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RESUMO

Introducdo: As disfungdes temporomandibulares sdo patologias que se manifestam com
sintomatologia dolorosa e podem acarretar na degeneracdo da articulagdo
temporomandibular, cujo tratamento baseia-se no controle dos sintomas. A toxina
botulinica tem ganhado destaque por ser uma estratégia terapéutica ndo invasiva e
reversivel, sendo amplamente utilizada por apresentar um desempenho significativo
para tratar distirbios de hiperatividade muscular. Entretanto, seu uso para tratamento de
disfungdes temporomandibulares ainda é considerado uma ferramenta de uso off-label.
Objetivo: Diante do exposto, objetiva-se com esse estudo avaliar a qualidade
metodologica das revisdes sistematicas publicadas que versam sobre a aplicagdo da
toxina nestas disfungdes. Material ¢ Método: Uma revisdo abrangente foi conduzida,
sendo elegiveis revisdes sistematicas com ou sem metanalise sobre a aplicagcdo da toxina
botulinica no tratamento das disfun¢des temporomandibulares. A busca foi realizada por
dois revisores nas seguintes bases de dados: MEDLINE via PubMed, Embase, Scopus,
Web of Science, DARE-Cochrane ¢ SIGLE via OpenGrey. Os revisores realizaram
toda a extracdo e selecao dos dados de forma independente, em caso de desacordo, um
terceiro revisor foi consultado. O instrumento AMSTAR 2 foi utilizado para
classificacdo da qualidade metodoldgica das revisdoes. Resultados: Dentre as revisdes
sistematicas incluidas, seis apresentaram uma qualidade metodolégica criticamente
baixa e uma revisao exibiu uma qualidade metodologica baixa. Conclusdo: Em sintese,
os resultados deste estudo possibilitaram afirmar que as descobertas das revisdes devem
ser examinadas com cautela. Desse modo, pode-se concluir que os resultados ndo
fornecem confirmacao estatistica para recomendar ou refutar o uso label da toxina

botulinica no tratamento das disfungdes temporomandibulares.

Palavras-chaves: Sindrome da disfuncdo da articulacdo temporomandibular; Toxinas

botulinicas; Revisdo sistematica.



ABSTRACT

Introduction: The temporomandibular disorders are pathologies that manifest painful
symptoms and can lead to degeneration of the temporomandibular joint, whose treatment
is based on symptom control. Botulinum toxin has gained prominence for being a non-
invasive and reversible therapeutic strategy, being widely used for presenting a
significant performance to treat muscular hyperactivity disorders. However, its use for
the treatment of temporomandibular disorders is still considered an off-label tool.
Objective: According to that, the aim of this study was to evaluate the methodological
quality of published systematic reviews that deal with the application of the toxin in these
disorders. Material and Method: A comprehensive review was conducted and systematic
reviews with or without meta-analysis on the application of botulinum toxin in the
treatment of temporomandibular disorders were eligible. The search was performed by
two reviewers in the following databases: MEDLINE via PubMed, Embase, Scopus, Web
of Science, DARE-Cochrane and SIGLE via OpenGrey. The reviewers performed all
data extraction and selection independently, in case of disagreement, a third reviewer was
consulted. The AMSTAR 2 instrument was used to classify the methodological quality of
the reviews. Results: Among the systematic reviews included, six had a critically low
methodological quality and one review exhibited a low methodological quality.
Conclusion: In summary, the results of this study made it possible to affirm that its
findings should be reviewed with caution. Thus, it can be concluded that the results do
not provide statistical confirmation to recommend or no the label use of botulinum toxin

to treat temporomandibular disorders.

Keywords: Temporomandibular joint dysfunction syndrome; Botulinum toxins;

Systematic review.
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1. INTRODUCAO:

A articulagdo temporomandibular (ATM) é uma estrutura complexa, composta
por fossa articular, eminéncia articular, condilo, entre seus componentes dsseos, além de
cartilagem e membrana sinovial, disco articular, cépsula articular e ligamentos. Seu
suprimento sanguineo deriva, principalmente, dos ramos temporais superficiais e
maxilares da artéria cardtida externa e da artéria massetérica. A inervagdo da ATM,
ademais, advém, principalmente, de ramos do nervo auriculotemporal, com contribuigdes

anteriores do nervo massetérico e nervo temporal profundo posterior.

As disfuncdes temporomandibulares (DTM) sdo um subgrupo de patologias que
envolvem as estruturas anteriormente descritas e areas adjacentes da cabeca e do
pescoco.? Etiologicamente, é uma condi¢do cronica de origem multifatorial, caracterizada
por sintomatologia dolorosa nas regides envolvidas e pode, progressivamente levar a
deterioragdo da ATM, o que impacta na qualidade de vida dos portadores.>* Inicialmente,
manifesta-se por meio de ruidos intra-articulares, limitacdo da abertura da boca,

movimentos mandibulares descoordenados, alteragdes na oclusdo dental, entre outros.*>

O tratamento da DTM baseia-se, principalmente, no controle da sintomatologia
do paciente e na abordagem de qual(is) componente(s) esta(ao) sendo acometido(s).
Entretanto, pode ser dificil determinar se a dor muscular ¢ primaria ou secundaria a um
problema intra-articular, pois podem ocorrer de forma simultanea e dificultar a elei¢ao
da melhor abordagem terapéutica. Dentre os métodos terapéuticos comumente
empregados, esta o farmacologico, através de analgésicos opioides € ndao opioides, anti-
inflamatorios esteroidais e ndo esteroidais, anestésicos locais, relaxantes musculares,
antidepressivos e ansioliticos®®, aliados ou ndo ao uso de placas oclusais, terapias
manuais, abordagens psicologicas, terapias de agulhamento e ortopedia. Contudo,

pacientes que ndo respondem a estes tratamentos representam um desafio terapéutico.>
3,9,10

Dentre os tratamentos farmacologicos mais contemporaneos, destaca-se a
utilizacdo da toxina botulinica (TB), por ser um método ndo-invasivo, reversivel e

possuir um intervalo de administracio de doses relativamente longo (3-6 meses),
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quando comparada aos demais métodos terapéuticos. A TB é uma neurorotoxina
produzida por uma bactéria chamada Clostridium Botulinum e pode ser dividida em oito
tipos diferentes, que sdo conhecidos pelas letras A, B, C, D, E, F, G e H, dos quais,
apenas os tipos A, B e F possuem utilidade clinica. A toxina botulinica tipo A (TB-A),
atualmente denominada Onabotulinum toxina A pela Food and Drug Administration
(FDA), e ¢ conhecida por ser a mais potente e duradoura entre os oito serotipos,
destacando-se por apresentar um desempenho significativo para tratar distarbios de

hiperatividade muscular focal.'!"!?

O mecanismo de acdo da TB baseia-se em sua alta afinidade pelas sinapses
colinérgicas, o que leva ao bloqueio temporario da liberagdo de acetilcolina na placa
motora, reduzindo a atividade muscular acrescido a um efeito de diminui¢do dos
mediadores inflamatoérios, incluindo o glutamato e a substancia P. Este ultimo, ¢ um
neuropeptideo presente no nucleo do ganglio trigeminal, envolvido na inflamagao
neurogénica ¢ na génese de disturbios da dor. Todavia, a medida que novas conexdes
sinapticas sao formadas, existe uma redugdo do seu efeito. Em linhas gerais, a agdo da
TB ¢ sustentada de 3 a 6 meses, promovendo um efeito de relaxamento muscular

durante esse periodo.>!*!4

Tendo em vista que a maioria dos casos de disfungdes estdo associadas ao
s o . . . . . 3’13

apertamento dentario, ao bruxismo ou aos movimentos parafuncionais mandibulares,
¢ coerente inferir o uso da TB como tratamento para DTM. De acordo com RAO et al.
(2011), a atividade da neurotoxina reduz os efeitos hiperfuncionais musculares, nao
limitando seu uso para as fungdes rotineiras, que resultaria na melhora da abertura

bucal, fungdo mastigatoria e diminui¢ao da sensibilidade dolorosa.

No ano 2000, a FDA liberou seu uso para o tratamento de distonia cervical,
constituindo a forma primaria de tratamento no tempo atual. Dado isso, a TB passou a
ser objeto de estudo de diversos ensaios clinicos que avaliam sua eficicia em
comparacdo a outros métodos terapéuticos para diversas patologias. A exemplo, o
farmaco BOTOX®, que de acordo com o bulario eletronico da Anvisa (acesso
disponivel em:

https://consultas.anvisa.gov.br/#/bulario/q/?numeroRegistro=101470045), ¢ indicado
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como terapéutica para estrabismo e blefaroespasmo, espasmo hemifacial espasticidade
muscular, linhas faciais hipercinéticas, hiperidrose focal, palmar e axilar, incontinéncia
urindria causada por hiperatividade neurogénica do musculo detrusor da bexiga, bexiga
hiperativa com sintomas de incontinéncia, urgéncia e aumento da frequéncia urinaria em

pacientes adultos e profilaxia em adultos de migranea cronica.

Diante do exposto, ha significativa utilidade do farmaco supracitado, todavia,
quando o assunto ¢ a sua aplicabilidade no tratamento das DTM, este ainda ¢
considerado uma ferramenta de uso off-label, ou seja, nao possuindo indicagdo em bula

para estas condi¢des dolorosas.

No intuito de reunir informagdes a respeito da utilizacdo da TB no tratamento da
DTM existem na literatura revisdes sistematicas.>>!3141618 Contudo, informacdes sobre
a qualidade metodologica destas revisdes sistemdticas sdo escassas, a medida que
resultados conflitantes continuam a aparecer na literatura. Diante disso, objetiva-se com
este estudo avaliar a qualidade metodologica das revisdes sistematicas publicadas que
versam sobre a aplicacdo da toxina botulinica no tratamento das disfuncdes
temporomandibulares. A fim de comunicar aos leitores se essas revisdes foram
realizadas com alta qualidade metodologica e, assim, poder recomendar a aplicabilidade
da TB na pratica clinica no tocante a sua utilizagdo na reducdo da dor e na maxima

abertura bucal frente as DTMs, e nos eventos adversos apresentados pelos estudos.
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2. MATERIAL E METODO:

Uma revisdo abrangente foi conduzida para avaliar a qualidade metodolégica em
revisdes sistematicas sobre o uso da toxina botulinica em pacientes com disfungdes
temporomandibulares. Revisdes overview sdo estudos terciarios que tém como objetos
de estudos revisdes sistematicas com e sem meta-analises. Portanto, esta pesquisa nao
precisa da aprovacdo de um comité de ética, e o consentimento informado nao foi

solicitado.

Esta revisdo foi relatada seguindo as recomendacgdes dos Itens de Relatorio
Preferenciais para Revisdes Sistematicas e Meta-analises (PRISMA 2020). A qual
guiou-se pelos critérios PICO, em que, (P) revisdo sistemdticas com pacientes com
DTM, (I) aplicagdo de toxina botulinica, (C) outros métodos terapéuticos e (O)
avaliacdo da qualidade metodologica.Tendo como base a seguinte pergunta de pesquisa:
Qual a qualidade metodologicadas revisdes sistematicas sobre a aplicacdo da toxina
botulinica no tratamento das disfungdes temporomandibulares? Podemos gerar

recomendagdes para o uso label da TXB para o tratamento da DTM?

2.1 Estratégias de Busca

A busca por artigos elegiveis foi realizada por dois revisores (CFC e VCPS).
Uma pesquisa abrangente na foi realizada em toda a extensdo das seguintes bases de
dados: MEDLINE via PubMed, Embase, Scopus, Web of Science, DARE-Cochrane e
SIGLE via OpenGrey. Nao houveram restricdes quanto ao idioma e data. E a tltima

pesquisa foi feita no dia 20 de agosto de 2021.

