainment of the outcome
have differed between
intervention groups?

Né&o diferiu entre 0s grupos.

4.3 If N/PN/NI to 4.1 and 4.2:

Were outcome assessors aware

of the intervention received by
study participants?

analyzer)”

“Triple-blinded (patients, oncologist, and data-

4.4 1f YIPY/NI to 4.3: Could
assessment of the outcome have
been influenced by knowledge
of intervention received?

NA

45 1f Y/PY/NI to 4.4: Is it likely
that assessment of the outcome
was influenced by knowledge of

intervention received?

NA

RISCO DE VIES: BAIXO
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Dominio 5
Viés na selecdo do resultado
relatado

Julgamento

Justificativa

5.1 Were the data that produced
this result analysed in
accordance with a pre-specified
analysis plan that was finalized
before unblinded outcome data
were available for analysis?

Considerando a metodologia descrita, 0s

resultados estdo coerentes.

5.2 ... multiple eligible outcome
measurements (e.g. scales,
definitions, time points) within
the outcome domain?

5.3 ... multiple eligible analyses
of the data?

N

RISCO DE VIES: BAIXO

Viés geral

Risco de viés

BAIXO

Fonte: Elaborado pela prépria autora.
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ANEXO A - PREFERRED REPORTING ITEMS FOR SYSTEMATIC REVIEWS AND META-ANALYSES (PRISMA) CHECKLIST

TITLE
Title 1 | Identify the report as a systematic review. 01p.
ABSTRACT
Abstract 2 | See the PRISMA 2020 for Abstracts checklist. 08p.
INTRODUCTION
Rationale 3 | Describe the rationale for the review in the context of existing knowledge. 26p.
Objectives 4 | Provide an explicit statement of the objective(s) or question(s) the review addresses. 28p.
METHODS
Eligibility 5 | Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses. 30p.
criteria
Information 6 | Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to 31p.
sources identify studies. Specify the date when each source was last searched or consulted.
Search 7 | Present the full search strategies for all databases, registers and websites, including any filters and limits used. 32p.
strategy
Selection 8 | Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many 32p.
process reviewers screened each record and each report retrieved, whether they worked independently, and if applicable,
details of automation tools used in the process.
Data 9 | Specify the methods used to collect data from reports, including how many reviewers collected data from each report, | 32p.
collection whether they worked independently, any processes for obtaining or confirming data from study investigators, and if
process applicable, details of automation tools used in the process.
Data items 10a | List and define all outcomes for which data were sought. Specify whether all results that were compatible with each 32p.
outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used
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to decide which results to collect.

10b | List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding | 32p.
sources). Describe any assumptions made about any missing or unclear information.
Study risk of 11 | Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many | 33p.
bias reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools
assessment used in the process.
Effect 12 | Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation | 34p.
measures of results.
Synthesis 13a | Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study 34p.
methods intervention characteristics and comparing against the planned groups for each synthesis (item #5)).
13b | Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary | 34p.
statistics, or data conversions.
13c | Describe any methods used to tabulate or visually display results of individual studies and syntheses. 34p.
13d | Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was 34p.
performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and
software package(s) used.
13e | Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, 34p.
meta-regression).
13f | Describe any sensitivity analyses conducted to assess robustness of the synthesized results. 34p.
Reporting bias 14 | Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases). 33p.
assessment
Certainty 15 | Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome. 34p.
assessment
RESULTS
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Study 16a | Describe the results of the search and selection process, from the number of records identified in the search to the 36p.
selection number of studies included in the review, ideally using a flow diagram.
16b | Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were 36p.
excluded.
Study 17 | Cite each included study and present its characteristics. 38p.
characteristics
Risk of bias in 18 | Present assessments of risk of bias for each included study. 46p.
studies
Results of 19 | For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect | 40p.
individual estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
studies
Results of 20a | For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies. 48p.
syntheses 20b | Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate | 48p.
and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups,
describe the direction of the effect.
20c | Present results of all investigations of possible causes of heterogeneity among study results. 48p.
20d | Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results. 48p.
Reporting 21 | Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed. 46p.
biases
Certainty of 22 | Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed. 49p.
evidence
DISCUSSION
Discussion 23a | Provide a general interpretation of the results in the context of other evidence. 52p.
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23b | Discuss any limitations of the evidence included in the review. 57p.
23c | Discuss any limitations of the review processes used. 57p.
23d | Discuss implications of the results for practice, policy, and future research. 57p.
OTHER INFORMATION
Registration 24a | Provide registration information for the review, including register name and registration number, or state that the 30p.
and protocol review was not registered.
24b | Indicate where the review protocol can be accessed, or state that a protocol was not prepared. 30p.
24c | Describe and explain any amendments to information provided at registration or in the protocol. 30p.
Support 25 | Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the -
review.
Competing 26 | Declare any competing interests of review authors. -
interests
Availability of 27 | Report which of the following are publicly available and where they can be found: template data collection forms; -

data, code and
other materials

data extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.

Fonte: Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for
reporting systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71
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