A estratégia de busca utilizada nas bases de dados compreendeu a utilizagdo dos
seguintes termos Decs (Descritores em Ciéncias da Saude): Temporomandibular Joint
Dysfunction Syndrome, Botulinum Toxins e Systematic Review. Estes termos e seus
sindnimos foram combinados ou ndo para formar estratégias de buscas adequadas para
cada base de dados. O Embase, ¢ uma exce¢do, e nesta a estratégia de busca foi

montada tendo como base os termos e os sindnimos destes que estavam presentes na
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plataforma, e estes foram: temporomandibular joint disorder, botulinum toxin e
systematic review.
A combinagdo de termos e palavras de texto usadas para cada banco de dados

esta descrita a seguir:

MEDLINE via Pubmed:

(((((((Temporomandibular ~ Joint  Dysfunction = Syndrome) OR  (Myofascial
Temporomandibular Pain Dysfunction Syndrome)) OR (TMJ Syndrome)) OR
(Temporomandibular Joint Syndrome)) AND (Botulinum Toxins)) OR (botulinum)) OR
(Botulinum Neurotoxin)) OR (Botulinum Neurotoxins) AND (Systematic Review)

Embase:

(('temporomandibular joint disorder' OR 'temporomandibular dysfunction') AND
'botulinum toxin' OR 'botulinum toxin') AND 'systematic review'

Descritores usados na base de dados Embase (emtree): temporomandibular joint

disorder, botulinum toxin, systematic review.

Scopus:

"Temporomandibular  Joint Dysfunction Syndrome" OR "Myofascial
Temporomandibular Pain Dysfunction Syndrome" OR "TMJ Syndrome" OR
"Temporomandibular Joint Syndrome" AND "Botulinum Toxins" OR "botulinum"
OR "Botulinum Neurotoxin" OR "Botulinum Neurotoxins" AND "systematic

review"

Cochrane DARE (Cochrane Database of Systematic Reviews):
Temporomandibular Joint Dysfunction Syndrome in All Text OR TMJ Syndrome in All
Text AND Botulinum Toxins in All Text OR Botulinum Neurotoxin in All Text AND

Systematic Review in All Text

Web of Sience:

((((((((ALL=(Temporomandibular Joint Dysfunction Syndrome)) OR ALL=(Myofascial
Temporomandibular Pain Dysfunction Syndrome)) OR ALL=(TMJ Syndrome)) OR
ALL=(Temporomandibular Joint Syndrome)) AND ALL=(Botulinum Toxins)) OR
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ALL=(botulinum)) OR ALL=(Botulinum Neurotoxin)) OR ALL=(Botulinum
Neurotoxins)) AND ALL=(systematic review)

Sigle via Open Grey:

Temporomandibular Joint Disorders AND Botulinum Toxins

2.2 Critérios de inclusao e exclusao

Os artigos elegiveis para o estudo foram revisdes sistematicas com ou sem
metanalise,que incluiam apenas ensaios clinicos randomizados sobre a aplicagdo da
toxina botulinica no tratamento das disfun¢des temporomandibulares. Os critérios
utilizados para exclusdo foram: artigos duplicados, cartas e narrativas ou andlises

retrospectivas.

2.3 Selecao dos estudos, extracao e sintese de dados.

A busca por artigos elegiveis foi realizada por dois revisores (CFC e VCPS) de
forma independente. Esses revisores leram titulos e/ou resumos para selecionar os
estudos potencialmente elegiveis. Posteriormente, os artigos inicialmente selecionados
foram lidos na integra. Toda a selegdo teve como base os critérios de inclusdo e
exclusdo pré-estabelecidos. As divergéncias entre os 2 revisores foram resolvidas em
uma discussdo, a fim de estabelecer um consenso. Em casos em que houve um acordo,
um terceiro revisor (RVBN) foi consultado. Os estudos rejeitados apos a leitura do texto

na integra foram alocados na tabela de estudos excluidos.

A etapa de extracao de dados se seguiu a selegdo dos artigos, esta também foi
realizada por dois revisores (CFC e VCPS) de forma independente € os mesmos
extrairam os dados para uma planilha do Excel® mediante os seguintes pontos pré-
determinados: Autor principal e ano, quantidade de artigos incluidos em cada revisdo
sistematica, desenhos de estudos dos artigos incluidos, se possuiu metandlise, o
tamanho da amostra total, variacdo da amostra por artigo incluido, idade e sexo dos
participantes, dose adminstrada, local de injecdo, método terapéutico de comparagao,

principais efeitos adversos e principais resultados apresentados. Em caso de possiveis
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discordancias, os revisores resolveram em consenso. Todos os dados coletados foram

apresentados de forma descritiva.

2.4 Avaliagdo da qualidade metodolégica das revisdes sistematicas com o
instrumento AMSTAR-2

A qualidade metodologica foi avaliada por dois revisores (CFC e VCPS) de
forma independente e os possiveis desacordos foram solucionados mediante consenso,
e, se mesmo assim a discordancia persistisse, um terceiro avaliador (RVBN) seria
convocado para resolver a questdo. Esta etapa foi realizada através da ferramenta
Assessment of Multiple Systematic Reviews (AMSTAR 2), usando a lista de

verificacao do referido sistema (acesso disponivel em https://amstar.ca/index.php).

O instrumento AMSTAR 2 possui 7 dominios criticos e um total de 16 itens
com foco em varios aspectos da conducao de uma revisdo sistematica. Mediante a
interpretagdo dos avaliadores das fragilidades detectadas em itens criticos e ndo criticos,
a ferramenta propde uma classificacdo geral de confianga da revisdo. Esse grau de
confiabilidade reflete a qualidade metodologica das revisdes sistematicas em analise,
cujos itens criticos sdo determinantes nesse processo, em que os estudos classificados
em Alta, significam nenhuma ou uma fraqueza ndo critica: essa revisdo sistematica
oferece um resumo claro e amplo dos resultados disponiveis. A Moderadarepresenta
mais de uma fraqueza ndo critica: a revisdo sistematica possui mais de uma fraqueza,
mas ndo possui nenhum erro critico. A classificagdo Baixa propde que existe uma falha
critica com ou sem fraquezas nao criticas: a revisdo possui uma falha critica e pode nao
fornecer um resumo claro e amplo dos estudos disponiveis. E Criticamente baixa
afirma que mais de uma falha critica com ou sem fraquezas nao criticas: a revisao
possui mais de um erro critico € ndo deve ser ponderada para oferecer um resumo claro

e amplo dos estudos disponiveis.'®

Este grau de confianca ¢ alcancado através de um formulario, em que as
respostas possiveis sao “Sim”, “Nao” e ‘“Parcialmente Sim”. Dessa forma, a
classificacdo ¢ dada seguindo os dominios criticos € ndo criticos pré-determinados pelos
autores, em que, as respostas “Sim” pontuam, enquanto que as respostas ‘“Nao” e

“Parcialmente Sim” ndo sdo pontuadas.
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2.5 Variaveis primarias e secundarias do estudo

A andlise da qualidade metodologica foi o principal resultado deste estudo. Os
resultados secundarios foram os aspectos do uso da TB frente as DTMs na reducdo da

dor, na maxima abertura bucal e os efeitos adversos apresentados nos estudos.
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3. RESULTADOS:

Os resultados obtidos no processo de selecdo de artigos, tendo como base os
critérios de inclusdo e exclusdo pré-determinados, foram um total de 3.139 artigos
somando todas as bases de dados utilizadas, ressaltando que nenhuma revisao
sistematica foi encontrada na base de dados SIGLE via OpenGrey. Destes, apds a leitura
do titulo e/ou resumo foram excluidos 3.119, restando assim um niimero de 20 artigos
com potencial relevante para a pesquisa. A partir deste momento, iniciou-se a leitura na
integra destes, dos quais, ao final, apenas 7 revisdes sistematicas foram elegiveis para o

presente estudo.
A figura 1 ilustra as etapas realizadas para a selecdo dos estudos, quais os
resultados numéricos encontrados nas bases e os motivos de exclusao dos artigos com

potencial relevante.

Figura 1: Etapa de selecdo dos artigos elegiveis para o estudo.

PUBMED EMBASE SCOPUS COCHARNE WEB OF SCIENCE
N=618 N =1.586 N =45 N=>50 N =840

BUSCA

Busca inicial
N=3.139

Excluido apos a leitura do titulo e f ou resumo
N=23.119

Artigos excluidos apos leitura na integra
N=13
- Duplicados: 10

- = - Abrahamsson et al, 2019 — Nio utiliza ensaios clinicos
Artlgos potenci Imente em que atoxina botulinica foi comparada.

relevantes = | - Blanshan e Krug, 2020 - E uma revisio de literatura que

N =20 nao utiliza ensaios clinicos em que a TXB foi utilizada

especificamente para tratar DTM.
- Jankovic,2004- Ndo utiliza ensaios clinicos em que a
toxina botulinica foi comparada.

Revisbes sistematicas elegidas para analise da qualidade

metodologica
N=T

| INCLUSiO‘ ‘ELEGIBILIDADE‘ \TRlAGEM| \

As revisdes sistematicas elegidas para o estudo foram publicadas entre os anos
2012 a 2020, em que apenas uma apresentou metanalise. Todas foram realizadas com

base em ensaios clinicos randomizados, totalizando 51 ensaios. A amostra total de
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participantes foi 1.498, e esta variou entre 6 a 90 voluntarios por ensaio. Naqueles
estudos em que foi reportado a faixa etaria e o sexo dos participantes, a idade variou de

16 a 45 anos, e houve presenca de ambos os sexos (Tabela 1).

Em todas as revisdes incluidas, a TB fora comparada com metodologias
terapéuticas diversas, das quais foram abordadas a terapia convencional (placas oclusais
e terapia farmacoldgica), técnica de manipulagdo facial, solugdo salina (placebo), laser
de baixa intensidade, agulhamento seco e injecdes de lidocaina (Tabela 1). A dose de
aplicagdo variou entre 10 a 300U e os locais de aplicagdo foram os musculos masseter,

temporal e pterigoideo lateral e medial. (Tabela 1)

Todas as revisdes incluidas analisaram como varidvel primaria a reducdo da dor
nos participantes apos o uso da TB e apresentaram resultados significativos (Tabela 1).
A abertura bucal e os efeitos adversos foram reportados em seis dos sete estudos

elegiveis e estes mostraram resultados variaveis, conforme ilustra a tabela 1.
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QUANTIDADE ggﬁﬂgg%gg TAMANHO | VARIACAO
AUTOR E ANO | DE ARTIGOS ARTIGOS METANALISE DA DA AMOSTRA | IDADE SEXO DOSE | LOCAL DE INJECAO
INCLUIDOS INCLUIDOS AMOSTRA | POR ARTIGO
Patel J, Cardoso . - < < N
’ Ensaios clinicos ~ Nao Nao Nao ~
05 1(\/2[3111;3) S 1 randomizados (ECR) Nao 324 6260 reportado | reportado | reportado Nao reportado
Thambar S,
Kulkarni S, ECR controlados, 18- 45 Masseter, temporal,
Armstrong S, 7 crossover simples ou Nao 220 10 a 60 FeM* |70a300U pterigbideo medial e
. anos
Nikolarakos D. duplo-cego. lateral.
(2020)
Machado D. et al ECR com desenhos Dois a trés pontos de cada
ac ?20020)' eHak: 12 paralelos e ECR Sim 362 15a90 >18 anos FeM 20 a 100U um dos masseter,
crossover temporal e pterigoideo.
Machado, E. et al. ECR duplo-cego e ~ ~ Nio Nio -

012) 4 ECR simples-cego Nao 134 Nao reportado. reportado. | reportado 10 a 60U Nao reportado.
Chen YW, Chiu ECR com desenhos Nio Musculos masseter,
YW, Chen CY, 5 paralelos e ECR Nao 117 Nao reportado. reportado FeM |[50a300U | temporal e pterigbideo

Chuang SK. (2015) crossover P . medial.
ECR com desenho
Awan KH, et al. paralelos, ECR ~ Musculos masseter e
(2019) 7 G GO Nao 215 15a90 >16 anos FeM 70 a 300U p——
simples-cego.
Almutairi FA, et ~ Nao Nao Nao Masseter, temporal e
al. (2020) 3 ECR. Nao 126 8a2l reportado | reportado | reportado pterigodideo lateral.

*: F: feminino; M: masculino.
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PRINCIPAIS EFEITOS ADVERSOS

RESUMO DOS RESULTADOS PRIMARIOS
(REDUCAO DA DOR)

RESUMO DOS RESULTADOS SECUNDARIOS
(ABERTURA DE BOCA)

METODO
AUTOR E ANO TERAPEUTICO DE
COMPARACAO
Técnica de manipulagdo
Patel J, Cardoso JA, facial, placebo (solugdo

salina), salina isotOnica,
laser de baixa intensidade e
nenhum tratamento.

Mehta SA. (2019)

Os efeitos adversos foram temporarios e
experimentados pelos grupos controle e
teste: dores de cabega, cansago, dores
maxilares e sintomas do tipo influenza.
Aqueles experimentados apenas pelos
grupo teste: desconforto na mastigagdo,
boca seca, dificuldade para engolir e
paralisia temporaria das expressdes
faciais.

TB ajuda a diminuir os niveis de dor naqueles
que sofrem de DTM. 8 estudos incluidos
demonstraram redugdo da dor nos grupos tratados
com TB em relagao ao controle. Apesar das
diminuigdes em dor com TB, os resultados
publicados por Guarda-Nardini et al., 2012,
mostraram que a técnica de manipulagio facial
proporcionou maiores melhorias.

Apenas 6 artigos avaliaram a abertura bucal. E dentre
estes, haviam resultados variaveis em relagdo a
abertura maxima da boca nos estudos de Guarda-
Nardini et al., 2012, Emberg et al. e Chaurand et al.
demonstrando melhorias. Nixdorf et al., Guarda-
Nardini et al., 2008 e Carli et al. por sua vez,
mostraram redugdes na abertura da boca.

Técnica de manipulagao
facial e placebo (solugao
salina)

Thambar S, Kulkarni
S, Armstrong S,
Nikolarakos D. (2020)

Efeito adverso experimentado por 2
pacientes no grupo TB: paralisia
unilateral do zigomatico maior. Guarda-
Nardini ef al. relatou que um paciente
teve um pequeno desconforto por
algumas semanas durante a mastigacao.
Outro estudo reportou: dor de cabega,
fraqueza, aumento da dor e sintomas
semelhantes aos da gripe, todos
resolvidos. Nixdorf ef al. relatou que
cinco pacientes desistiram do estudo
por causa dos efeitos adversos.

Trés ensaios mostraram uma redugao
significativa da dor entre os grupos TB e placebo.
Um destes, o qual comparou a TB com outro
novo tratamento, a dor miofascial reduziu
igualmente em ambos os grupos, e nos dois
restantes ndo houve diferenca significativa na
redugdo da dor entre os grupos TB e controle.

A eficacia da injegdo de TB-A na abertura maxima da
boca foi avaliada em alguns estudos. Guarda-Nardini
et al mostrou um ligeiro aumento na abertura maxima
da boca no grupo da TB, mas nenhuma mudanga no
grupo placebo. O estudo do mesmo autor em 2012
mostrou que no acompanhamento de trés meses, a
abertura da boca melhorou ligeiramente no grupo TB-
A. Em contraste, Nixdorf et al afirmou que a abertura
maxima da boca tinha melhorado em 5 mm no grupo
placebo, mas piorou em 3 mm no TB, no entanto, seu
estudo teve um alto risco de viés em razio da
desisténcia de 30% dos participantes. Ernberg, et al.
nao mostrou mudanga no grupo TB-A ou placebo em
curto prazo e em consultas de acompanhamento de
longo prazo.

*: F: feminino; M: masculino.
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METODO
TERAPEUTICO DE
COMPARACAO

AUTOR E ANO

PRINCIPAIS EFEITOS ADVERSOS

RESUMO DOS RESULTADOS PRIMARIOS
(REDUCAO DA DOR)

RESUMO DOS RESULTADOS SECUNDARIOS
(ABERTURA DE BOCA)

Placebo (solugao salina),
manipulagdo facial,
tratamento convencional
(placas oclusais e terapia
farmacologica) e terapia a
laser de baixa poténcia.

Machado D. et al.
(2020)

Dos estudos incluidos que compararam
TB com placebo, sete destes relataram
pelo menos um efeito adverso. Os
estudos que realizaram a comparagdo da
TB versus manipulagdo facial ou
tratamento convencional nao
apresentaram efeitos adversos. E o
estudo que comparou a TB com a
terapia de laser de baixa poténcia, ndo
avaliou eventos adversos.

Nove estudos comparam a TB versus placebo,
dos quais, oito utilizaram escala visual analogica
(EVA) e um questionario biocomportamental.
Apenas quatro estudos puderam ter seus
resultados agrupados e obtiveram os seguintes
resultados: em um més houve uma melhora na
dor favorecendo o grupo TB, ¢ aos trés e seis
meses, ndo houve diferengas significativas entre
os grupos. Dos demais estudos que utilizaram
EVA e nio foram agrupados, dois obtiveram
melhora na dor, favorecendo a TB em um més
apos o tratamento e os outros dois néo relataram
diferengas significativas em um e quatro meses
apos o tratamento. Dois estudos compararam a
TB versus nenhum tratamento, usando a escala de
EVA e nao relataram diferengas significativas em
3 meses e seis meses de tratamento. Apenas um
estudo comparou a TB versus manipulagéo facial,
neste a intensidade da dor trés meses apos ao
tratamento foi maior no grupo da TB do que a
manipulagao facial. Apenas 1 estudo com (15
participantes) comparou a TB-A com a terapia de
laser de baixa poténcia e este relatou diferencas
nao significativas entre os grupos na redugio da
dor. Apenas 1 ensaio comparou TB e tratamento
convencional envolvendo estratégias
comportamentais (Explicagdo da natureza da
doenga, placas oclusais e tratamentos
farmacologicos). Os resultados foram avaliados
em 2, 6 e 12 meses apos o tratamento. A
intensidade da dor foi significativamente menor
no grupo TB apos 1, 6 e 12 meses.

Os resultados estdo divididos pelas intervengoes
apresentadas nos ensaios. 3 ensaios clinicos avaliaram
a abertura maxima de boca comparando o grupo TB e

o grupo placebo, em 2 deles néo foram encontradas
diferencas significativas entre esses grupos em todos
os momentos avaliados. E no outro artigo foi relatado

uma melhora significativa favorecendo o grupo
placebo. Nao houve diferengas significativas entre os
grupos para o maximo abertura da boca no estudo que
comparou com a manipulagdo facial. Apenas 1 estudo
comparou a TB com a terapia de laser de baixa
poténcia na abertura de boca (DM 0,30 mm, intervalo
de confianga 95% -10,10 a 10,79) um més depois do
tratamento.

Machado, E. et al.

@o12) Placebo (solugdo salina)

Nao reportado.

Houve melhora na redug¢do da dor em 14 dias e
persisténcia na melhora em até 28 dias.

Nao reportado.

*: F: feminino; M: masculino.
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(REDUCAO DA DOR)

RESUMO DOS RESULTADOS PRIMARIOS

RESUMO DOS RESULTADOS SECUNDARIOS
(ABERTURA DE BOCA)

METODO
AUTOR E ANO TERAPEUTICQ DE PRINCIPAIS EFEITOS ADVERSOS
COMPARACAO
Em Nixdort et al. foram reportados
como efeitos transitorios pos-injegao a
. paralisia e dificuldades para mastigar ou
Cg;" Y(\?;} %1;1“ YW, Manipulagdo fascial ou engolir em um paciente e aumento da
en X, huang Placebo dor e paralisia de zigomatico em Von
SK. (2015)

Lidern et al., nos grupos TB. Demais:
dor de cabega, agravamento da dor e
sintomas semelhantes aos da gripe.

A curto prazo (1-2 meses) um efeito na redugido
da dor foi encontrado para ser melhorado com
injegdo de TB no estudo de Kurtoglu et al. e von
Lindern et al., enquanto nenhuma evidéncia de
melhoria foi mostrado no ECR cross-over de
Nixdorf et al. e Emberg et al.

A amplitude de abertura bucal foi analisada em apenas
trés estudos. No estudo de Ernberg et al. ndo foi
relatado diferengas significativas entre o grupo TB e
placebo. Ja Nixdorf et al. afirmou que houve uma
melhora na faixa de abertura maxima (10 mm) no
grupo placebo. Por fim, Guarda-Nardini et al. mostrou
uma ligeira melhora na amplitude dos movimentos
mandibulares (2,7 mm) no acompanhamento em trés
meses no grupo TB, contrastanto com o grupo

manipulagdo facial (0,4mm).

Awan KH, et al.
(2019)

Placebo (solugio salina),
lidocaina 0,25% com

Dois estudos relataram paralisia
temporaria dos musculos faciais,
enquanto um estudo relatou um

ao mastigar. Um estudo relatou

entanto, foi observado que néo foi
associado a terapia com TB. Trés

adversos com o uso de TB.

aumento na dor, disfagia e desconforto

abstinéncia entre seus pacientes; no

estudos ndo relataram quaisquer efeitos

Cinco estudos avaliaram a TB versus placebo,
destes, apenas dois mostraram uma melhora
significativa na melhora da dor, os demais nao
apresentaram diferencas significativas entre os
grupos TB e placebo. Em outro estudo, foi
avaliado a TB versus manipulagao facial e
nenhuma melhora na intensidade . Em Venancio
et al, o qual comparou TB versus agulhamento
seco versus lidocaina 0,25% com vasoconstritor
relatou resultados positivos para melhora da dor,
mas indica o uso apenas em casos refratarios.

Dos cinco estudos que compararam TB com solugao
salina, apenas dois estudos relataram uma melhora
significativa na amplitude dos movimentos da
mandibula. Os outros 3 estudos, que utilizaram a
solugdo salina como comparador, ndo apresentaram
diferengas significativas quando avaliada a abertura
maxima bucal. Em outro estudo, nenhuma melhora
nos resultados de abertura méxima bucal foi relatada

baixa intensidade

Notas: F: feminino; M: masculino.

vasoconstritor e
agulhamento seco
- Pl lugdo sali
Almutairi FA,etal. | it o e e
(2020)

1 més de seguimento.

Dores de cabega, cansago ou fadiga, dor
na mandibula e boca seca. No entanto,
esses efeitos colaterais diminuiram apos

Todos os estudos mostraram que a dor foi
reduzida nos grupos tratados com TB em
comparagdo com o controle. No entanto, os
estudos de Kurtoglu et al. e Ernberg et al.
mostraram que a reducio nao foi significativa,
pois poucos beneficios foram observados. O
estudo conduzido por Patel et al. mostrou que
ap6s um més, a reducdo da dor estava mais no
grupo que usa TB em comparacdo com o grupo
placebo. No entanto, com o tempo, o nivel de dor
aproximou-se de um nivel semelhante em ambos

0S grupos.

para TB em comparagao a manipulagao facial

Kurtoglu et al. verificou que reduziu no grupo de teste
apos 14 dias, as leituras nos musculos quando em
repouso e durante o aperto maximo, enquanto que no
grupo controle aumentou durante o mesmo intervalo
de tempo. Carli et al. relatou uma mudanga na maxima
abertura de boca apos 30 dias, e o grupo controle ndo
teve alteragdo. Da mesma forma, Nixdorf et al. e
Ernberg et al. também mostraram uma melhora na

abertura da boca.




23

Geralmente ¢ visto que, em avaliagcdes de qualidade de estudos ¢ utilizado um
“score Unico” para gerar uma pontuagdo geral, e que esta ¢ alcangada mediante as
respostas “sim” que fossem apresentadas. Entretanto, a ferramenta AMSTAR 2
aconselha que o sistema de interpretacdo deve utilizar “pontos-chaves”, que denomina
como dominios criticos, pois, este afirma que uma pontuacdo geral pode ocultar falhas

criticas que diminuem a confianga nos resultados de um estudo. "’

A avaliagdo da qualidade dos estudos incluidos teve inicio com a defini¢do, por
parte dos revisores, dos dominios criticos a serem utilizados na analise do grau de
confianga dos estudos, e estes foram: protocolo registrado antes do inicio da revisdao
(item 2), pesquisa bibliografica abrangente (item 4), justificacdo para exclusdo de
estudos individuais (item 7), risco de viés dos estudos individuais incluidos na revisao
(item 9), adequacdo de métodos meta-analiticos (item 11), consideracao do risco de viés
ao interpretar os resultados da revisdao (item 13) e avaliacdo da presenga e impacto

provavel do viés de publicacio (item 15)."

Com os dominios criticos determinados, preencheu-se o check-list da ferramenta
com os itens a serem respondidos. Conforme o supracitado, definiu-se, conjuntamente,
os itens ndo criticos, os quais: Item 1 - As perguntas de pesquisa e os critérios de
inclusdo para a revisao incluem os componentes do PICO; Item 3 - Os autores da
revisdo explicaram a selecdo dos desenhos de estudo para inclusdo na revisao; Item 5 -
Os autores da revisao realizaram a selecdo do estudo em duplicado; Item 6 - Os autores
da revisao realizaram a extracao de dados em duplicado; Item 8 - Os autores da revisao
descrevem os estudos incluidos em detalhes adequados; Item 10 - Os autores da revisao
relataram as fontes de financiamento para os estudos incluidos na revisao; Item 12 - Se
a metanalise foi realizada, os autores da revisdo avaliaram o impacto potencial do risco
de viés em estudos individuais sobre os resultados da metandlise ou outra sintese de
evidéncias; Item 14 - Os autores da revisao forneceram uma explicacao satisfatoria e
discussdo de qualquer heterogeneidade observada nos resultados da revisdo; Item 16 -
Os autores da revisdo relataram quaisquer fontes potenciais de conflito de interesses,

incluindo algum financiamento recebido para realizar a revisdo. '

A interpretacdo individual dos itens do checklist do AMSTAR 2 para cada artigo
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incluido ¢ apresentada na tabela 3. Ressalta-se que as colunas dos itens em destaque
(com a presencga de “*”) referem-se aos dominios criticos determinados, os quais serdo
importantes para a avaliacdo geral de confianca dos resultados das revisdes, que ¢

apresentada individualmente na tabela 2.

Paralelamente, a tabela 4 traz a distribuicdo das respostas do instrumento. Em
linhas gerais, o estudo que apresentou mais respostas “Sim” foi Machado D. et al.
(2020) com 14 (87,5%) respostas. Por outro lado, Machado E. et al. (2012) apresentou o
maior numero de respostas “Nao”, contabilizada em 10 (62,5%) respostas.
Desagrupando os itens criticos € ndo criticos, notou-se que Machado D. et al. (2020)

NAY?

ndo apresentou nenhuma resposta “Nao” para os itens criticos e apenas 1 (11,11%)

resposta “Nao” quando avaliada pelos itens ndo criticos. Destaca-se, ainda, que
Machado E. et al. (2012) foi a revisdo que mostrou mais respostas “Nao” quanto aos
itens criticos, totalizando 10 (57,14%) respostas. Em relacdo aos itens nao criticos,
observou-se um destaque negativo para os estudos de Machado E. et al. (2012) e Patel J,
Cardoso JA, Mehta SA. (2019), ambos com 6 (66,66%) respostas “Nao”. Diante dos
resultados obtidos, conforme consta na tabela 2, pode-se constatar que dos sete estudos
incluidos, apenas um' foi classificado como artigo de baixa qualidade metodologica.

2,3,14,16-18

As demais revisdes sistematicas se enquadram na avaliacdo de estudos

criticamente baixos, em que mais de uma falha critica foi identificada.

A figura 2 retrata a distribuicao grafica das respostas independente das revisdes
sistematicas. Observa-se que o item 3 atingiu o nimero maximo de respostas “Sim”. E
ositens 1 € 9, das 7 possiveis respostas, 6 foram “Sim”. Na contramao, o item 10 obteve
6 respostas “Nao”, enquanto que o item critico 2 destacou-se por apresentar 6 respostas
“Nao” e 1 resposta “Parcialmente Sim”, desse modo nenhuma revisdo sistematica

incluida pontuou neste item.
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Fraquezas nao

AUTOR E ANO Falhas criticas ree Grau de confianca
criticas

Patel J, Cardoso JA, Mehta SA. (2019) 3 6 Criticamente Baixa

Thambar S, Kulkarni S, Armstrong S, . .
Nikolarakos D. (2020) 3 4 Criticamente Baixa

Machado D. et al. (2020) 1 1 Baixa

Machado, E. et al. (2012) 5 6 Criticamente Baixa

Chen YW, Chiu YW, Chen CY, . .
Chuang SK. (2015) 3 1 Criticamente Baixa
Awan KH, et al. (2019) 2 1 Criticamente Baixa
Almutairi FA, et al. (2020) 2 3 Criticamente Baixa
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AUTOR E ANO ITEM |ITEM [ITEM| ITEM |ITEM [ITEM| ITEM |ITEM | ITEM | ITEM | ITEM | ITEM | ITEM | ITEM | ITEM | ITEM
1 2% 3 4% 5 6 7 * 8 9 10 11* 12 13* 14 15* 16
Patel J, Cardoso JA, x < ~ ~ x x x M.N.C. ~ ~
Mehta SA. (2019) SIM | NAO | SIM | NAO | NAO [ NAO | NAO [ NAO | SIM | NAO | ", | MN.C.| SIM | NAO |M.N.C.| NAO
Thambar S, Kulkarni S, B
Armstrong S, Nikolarakos | SIM | NAO | SIM | NAO | NAO | NAO| SIM | SIM | SIM | NAO [M.N.C.| MN.C.| NAO | NAO |M.N.C.| SIM
D. (2020)
Machado D. et al. (2020) SIM | PS* | SIM| SIM | SIM | SIM | SIM | SIM | SIM | SIM | SIM | SIM SIM SIM | SIM | NAO
Machado, E. et al. (2012) [ NAO | NAO [ SIM | P.S. | SIM [ NAO | NAO | NAO | NAO | NAO |[M.N.C.| MN.C.| NAO | NAO |MN.C.| NAO
Chen YW, Chiu YW, Chen x x x ~
CY, Chuang SK. (2015) SIM | NAO | SIM | NAO | SIM | SIM | SIM | SIM | SIM | NAO [M.N.C.| MN.C.| NAO | SIM |MN.C.| SIM
Awan KH, et al. (2019) SIM [NAO | SIM | NAO | SIM | SIM | SIM | SIM | SIM | NAO |[MN.C.| MN.C.| SIM SIM |MN.C.| SIM
Almutairi FA, et al. (2020) | SIM | NAO | SIM | NAO | SIM | SIM | SIM | NAO | SIM | NAO |[M.N.C.| MN.C.| SIM SIM |[M.N.C.| NAO

* P.S.= Parcialmente sim;

**M.N.C.= Metanalise ndo conduzida;

Itens com “*”” = Itens criticos.
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Patel J. Thambar S, Chen YW,
];zss';?;?; dgz,ﬁ“::u];;ﬁ: Cardoso JA, Aliuml:;';?: Sé Machado D. et | Machado, E. et ((:j}llnlel:n‘((j‘¥7 Awan KH, et | Almutairi FA,
g0 02 q Mehta SA. | > 85 | a1 (2020) al. 2012) ’ al. 2019) | et al. (2020)
metodolégica 2019) Nikolarakos D. Chuang SK.
(2020) (2015)
n % n % n % n % n % n % n %
Parcialmente Sim 0 o0 0o | 0 1 625 1 625] 0 | 0 0 | o0 0 | 0
Todos os Itens | Sim | 4 25 | 6 375 | 14 875 | 2 125 | 9 5625| 10 625 | 8 50
(n=16) Nio | 9 s625| 7 4375] 1 625 | 10 625 | 4 25 | 3 1875 5 31,25
Metandlisendo conduzida | 3 1875| 3 1875| 0 0 | 3 1875 3 1875 3 1875 3 1875
Parcialmente Sim [ o "o ] o7 o] 1 T2 1 T2 0o o] o o 0o o
Itens Criticos |Sim | 2 285 | 2 285| 6 8571 0 0 | 2 2857| 3  4285| 3 4285
(®=7)  |Ndo | 3 4285 3 4285 o 0 | 4 5704| 3 4285| 2 2857| 2 2857
Metanilise ndo conduzida | 2 28,57 | 2 2857| 0 0 | 2 2857| 2 2857| 2 2557| 2 2857
Parcialmente Sim [ o oJo T oo oo T oo ool oo o
Itens Nio  |Sim | 2 2222| 4 4444| 8 8888 | 2 2222 7 7777 | T 777 | 5 5555
Criticos (n=9) |N3o | 6 6666| 4 4444 1 1,11 6 6666] 1 LI 1 1,11 3 33,33
Metandlise ndo conduzida | 1 1L,1] 0 0o ] o 0 | 1 1,11 1 1,1 1 1,1 1 11,11




FIGURA 2: Distribuigdo grafica das respostas do AMSTAR-2
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4. DISCUSSAO:

De acordo com Zoltowski A. et al., (2014), uma revisdo sistematica pode ser
caracterizada como uma técnica completa para avaliagio e sintese de artigos da
literatura de um determinado tema de estudo, ocorrendo, assim, de forma organizada
através de estratégias de busca e andlise critica, minimizando assim possiveis vieses. E
foi apenas no final da década de 70 que surgiu a ideia de um estudo de revisdo feito de
forma sistemdtica.?! Todavia, essa técnica tdo robusta nem sempre ¢ realizada com a
mesma qualidade pelos autores, assim, sendo indispensavel a avaliagdo da qualidade
metodologica destas. Revisdes bem conduzidas sdo uma condi¢do para interpretacdes e
aplicacdes clinicas validas e também aumentam a probabilidade da obtencdo de

resultados confiaveis.'”

E importante salientar que existe uma crescente busca na literatura por métodos
de avaliacdo metodologicas. Em destaque, ¢ apresentado a ferramenta Assessment of
Multiple Systematic Reviews (AMSTAR 2), que foi uma das poucas construidas de
forma eficiente e validada.!” Neste Ambito, essa ferramenta foi utilizada para avaliar a
qualidade metodologica das revisdes sistematicas que enfatizem a relacdo da toxina

botulinica no tratamento das disfuncdes temporomandibulares.

De acordo com os resultados, seis>>»'*!118 das sete revisdes sistematicas
encontradas apresentaram mais de uma falha critica durante o processo de qualificacao
metodologica. Assim estes foram considerados como artigos com potencial criticamente
baixo. Enquanto uma revisdo'* obteve apenas uma falha critica durante sua avaliagdo,
caracterizando-se, dessa maneira, com grau de confianca baixo. Esse achado ¢
alarmante, uma vez que mostra que a qualidade metodologica dos estudos esta na
contramao da grande quantidade de revisdes sistematicas publicadas.

Levando em consideragao a frequéncia das respostas “Nao” em itens criticos e
ndo criticos, ndo houve uma diferenga significativa. Em que a ocorréncia de respostas
negativas nos itens criticos foi de 34,69%, enquanto nos itens ndo criticos foi de
34,91%, mostrando-se 0,22% mais frequente. Em contrapartida, ao analisar os itens

individualmente, observou-se diferencas consideraveis.
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Os dominios criticos que obtiveram piores resultados foram os itens criticos 2 e
4, no qual indagavam, respectivamente, sobre as revisoes terem um protocolo registrado
antes do inicio da revisdo e terem realizado uma busca abrangente de literatura. Estes
fatores influenciaram negativamente na possibilidade de realizar comparagdes sobre o
que foi planejado anteriormente do que estava sendo relatado na revisdo ja finalizada,
mediante o fato que a base de dados de registro evita duplicidade de revisdes que
avaliem a mesma pergunta clinica, como também torna o processo de escrita mais
transparente.??. Além disso, uma dificuldade encontrada foi a pesquisa na literatura de
forma superficial, desse modo, os resultados foram prejudicados e suas recomendagdes

comprometidas.

Nesse interim, o item critico 2 ganha um destaque maior por ter sido crucial para
determinar o grau de confiabilidade de uma revisio especifica'®, a qual apresentou a
resposta “Parcialmente Sim” no item referido acima, enquanto pontuou nos demais itens
criticos. Desse modo, a ndo pontuagdo neste item, determinou a sua classificagdo em
baixa qualidade metodologica. Caso a revisdo tivesse pontuado neste item, ela teria

obtido a classificacdo de qualidade metodologica maxima.

Ademais, dentre os itens nao criticos, o item 10 obteve um resultado geral
negativo, em que seis revisdes ndo pontuaram neste critério. O dominio em questao,
aborda se as fontes de financiamento dos estudos incluidos foram relatadas pelas
revisdes. Vista a relevancia desse ponto, a sua auséncia enfatiza o potencial de um

possivel risco de viés de publica¢dao que estudos individuais podem apresentar.

Em contrapartida, destaca-se, positivamente, os itens criticos 7 € 9. No primeiro

316 ndo contemplaram em sua pesquisa a apresentacdo de

item, apenas duas revisdes
uma lista de estudos excluidos e as justificativas para tanto. Enquanto que no dominio
9, apenas um trabalho'® niio realizou uma técnica satisfatoria para avaliar o risco de viés
(RoB) nos estudos individuais incluidos. Esta andlise € crucial, pois fornece ao leitor
uma independéncia na interpretagcdo dos resultados sem parcialidade, visto que revisdes
que analisem o RoB e levam em conta esta avaliagdo no momento em que estiverem

realizando suas consideragdes, possuem maior possibilidade de viabilizar conclusdes

mais solidas, ou seja, evita o erro sistematico (viés) que pode levar a resultados
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incorretos.”® Além disso, estudos que fornecem uma lista e justificativa dos artigos
excluidos passam maior transparéncia na construgdo e sistematizagdo de sua pesquisa.
No que concerne aos itens 1 e 3, os estudos incluidos foram qualificados na
maioria dos trabalhos, apenas uma revisio'® nio pontuou o item 1, que diz respeito ao
componente PICO. Os métodos de elaboracdo de revisdes sistemdticas preveem que a
estruturacdo da pergunta de pesquisa seja realizada de forma inicial e imediata, visto
que esta guiard toda a construgio da sintese. * No que tange ao ponto da explicagio da
selecdo dos desenhos de estudos (dominio 3), todos os artigos contemplaram este

critério.

Além disso, ¢ importante destacar o fato de que apenas uma revisdao
sistemdtica'® possuia metanalise, e esta foi classificada com grau de confianca baixo.
Este fato demonstra caréncia na integracdo e quantificacdo de resultados, que ¢ algo
importante e alcangado através de uma analise estatistica. Uma vez que esta tem como
prerrogativa a elevagcdo da objetividade das revisdes, a reducdo da ocorréncia de

provaveis enviesamentos, além de aumentar a confiabilidade dos resultados.?>2

A respeito do mesmo tema, os itens criticos 11 e o 15 e o dominio nao critico 12
relacionam-se a realizacdo de metanalise, dessa forma apenas a revisdo sistematica'®
pontuou de forma positiva nestes pontos. Os autores das demais revisdes>>'416-18
afirmavam a existéncia de uma significativa heterogeneidade, o que impossibilitava a
realizacdo de sinteses quantitativas. Assim, ¢ possivel inferir que se faz estritamente
necessario uma padronizagao nos estudos individuais, a fim de possibilitar a realizagao

de estudos estatisticos, consequentemente favorecendo a utilizacdo de técnicas mais

robustas de analise.

No tocante as varidveis clinicas apresentadas pelas revisdes sistematicas, a
reducao da dor, a maxima abertura bucal ¢ os efeitos adversos destacam-se. Os estudos
incluidos mostraram diferengas significativas na utilizacdo da TB na reducdo da
intensidade da dor e na abertura maxima bucal em comparagdo aos grupos controles. No
entanto, esses resultados foram influenciados por estudos primarios com grande
heterogeneidade, pequeno tamanho da amostra, curto periodo de acompanhamento e

alto risco de viés.
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Machado D. et al., 2020 apresentou uma qualidade metodolégica superior aos
demais artigos incluidos neste estudo, além de ser o Unico que realizou metanalise com
o tema proposto. Como resultados, este estudo trouxe que nove ensaios clinicos (267
participantes) avaliaram a reducdo da dor na utilizagdo da TB comparada ao placebo,
destes, oito (237 participantes) utilizaram a escala visual analégica (EVA) e um usou
questionario biocomportamental. Destes, foram reunidos os resultados de quatro ensaios
para a realizacdo da metanalise em trés tempos: um, trés e seis meses apos o tratamento.
Um més apds o tratamento, houve uma melhora na dor favorecendo o Grupo TB:
Diferenca média (DM)= -1,74 pontos (EVA), Intervalo de confianca (IC) de 95% -2,94
a -0,54 pontos, trés ECRs (60 participantes) [>= 0%, evidéncia de baixa qualidade. Aos
trés e seis meses nao houveram diferencas significativas entre os grupos, com uma
redug¢do média de -0,89 e -1,33 pontos (EVA), respectivamente. Nas comparagdes da
TB com laser de baixa poténcia ou com nenhum tratamento ndo foram relatadas
diferencas significativas. Quando comparado com a manipulag¢do facial, a intensidade
da dor em trés meses apds o tratamento foi significativamente maior nos participantes
tratados com TB do que com a manipulagdo facial (DM= 2,30 pontos, IC de95% 0,80 a
3,80). E naquele comparado ao grupo com tratamento convencional, os resultados foram
avaliados dois, seis, doze meses e apoOs tratamento. A intensidade da dor foi
significativamente menor no grupo TB ap6s um més (DM= -1,80 pontos, IC de 95% -
2,10 a -1,50 pontos), seis meses (DM= -1,90, IC de 95% -2,25 a -1,55 pontos) e 12
meses (DM=-1,90, IC de 95% -2,25 a - 1,55 pontos).

Quando avaliado a abertura maxima de boca, Machado D. et al., 2020, relata que
na comparacgao entre TB e placebo, trés ECRs avaliaram este resultado, mas apenas dois
forneceram dados que poderiam ser incluidos na metandlise. Ademais, ndo foram
encontradas diferengas significativas entre esses grupos em todos os momentos
avaliados. Apenas 1 estudo comparou a TB com a terapia de laser de baixa poténcia na
abertura de boca (DM=0,30 mm, IC de 95% -10,10 a 10,79) um més depois do
tratamento. A respeito dos estudos que compararam a TB com a manipulagado facial, ndo
houveram diferencas significativas. Mesmo sugerindo beneficios na utilizacdo da TB, a

revisdo traz estudos primarios com baixa qualidade de evidéncia, desta forma, mais
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ensaios de alta qualidade sdo necessarios para aumentar a qualidade em relagdo a

eficacia desta intervengdo, e assim poder realizar recomendagdes para a pratica clinica.

Diversos efeitos adversos foram relatados pelos estudos incluidos, e algumas
revisdes relataram-nos tanto no grupo teste quanto pelo grupo controle. Trés
artigos>!*!7 descreveram que os participantes apresentaram paralisia temporaria apds
inje¢do e aumento da dor. Ademais, observou-se uma sintomatologia comuns em trés

estudos>>!’

, que retratam dor de cabeca, fraqueza, dores musculares e sintomas
semelhantes a gripe. Dois deles>'®, por sua vez, foram os tnicos estudos que reportaram
que os participantes manifestaram xerostomia. Uma revisdo'’ relatou que em um de
seus ensaios primarios incluidos houve cinco desisténcias devido aos efeitos colaterais.

Enquanto que uma outra sintese'® os efeitos diminuiram apés 1 més.

Um estudo!® afirmou que pelo menos sete ensaios randomizados apresentou
pelos menos um efeito adverso, todavia ndo houve diferenga significativa no
acompanhamento de um e trés meses quando comparado o grupo TB e placebo. Quando
este mesmo autor comparou a TB a intervengdes como manipulacdo facial, ao
tratamento convencional e a nenhum tratamento nao houve efeitos adversos em nenhum
dos grupos em todos os momentos avaliados. Em vista a variedade de efeitos colaterais,
faz-se necessario acompanhamento por um longo periodo e o reportamento destes para

que se possa avaliar de forma mais confiavel estes dados.

Esta avaliacdo da qualidade metodologica nao esta isenta de limitagdes. As
revisoes sistematicas incluidas possuem ensaios clinicos com alto risco de viés e grande
heterogeneidade. Ademais, a auséncia de metandlise em 6 (85,71%) dos estudos,

impossibilita a generalizagao dos resultados obtidos.

Este estudo ¢ pioneiro em avaliar a qualidade metodologica das revisdes
sistematicas que abordam a utilizacdo da toxina botulinica no tratamento de pacientes
com DTMs. Seus resultados ndo fornecem evidéncia cientifica solida para sugerir a
eficacia da TB na reducao da dor e na melhora da abertura bucal nesta problematica.
Embora os estudos apresentem descobertas significantes, nao se pode recomendar com

seguranga na pratica clinica.
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5. CONCLUSAO:

Em sintese, através da utilizagdo da ferramenta AMSTAR 2 para avaliagdo da
qualidade metodoldgica, os resultados deste estudo possibilitaram a afirma¢do de que as
revisdes sistematicas incluidas obtiveram resultados negativos quanto a analise da
qualidade metodologica, das quais, apenas uma enquadrou-se em uma qualidade baixa e

as demais criticamente baixa.

A vista disso, nenhuma revisio sistematica incluida obteve um grau de
confianca moderado ou alto. Dessa maneira, estes estudos devem ter suas descobertas
revisadas com cautela. Pode-se concluir que os resultados ndo fornecem confirmagao
estatistica para recomendar a utilizagdo da TB no tratamento das disfuncdes
temporomandibulares, posto que as revisdes sistematicas que embasam este tema

apresentam déficit na avaliagdo da qualidade metodologica.

Embora estes estudos sugiram uma efetiva reducao da dor e melhora na abertura
maxima bucal com a utilizacdo da TB, mais estudos padronizados, com maior
homogeneidade, maior tamanho de amostra e um elevado rigor metodologico devem ser
reforcados para que suas recomendagdes sejam aplicadas com seguranga na area clinica.
Portanto, os achados destas revisdes sao insuficientes para apoiar ou refutar o uso da TB

de forma label para o tratamento das DTMs.
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ANEXO A - LISTA DE FIGURAS

Figura 1: Etapa de seleg¢do dos artigos elegiveis para o estudo.

Figura 2: Distribuicdo grafica das respostas do AMSTAR-2
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Tabela 3: Avaliacdo e interpretacao da Ferramenta AMSTAR 2.
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ANEXO C - FERRAMENTA DETALHADA DO AMSTAR 2

ARTIGO: Almutairi FA, Almansour MM, Almansour IM, Alwazzan RA, Alrashaid

HM, Baseer MA.The role of botox in the management of tmj disorders — a systematic

review. Annals of Dental Specialty Vol. §; Issue 4. Oct — Dec 2020.

AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both . g

1. Did the research questions and inclusion criteria for the review include the components of PICO?

For Yesi Optional (recommended)
/ Population Timeframe for follow-up / Yes
%}ntervenzion No

Comparator group
/ Outcome

2. Did the report of the review contain an explicit statement that the review methods were
established prior to the conduct of the review and did the report justify any significant deviations
from the protocol?

For Partial Yes:

The authors state that they had a written
protocol or guide that included ALL the
following:

For Yes:
As for partial yes. plus the protocol
should be registered and should also
have specified:
Yes
a meta-analysis/synthesis plan, Partial Yes
if appropriate, and No
a plan for investigating causes
of heterogeneity
Jjustification for any deviations
from the protocol

[J  review question(s)
a search strategy
inclusion/exclusion criteria
L arisk of bias assessment

3. Did the review authors explain their selcetion of the study designs for inclusion in the review?

e

For Yes, the review should satisfy ONE of the following;
Explanation for including only RCTs
OR Explanation for including only NRSI
OR Explanation for including both RCTs and NRSI

4. Did the review authors use a comprehensive literature search strategy?

For Partial Yes (all the following):

/ searched at least 2 databases

(relevant to research question)
provided key word and/or

For Yes, should also have (all the
following):
~  searched the reference lists / B *¥Yes
bibliographies of included Partial Yes
studies ~ No

search strategy
justified publication restrictions
(e.g. language)

searched trial/study registries
included/consulted content
experts in the field
where relevant, searched for
grey literature

_  conducted search within 24
months of completion of the
review

5. Did the review authors perform study selection in duplicate?
For Yze. cither ONE of the following:
at least two reviewers independently agreed on selection of eligible studies
and achieved consensus on which studies to include
OR two reviewers selected a sample of eligible studies_and achieved good

agreement (at least 80 percent), with the remainder selected by one
reviewer.

Pl




AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-

randomised studies of healthcare interventions, or both

6. Did the review authors perform data extraction in duplicate?

For Y#£. either ONE of the following: :
7~ at least two reviewers achieved consensus on which data to extract from

included studies

L OR two reviewers extracted data from a sample of eligible studies and
achieved good agreement (at least 80 percent), with the remainder

extracted by one reviewer.

/ Yes
No

7. Did the review authors provide a list of excluded studies and justify the exclusions?

For Parial Yes:
/ provided a list of all potentially

For Yesmust also have:

Justified the exclusion from Yes
relevant studies that were read the review of each potentially 71 Partial Yes
in full-text form but excluded relevant study 1 ‘No
from the review

8. Did the review authors describe the included studies in adequate detail?
For Partial Yes (ALL the following): For Yes, should also have ALL the
following:
described populations described population in detail Yes
" _described interventions described intervention in Partial Yes
" described comparators detail (including doses where / No

described outcomes
I deseribed research designs

relevant)

[ described comparator in detail
(including doses where
relevant)
described study’s setting
timeframe for follow-up

9. Did the review authors use a satisfactory technique for assessing the risk of bias (RoB) in
individual studies that were included in the review?

RCTs
For Partial Yes, must have assessed RoB
from

; anconcealed allocation, and

For Yes, must also have assessed RoB
from:
/‘ allocation sequence that was

#

Yes

7" lack of blinding of patients and not truly random, and Partial Yes
assessors when assessing / selection of the reported result 1 No
outcomes (unnecessary for from among multiple 7 Includes only
objective outcomes such as all- measurements or analyses of a NRSI
cause mortality) specified outcome
NRSI
For Partial Yes, must have assessed For Yes, must also have assessed RoB:
RoB: ' methods used to ascertain B Yes
from confounding, and exposures and outcomes, and Ll Partial Yes
from selection bias selection of the reported result No
from among multiple Includes only
measurements or analyses of a RCTs

specified outcome

10. Did the review authors report on the sources of funding for the studies included in the review?

For Yes

& Sles

/No

| Must have reported on the sources of funding for individual studies included
in the review. Note: Reporting that the reviewers looked for this information
but it was not reported by study authors also qualifies
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AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both 7

11. If meta-analysis was performed did the review authors use appropriate methods for statistical
combination of results?

RCTs
For Yes:
[ The authors justified combining the data in a meta-analysis B, <Yy
[ AND they used an appropriate weighted technique to combine £, No
study results and adjusted for heterogeneity if present. No meta-analysis
L' AND investigated the causes of any heterogeneity s ssact IO
For NRSI
For Yes:
[0 The authors justified combining the data in a meta-analysis Yes
[ AND they used an appropriate weighted technique to combine 0 No
study results, adjusting for heterogeneity if present - No meta-analysis
[T AND they statistically combined effect estimates from NRSI that conducted

were adjusted for confounding, rather than combining raw data,
or justified combining raw data when adjusted effect estimates
were not available

[ AND they reported separate summary estimates for RCTs and
NRSI separately when both were included in the review

12. If meta-analysis was performed, did the review authors assess the potential impact of RoB in

For Yes:
included only low risk of bias RCTs Yes
Z OR, if the pooled estimate was based on RCTs and/or NRSI at variable &', No
RoB, the authors performed analyses to investigate possible impact of No meta-analysis
RoB on summary estimates of effect. conducted

13. Did the review authors account for RoB in individual studies when interpreting/ discussing the
results of the review?
For Yes: ;
[+ included only low risk of bias RCTs / Yes
/" OR, if RCTs with moderate or high RoB, or NRSI were included the T No
review provided a discussion of the likely impact of RoB on the results

14. Did the review authors provide a satisfactory explanation for, and discussion of, any
heterogeneity observed in the results of the review?
o i e
.There was no significant heterogeneity in the results
/~ OR if heterogeneity was present the authors performed an investigation of / Yes
sources of any heterogeneity in the results and discussed the impact of this No
on the results of the review

15. If they performed quantitative synthesis did the review authors carry out an adequate
investigation of publication bias (small study bias) and discuss its likely impact on the results of
the review? ’

For Yes:
performed graphical or statistical tests for publication bias and discussed Yes
the likelihood and magnitude of impact of publication bias No

#" No meta-analysis
conducted
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AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non- _
randomised studies of healthcare interventions, or both

16. Did the review authors report any potential so

urces of conflict of interest, including any funding
they received for conducting the review?

For Yes:
—  The authors reported no competing interests OR 5 Yes
. The authors described their funding sources and how they managed / No
potential conflicts of interest

To cite this tool: Shea BJ, Reeves BC, Wells G, Thuku M, Hamel C, Moran J, Moher D, Tugwell P,
Welch V, Kristjansson E, Henry DA. AMSTAR 2: a critical appraisal tool for systematic reviews that

include randomised or non-randomised studies of healthcare interventions, or both. BMJ. 2017 Sep
21;358:j4008.

i)

45



46

ARTIGO: Awan KH, Patil S, Alamir AWH, Maddur N, Arakeri G, Carrozzo M,
Brennan PA. Botulinum toxin in the management of myofascial pain associated with
temporomandibular dysfunction. J Oral Pathol Med. 2019 Mar;48(3):192-200. doi:
10.1111/jop.12822. Epub 2019 Jan 25. PMID: 30604895.

AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both z

1. Did the research questions and inclusion criteria for the review include the components of PICO?

For Yes: Optional (recommended)
2" Population Timeframe for follow-up / Yes
/" Intervention No
/" Comparator group
/ Qutcome
2. Did the report of the review contain an explicit statement that the review methods were

established prior to the conduct of the review and did the report justify any significant deviations
from the protocol?

For Partial Yes: For Yes:
The authors state that they had a written  As for partial yes, plus the protocol
protocol or guide that included ALL the  should be registered and should also

following: have specified:
; Yes
/ review question(s) ~  a meta-analysis/synthesis plan, Partial Yes
a search strategy if appropriate, and _Z No
7" inclusion/exclusion criteria ~ aplan for investigating causes
of heterogeneity

/ arisk of bias assessment Frah 2
justification for any deviations
_from the protocol

3. Did the review authors explain their selection of the study designs for inclusion in the review?

For Yes, the review should satisfy ONE of the following:
Explanation for including only RCTs Yes
~ OR Explanation for including only NRSI Z~ No
= OR Explanation for including both RCTs and NRSI

4. Did the review authors use a comprehensive literature search strategy?

For Partial Yes (all the following): For Yes, should also have (all the
following):
/ searched at least 2 databases 7 searched the reference lists / G S0 -}
(relevant to research question) bibliographies of included O Partial Yes
" provided key word and/or studies A No
search strategy _ searched trial/study registries
justified publication restrictions included/consulted content
(e.g. language) experts in the field

/_' where relevant, searched for
grey literature
conducted search within 24
months of completion of the
review
5. Did the review authors perform study selection in duplicate?
For Yes, either ONE of the following:
at least two reviewers independently agreed on selection of eligible studies 27 Yes
and achieved consensus on which studies to include O No
/ OR two reviewers selected a sample of eligible studies and achieved good

agreement (at least 80 percent), with the remainder selected by one
reviewer.




AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non--
randomised studies of healthcare interventions, or both

6. Did the review authors perform data extraction in duplicate?
For Yes, either ONE of the following: .

/ at least two reviewers achieved consensus on which data to extract from Z Yes
included studies 7 No
OR two reviewers extracted data from a sample of eligible studies and
achieved good agreement (at least 80 percent), with the remainder
extracted by one reviewer.

7. Did the review authors provide a list of excluded studies and ]usnfy the exclusmns"

For Partial Yes: For Yes, must also have:
#° provided a list of all potentially 7~ Justified the exclusion from / Yes
relevant studies that were read the review of each potentially [ Partial Yes
in full-text form but excluded relevant study 0. No
_ from the review aegeatgae Tl i A T e
8. Did the review authors describe the included stlldles in adequate deta:l”
For Partial Yes (ALL the following):  For Yes, should also have ALL the 31 s L
following:
7 described populations /" described population in detail 7 Yes
7 described interventions 7" described intervention in C Partial Yes
detail (including doses where C No

" described comparators
described outcomes
/ described research designs

relevant)

/? described comparator in detail
(including doses where
relevant)

/ described study’s setting
timeframe for follow-up

9. Did the review authors use a sansfactorv technique for assessing the risk of bias (RoB) in
individual studies that were included in the re\new"

RCTs
For Partial Yes, must have assessed RoB  For Yes, must also have assessed RoB
from from:
unconcealed allocation, and / allocation sequence that was / Yes
" lack of blinding of patients and not truly random, and Partial Yes
assessors when assessing 7 selection of the reported result _. No
outcomes (unnecessary for from among multiple ~  Includes only
objective outcomes such as all- measurements or analyses of a NRSI
cause mortality) specified outcome
NRSI
For Partial Yes, must have assessed For Yes, must also have assessed RoB:
RoB: methods used to ascertain 0 Yes
[l from confounding, and exposures and outcomes, and [ Partial Yes
[ from selection bias ' selection of the reported result 0 No
from among multiple ,? Includes only
measurements or analyses of a RCTs
~ specified outcome &

10, Did the review authm S report on the sources of funding for the smd[es lncluded in the review?
| For Yes S e S S
| Must have reported on the sources of funding for individual studies included 0 Yes

in the review. Note: Reporting that the reviewers looked for this information ,Z" No
but it was not reported by study authors also qualifies
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AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

11. 1f meta-analysis was performed did the review authors use appropriate methods for statistical
combination of results?

RCTs
For Yes:
The authors justified combining the data in a meta-analysis 2 Yes
[ AND they used an appropriate weighted technique to combine g% No
study results and adjusted for heterogeneity if present. f No meta-analysis
[ AND investigated the causes of any heterogeneity 3 conducted
For NRSI
For Yes:
T The authors justified combining the data in a meta-analysis 1. Yes
[C AND they used an appropriate weighted technique to combine O No
study results, adjusting for heterogeneity if present No meta-analysis
T AND they statistically combined effect estimates from NRSI that conducted

were adjusted for confounding, rather than combining raw data,
or justified combining raw data when adjusted effect estimates
were not available

AND they reported separate summary estimates for RCTs and
NRSI separately when both were included in the review

12, If meta-analysis was performed, did the review authors assess the potential impact of RoB in
individual studies on the results of the meta-analysis or other evidence synthesis?

For Yes:
~ included only low risk of bias RCTs O Yes
Z  OR, if the pooled estimate was based on RCTs and/or NRSI at variable O No
RoB, the authors performed analyses to investigate possible impact of 7" No meta-analysis
RoB on summary estimates of effect. conducted

13. Did the review authors account for RoB in individual studies when interpreting/ discussing the
results of the review?

C included only low risk of bias RCTs 7 Yes
/" OR, if RCTs with moderate or high RoB, or NRSI were included the O No
review provided a discussion of the likely impact of RoB on the results

14. Did the review authors provide a satisfactory explanation for, and discussion of, any
heterogeneity observed in the results of the review?

For Yes:
" There was no significant heterogeneity in the results
7 ORif heterogeneity was present the authors performed an investigation of A Yes
sources of any heterogeneity in the results and discussed the impact of this J No
on the results of the review

- |
un

. If they performed quantitative synthesis did the review authors carry out an adequate
investigation of publication bias (small study bias) and discuss its likely impact on the results of
the review?

For Yes:
performed graphical or statistical tests for publication bias and discussed 0 Yes
the likelihood and magnitude of impact of publication bias No
/ No meta-analysis
conducted
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randomised studies of healthcare interventions, or both i

16. Did the review authors report any potential sources of conflict of interest, including any funding
they received for conducting the review?
FD]' Yes: i TR e P T e D A TG T =
/ The authors reported no competing interests OR / Yes
The authors described their funding sources and how they managed 0 Ne
potential conflicts of interest

To cite this tool: Shea BJ, Reeves BC, Wells G, Thuku M, Hamel C, Moran J, Moher D, Tugwell P,
Welch V, Kristjansson E, Henry DA. AMSTAR 2: a critical appraisal tool for systematic reviews that
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ARTIGO: Chen YW, Chiu YW, Chen CY, Chuang SK. Botulinum toxin therapy for
temporomandibular joint disorders: a systematic review of randomized controlled trials.
Int J Oral Maxillofac Surg. 2015 Aug;44(8):1018-26. doi: 10.1016/5.ijom.2015.04.003.
Epub 2015 Apr 25. PMID: 25920597.

AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

1. Did the research questions and inclusion criteria for the review include the components of PICO?

For Yes: Optional (recommended)
/" Population Timeframe for follow-up 2 Yes
/" Intervention No
/" Comparator group
Outcome

2. Did the report of the review contain an explicit statement that the review methods were
established prior to the conduct of the review and did the report justify any significant deviations
from the protocol?

For Partial Yes: For Yes:

The authors state that they had a written ~ As for partial yes, plus the protocol
protocol or guide that included ALL the  should be registered and should also

following: 3 have specified:
s Yes
[ review guestion(s) " ameta-analysis/synthesis plan, Partial Yes
[/ a search strategy if appropriate, and Z No
inclusion/exclusion criteria = aplan for investigating causes

of heterogeneity
Jjustification for any deviations
from the protocol

[ arisk of bias assessment

3. Did the review authors explain their selection of the study designs for inclusion in the review?
For Yes, the review should satisfy ONE of the following:
Explanation for including only RCTs Ye
OR Explanation for including only NRSI Z No
OR Explanation for including both RCTs and NRSI

4. Did the review authors use a comprehensive literature search strategy?

S

For Partial Yes (all the following): For Yes, should also have (all the
following):

f searched at least 2 databases "~ searched the reference lists / O “Yes
(relevant to research question) bibliographies of included | Partial Yes
provided key word and/or studies No
search strategy L searched trial/study registries
Justified publication restrictions included/consulted content
(e.g. language) experts in the field

= where relevant, searched for
grey literature
conducted search within 24
months of completion of the
review
5. Did the review authors perform study selection in duplicate?
For Yes, either ONE of the following:
at least two reviewers independently agreed on selection of eligible studies / Yes
and achieved consensus on which studies to include No
OR two reviewers selected a sample of eligible studies and achieved good

agreement (at least 80 percent), with the remainder selected by one
reviewer.




AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-

randomised studies of healthcare interventions, or both

6.

%

For Partial Yes:

Did the review authors perform data extraction in duplicate?

For Yes, either ONE of the following:
at least two reviewers achieved consensus on which data to extract from

included studies

OR two reviewers extracted data from a sample of eligible studies and
achieved good agreement (at least 80 percent), with the remainder

extracted by one reviewer.

£

Yes
No

Did the review authors provide a list of excluded studies and justify the exclusions?

/ provided a list of all potentially /

8. Did the review authors desér‘ibe the included studies in adequate detail?
For Partial Yes (ALL the following): ;

NNNNN

relevant studies that were read
in full-text form but excluded
from the review

folloy‘n
described populations 4
described interventions A
described comparators

described outcomes

described research designs /

7

For Yes, must also have:

Justified the exclusion from
the review of each potentially
relevant study

i1

described population in detail
described intervention in
detail (including doses where
relevant)

described comparator in detail
(including doses where
relevant)

described study’s setting
timeframe for follow-up

9

Yes
Partial Yes
No

Yes
Partial Ves
No

Did the review authors use a satisfactory technique for assessing the risk of bias (RoB) in

For Yes, must also have assessed RoB

9.
individual studies that were included in the review?
RCTs
For Partial Yes, must have assessed RoB
from from:
)/ unconcealed allocation, and /

' lack of blinding of patients and

NRSI

For Partial Yes, must have assessed

RoB:
[
.

assessors when assessing
outcomes (unnecessary for
objective outcomes such as all-
cause mortality)

from confounding, and
from selection bias

allocation sequence that was
not truly random, and
selection of the reported result
from among multiple
measurements or analyses of a
specified outcome

For Yes, must also have assessed RoB:

methods used to ascertain
exposures and outcomes, and
selection of the reported result
from among multiple
measurements or analyses of a
specified outcome

g

m

g

Xes

Partial Yes
No

Includes only
NRSI

Yes

Partial Yes
No

Includes only
RCTs

10. Did the review authors report on the sources of funding for the studies included in the review?
For Yes | '

Must have reported on the sources of funding for individual studies included
in the review. Note: Reporting that the reviewers looked for this information

but it was not reported by study authors also qualifies

El' Wes

XNO
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AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both .

11. 1f meta-analysis was performed did the review authors use appropriate methods for statistical
combination of results?

RCTs
For Yes:
[ The authors justified combining the data in a meta-analysis Yes
[ AND they used an appropriate weighted technique to combine No
study results and adjusted for heterogeneity if present. / No meta-analysis
[ AND investigated the causes of any heterogeneity conducted
* For NRSI
For Yes:
[C The authors justified combining the data in a meta-analysis 0. ¥es
[ AND they used an appropriate weighted technique to combine 0 No
study results, adjusting for heterogeneity if present | No meta-analysis
[l AND they statistically combined effect estimates from NRSI that conducted

were adjusted for confounding, rather than combining raw data,
or justified combining raw data when adjusted effect estimates
were not available

[7 AND they reported separate summary estimates for RCTs and
NRSI separately when both were included in the review

12. If meta-analysis was performed, did the review authors assess the potential impact of RoB in
individual studies on the results of the meta-analysis or other evidence synthesis?

For Yes:
included only low risk of bias RCTs Yes
. OR, if the pooled estimate was based on RCTs and/or NRSI at variable No
RoB, the authors performed analyses to investigate possible impact of / No meta-analysis
RoB on summary estimates of effect. conducted

13. Did the review authors account for RoB in individual studies when interpreting/ discussing the
results of the review?
For Yes:
included only low risk of bias RCTs Yes

OR, if RCTs with moderate or high RoB, or NRSI were included the 7 No
review provided a discussion of the likely impact of RoB on the results

14. Did the review authors provide a satisfactory explanation for, and discussion of, any
heterogeneity observed in the results of the review?

There was no significant heterogeneity in the results

,2’ OR if heterogeneity was present the authors performed an investigation of / Yes
sources of any heterogeneity in the results and discussed the impact of this 1 No
on the results of the review

15. If they performed quantitative synthesis did the review authors carry out an adequate
investigation of publication bias (small study bias) and discuss its likely impact on the results of

the review? 3

For Yes:
performed graphical or statistical tests for publication bias and discussed Yes
the likelihood and magnitude of impact of publication bias No

/ No meta-analysis
conducted




AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both -

16. Did the review authors report any potential sources of conflict of interest, including any funding
they received for conducting the review?
For Yes:
#  The authors reported no competing interests OR / Yes

_ The authors described their funding sources and how they managed 0 *Na
potential conflicts of interest

To cite this tool: Shea BJ, Reeves BC, Wells G, Thuku M, Hamel C, Moran J, Moher D, Tugwell P,
Welch V, Kristjansson E, Henry DA. AMSTAR 2: a critical appraisal tool for systematic reviews that

include randomised or non-randomised studies of healthcare interventions, or both. BMJ. 2017 Sep
21;358:j4008.
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ARTIGO: Machado E.;dos Santos L.Z.b;Custodio L.G.; Cunali P.A. Botulinum toxin
for treating muscular temporomandibular disorders: A systematic review. Dental Press
Journal of OrthodonticsOpen Access. Volume 17, Issue 6, Pages 167 — 171.
November/December, 2012.

AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both ;

1. Did the research questions and inclusion eriteria for the review include the components of PICO?

For Yes: Optional (recommended)

_ Population Timeframe for follow-up 0 “Yes
Intervention A2 No
Comparator group

—  Outcome

2. Did the report of the review contain an explicit statement that the review methods were
established prior to the conduct of the review and did the report justify any significant deviations
from the protocol?

For Partial Yes: For Yes:

The authors state that they had a written ~ As for partial yes, plus the protocol
protocol or guide that included ALL the  should be registered and should also

following: have specified:
3 Yes
[l review question(s) ~  ameta-analysis/synthesis plan, Partial Yes
a search strategy if appropriate, and / No

a plan for investigating causes
of heterogeneity

justification for any deviations
from the protocol

" inclusion/exclusion criteria
arisk of bias assessment

3. Did the review authors explain their selection of the study designs for inclusion in the review?
For Yes, the review should satisfy ONE of the following:
Explanation for including only RCTs Yes
OR Explanation for including only NRSI / No
OR Explanation for including both RCTs and NRSI :

4. Did the review authors use a comprehensive literature search strategy?

For Partial Yes (all the folldwing): For Yes, should also have (all the
following):
7 searched at least 2 databases 7 searched the reference lists / O Yes
(relevant to research question) bibliographies of included 2 Partial Yes
2 provided key word and/or studies No
search strategy I searched trial/study registries
/ Jjustified publication restrictions 7 included/consulted content
(e.g. language) experts in the field

T where relevant, searched for
grey literature

C  conducted search within 24
months of completion of the
review

5. Did the review authors perform study selection in duplicate?

For Yes, either ONE of the following:
at least two reviewers independently agreed on selection of eligible studies A Yes
and achieved consensus on which studies to include NG
/ OR two reviewers selected a sample of eligible studies and achieved good
agreement (at least 80 percent), with the remainder selected by one
reviewer.




AMSTAR 2: a eritical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

6. Did the review authors pert‘urm data extraction in duplicate?

For Yes, either ONE of the following:
_ at least two reviewers achieved consensus on which data to extract from O ~¥es
included studies ~ No
—  OR two reviewers extracted data from a sample of eligible studies and
achieved good agreement (at least 80 percent), with the remainder
extracted by one reviewer.

7. Did the review authors prowde a list of excluded smdies nnd jusnfv the etciuslons"

For Partial Yes: For* Yes, must also have:
' provided a list of all potentially — Justified the exclusion from Yes
relevant studies that were read the review of each potentially T Partial Yes
in full-text form but excluded relevant study Z No

_from the review

8. Did the review authors descr[be the included studies in adequate detail?

For Partial Yes (ALL the fo]lawmg)_ For Yes should also have ALL the
tcl]owmg
described populations deseribed population in detail 7 Yes
described interventions T described intervention in Partial Yes
detail (including doses where 7 No

L described comparators
/ described outcomes
/ described research designs

relevant)

_  described comparator in detail
(including doses where
relevant)

/ described study’s setting
imeframe for follow-up

9. Did the review authors use a satlsfactnry technique for assessing the risk ol’ bias (RoB) in
individual studies that were included in the review?

RCTs
For Partial Yes, must have assessed RoB  For Yes, must also have assessed RoB
from from:
[ unconcealed allocation, and _ allocation sequence that was 3, Yes
[ lack of blinding of patients and not truly random, and - Partial Yes
assessors when assessing = selection of the reported result f No
outcomes (unnecessary for from among multiple Z  Includes only
objective outcomes such as all- measurements or analyses of a NRSI
_____ causemortality) Cpadgedeioskome -~ . BT
NRSI
For Partial Yes, must have assessed For Yes, must also have assessed RoB:
RoB: ~ methods used to ascertain (- Yes
[ from confounding, and exposures and outcomes, and O Partial Yes
[T from selection bias " selection of the reported result 1 No
from among multiple / Includes only
measurements or analyses of a RCTs
specified outcome 3

10. Did the le\lew authors report on the sources of funding for the studles mcluded in the rev;ew"

[ For¥es: -
7] Must have reported on the sources of funding for individual studies included O, Yes
in the review. Note: Reporting that the reviewers looked for this information A’ No

but it was not reported by study authors also qualifies
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AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non- :
randomised studies of healthcare interventions, or both

11. Tf meta-analysis was performed did the review authors use appropriate methods for statistical
combination of results?

RCTs
For Yes: 3
[ The authors justified combining the data in a meta-analysis 3% Yes
[ AND they used an appropriate weighted technique to combine J No
study results and adjusted for heterogeneity if present. / No meta-analysis
[l AND investigated the causes of any heterogeneity oLl conducted
For NRSI
For Yes:
[ The authors justified combining the data in a meta-analysis O - Yes
U AND they used an appropriate weighted technique to combine 2 No
study results, adjusting for heterogeneity if present -~ No meta-analysis
[ AND they statistically combined effect estimates from NRSI that conducted

were adjusted for confounding, rather than combining raw data,
or justified combining raw data when adjusted effect estimates
were not available

[ AND they reported separate summary estimates for RCTs and
'NRSI separately when both were included in the review

12, If meta-analysis was performed, did the review authors assess the potential impact of RoB in
individual studies on the results of the meta-analysis or other evidence synthesis?

For Yes:
~  included only low risk of bias RCTs J=' ¥ es
—  OR, if the pooled estimate was based on RCTs and/or NRSI at variable 1~ No
RoB, the authors performed analyses to investigate possible impact of /" No meta-analysis
RoB on summary estimates of effect. conducted

13. Did the review authors account for RoB in individual studies when interpreting/ discussing the
results of the review?

For Yes:
included only low risk of bias RCTs Yes
OR, if RCTs with moderate or high RoB, or NRSI were included the 7 No
review provided a discussion of the likely impact of RoB on the results

14. Did the review authors provide a satisfactory explanation for, and discussion of, any
heterogeneity observed in the results of the review?

For Yes:
" There was no significant heterogeneity in the results
T OR if'heterogeneity was present the authors performed an investigation of i Yes
sources of any heterogeneity in the results and discussed the impact of this Z No

on the results of the review

15. If they performed quantitative synthesis did the review authors carry out an adequate
investigation of publication bias (small study bias) and discuss its likely impact on the results of
the review?

For Yes:
performed graphical or statistical tests for publication bias and discussed (1= Yes
the likelihood and magnitude of impact of publication bias 0 No
7 No meta-analysis
conducted
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AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both :

16. Did the review authors report any potential sources of conflict of interest, including any funding

they received for conducting the review?
For Yes: s P
_  The authors reported no competing interests OR O Yes

—  The authors described their funding sources and how they managed / No
potential conflicts of interest

To cite this tool: Shea BJ, Reeves BC, Wells G, Thuku M, Hamel C, Moran J, Moher D, Tugwell P,
Welch V, Kristjansson E, Henry DA. AMSTAR 2: a critical appraisal tool for systematic reviews that

include randomised or non-randomised studies of healthcare interventions, or both. BMJ. 2017 Sep
21;358:j4008.
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ARTIGO: Machado D, Martimbianco ALC, Bussadori SK, Pacheco RL, Riera R,
Santos EM. Botulinum Toxin Type A for Painful Temporomandibular Disorders:
Systematic Review and Meta-Analysis. J Pain. 2020 Mar-Apr;21(3-4):281-293. doi:
10.1016/j.jpain.2019.08.011. Epub 2019 Sep 9. PMID: 31513934.

AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

1. Did the research questions and inclusion criteria for the review include the components of PICO?

For Yes: Optional (recommended)
4" Population Timeframe for follow-up @i en
z Intervention No
/' Comparator group
Z Quicome : 2
2. Did the report of the review contain an explicit statement that the review methods were

established prior to the conduct of the review and did the report justify any significant deviations
from the protocol?

For Partial Yes: For Yes:

The authors state that they had a written  As for partial yes, plus the protocol
protocol or guide that included ALL the  should be registered and should also

following: , have specified:
Yes
" review question(s) 7 ameta-analysis/synthesis plan, / Partial Yes
7" asearch strategy it appropriate, and No

a plan for investigating causes
of heterogeneity

justification for any deviations
from the protocal

7" inclusion/exclusion criteria
/ arisk of bias assessment

3. Did the review authors explain their selection of the study designs for inclusion in the review?

For Yes, the review should satisty ONE of the following:
Explanation for including only RCTs Yes
OR Explanation for including only NRST / No
OR Explanation for including both RCTs and NRSI

4. Did the review authors use a comprehensive literature search strategy?

For Partial Yes (all the following): For Yes, should also have (all the
following):

/ searched at least 2 databases searched the reference lists / 2 Yes
(relevant to research question) bibliographies of included O Partial Yes
provided key word and/or studies No
search strategy / searched trial/study registries
Jjustified publication restrictions /" included/consulted content

(e.g. language) experts in the field
" where relevant, searched for
grey literature
/" conducted search within 24
months of completion of the
review
5. Did the review authors perform study selection in duplicate?
For Yes, either ONE of the following:
at least two reviewers independently agreed on selection of eligible studies Z Yes
and achieved consensus on which studies to include O Neo
OR two reviewers selected a sample of eligible studies_and achieved good
agreement (at least 80 percent), with the remainder selected by one
reviewer.




AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

6. Did the review authors perform data extraction in duplicate?
For Yes, either ONE of the following:
# at least two reviewers achieved consensus on which data to extract from / Yes
included studies O Ne
_  OR two reviewers extracted data from a sample of eligible studies and
achieved good agreement (at least 80 percent), with the remainder
extracted by one reviewer.

7. Did the review authors provide a list of excluded studies and justify the exclusions?

For Partial Yes: For Yes, must also have:
/" provided a list of all potentially ~ Justified the exclusion from Z Yes
relevant studies that were read the review of each potentially T Partial Yes
in full-text form but excluded relevant study O  No
from the review S P, e . R R 1]
8. Did the review authors describe the included studies in adequate detail?
“For Partial Yes (ALL the following):  For Yes, should also have ALL the : 2k
following:
7" described populations /7" described population in detail 7 Yes
P described interventions 7" described intervention in ~ Partial Yes
7 described comparators detail (including doses where 7 No

relevant)
described comparator in detail
(including doses where
relevant)

# described study’s setting
7 timeframe for follow-up

/ described outcomes
’L/ described research designs %

9. Did the review authors use a satisfactory technique for assessing the risk of bias (RoB) in
individual studies that were included in the review?

RCTs
For Partial Yes, must have assessed RoB  For Yes, must also have assessed RoB
from from:
/ unconcealed allocation, and 7 allocation sequence that was / Yes
Z lack of blinding of patients and not truly random, and ~  Partial Yes
assessors when assessing 7 selection of the reported result H:..No
outcomes (unnecessary for from among multiple T Includes only
objective outcomes such as all- measurements or analyses of a NRSI
cause mortality) specified outcome 2
NRSI
For Partial Yes, must have assessed For Yes, must also have assessed RoB:
RoB: ~  methods used to ascertain O ¥es
from confounding, and exposures and outcomes, and [ Partial Yes
[ from selection bias ~  selection of the reported result 0 No
from among multiple / Includes only
measurements or analyses of a RCTs
specified outcome

10. Did the review authors report on the sources of funding for the studies included in the review?
e = i d Ty

Must have reported on the sources of funding for individual studies included )d’ Yes
in the review. Note: Reporting that the reviewers looked for this information 0 No
but it was not reported by study authors also qualifies
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AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

11. If meta-analysis was performed did the review authors use appropriate methods for statistical
combination of results?

RCTs
For Yes:
|/* The authors justified combining the data in a meta-analysis 0 Nes
)f AND they used an appropriate weighted technique to combine 3= No
study results and adjusted for heterogeneity if present. = No meta-analysis
// AND investigated the causes of any heterogeneity copciicted
For NRSI
For Yes:
[ The authors justified combining the data in a meta-analysis 1 Yes
[ AND they used an appropriate weighted technique to combine O No
study results, adjusting for heterogeneity if present 7 No meta-analysis
[ AND they statistically combined effect estimates from NRSI that conducted

were adjusted for confounding, rather than combining raw data,
or justified combining raw data when adjusted effect estimates
were not available

AND they reported separate summary estimates for RCTs and
NRSI separately when both were included in the review

12. If meta-analysis was performed. did the review authors assess the potential impact of RoB in
individual studies on the results of the meta-analysis or other evidence synthesis?

For Yes: i
included only low risk of bias RCTs Z Yes
7 OR, if the pooled estimate was based on RCTs and/or NRSI at variable 2" Neo
RoB, the authors performed analyses to investigate possible impact of ~  No meta-analysis
RoB on summary estimates of effect. conducted

13. Did the review authors account for RoB in individual studies when interpreting/ discussing the
results of the review?
For Yes:
included only low risk of bias RCTs 7 Yes
/ OR, if RCTs with moderate or high RoB, or NRSI were included the S
review provided a discussion of the likely impact of RoB on the results

14. Did the review authors provide a satisfactory explanation for, and discussion of, any
heterogeneity observed in the results of the review?
CHIR Vet e
" There was no significant heterogeneity in the results
T OR if heterogeneity was present the authors performed an investigation of Z Yes

sources of any heterogeneity in the results and discussed the impact of this O Ne
on the results of the review

15. If they performed quantitative synthesis did the review authors carry out an adequate
investigation of publication bias (small study bias) and discuss its likely impact on the results of
the review?

For Yes:
/ performed graphical or statistical tests for publication bias and discussed 2 Yes
the likelihood and magnitude of impact of publication bias O No

No meta-analysis
conducted
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16.

For Yes:

Did the review authors report any potential sources of conflict of interest, including any funding
they received for conducting the review?
The authors reported no competing interests OR O Yes
The authors described their funding sources and how they managed / No

potential conflicts of interest
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AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

1. Did the research questions and inclusion criteria for the review include the components of PICO?

For Yes: Optional (recommended)

#Z  Population © Timeframe for follow-up / Yes
Intervention No
Comparator group

/ Outcome

2. Did the report of the review contain an explicit statement that the review methods were
established prior to the conduct of the review and did the report justify any significant deviations
from the protocol?

For Partial Yes: For Yes:
The authors state that they had a written  As for partial yes, plus the protocol
protocol or guide that included ALL the  should be registered and should also

following: . have specified:
Yes
[ review question(s) = ameta-analysis/synthesis plan, Partial Yes
a search sirategy if appropriate, and No
inclusion/exclusion criteria = aplan for investigating causes
of heterogeneity

[ arisk of bias assessment s i T
justification for any deviations

from the protocol
3. Did the review authors explain their selection of the study designs for inclusion in the review?
For Yes, the review should satisfy ONE of the following:
Explanation for including only RCTs Yes
OR Explanation for including only NRSI 7 No
OR Explanation for including both RCTs and NRSI

4. Did the review authors use a comprehensive literature search strategy?

For Partial Yes (all the following): For Yes, should also have (all the
following):

/ searched at least 2 databases T searched the reference lists / [ s
(relevant to research question) bibliographies of included | Partial Yes
provided key word and/or studies Z No
search strategy — searched trial/study registries
justified publication restrictions included/consulted content
(e.g. language) experts in the field

Z  where relevant, searched for
grey literature

_  conducted search within 24
months of completion of the
review

5. Did the review authors perform study selection in duplicate?

For Yes, either ONE of the following:
at least two reviewers independently agreed on selection of eligible studies Yes
and achieved consensus on which studies to include / No
OR two reviewers selected a sample of eligible studies and achieved good
agreement (at least 80 percent), with the remainder selected by one
reviewer.




AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised ornon-
randomised studies of healthcare interventions, or both

6. Did the review authors perform data extraction in duplicate?
For Yes, either ONE of the followfng: -
—  at least two reviewers achieved consensus on which data to extract from O w¥es
included studies / No
~  OR two reviewers extracted data from a sample of eligible studies and
achieved good agreement (at least 80 percent), with the remainder
extracted by one reviewer.

7. Did the review authors provide a list of excluded studies and justify the exclusions?

For Yes, must also have:

provided a list of all potentially = Justified the exclusion from 1 Yes
relevant studies that were read the review of each potentially T  Partial Yes

in full-text form but excluded relevant study 2" No
from the review :

8. Did the review authors des‘cribe the included studies in adequate detail?
 For Partial Yes (ALL the following):  For Yes, should also have ALL the

following:
I described populations  described population in detail B ¥es
described interventions ~ described intervention in T Partial Yes
)[ described comparators detail (including doses where ~Z No
relevant)

Z described outcomes

’ » it
£} deseribed research designs = described comparator in detail

(including doses where
relevant)

~ described study’s setting

: : - timeframe for follow-up & avisg o

9. Did the review authors use a satisfactory technique for assessing the risk of bias (RoB) in
individual studies that were included in the review?

RCTs
For Partial Yes, must have assessed RoB  For Yes, must also have assessed RoB
from from:
,Pf unconcealed allocation, and /Z allocation sequence that was / Yes
/  lack of blinding of patients and not truly random, and ~ Partial Yes
assessors when assessing 7 selection of the reported result @ ,.No
outcomes (unnecessary for from among multiple 7 Includes only
objective outcomes such as all- measurements or analyses of a NRSI
L causemortlity) P e R I T S
NRSI
For Partial Yes, must have assessed For Yes, must also have assessed RoB:
RoB: _ methods used to ascertain O Yes
_ from confounding, and exposures and outcomes, and C  Partial Yes
[ from selection bias — selection of the reported result ]~ No
from among multiple 7 Includes only
measurements or analyses of a RCTs

" g J ¥ specified outcome i
10. Did the review authors report on the sources of funding for the studies included in the review?
et R O Y B (2 " RN QRS e e ReR e
I Must have reported on the sources of funding for individual studies included O Yes
in the review. Note: Reporting that the reviewers looked for this information No
but it was not reported by study authors also qualifies
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11. 1f meta-analysis was performed did the review authors use appropriate methods for statistical
combination of results?

RCTs
For Yes:
[ The authors justified combining the data in a meta-analysis 35 Yies
AND they used an appropriate weighted technigue to combine 0, No
study results and adjusted for heterogeneity if present. / No meta-analysis
L ANDinvestigated the causes of any heterogeneity nes
For NRSI
For Yes:
T The authors justified combining the data in a meta-analysis 0 . Yes
[ AND they used an appropriate weighted technique to combine O No
study results, adjusting for heterogeneity if present No meta-analysis
[ AND they statistically combined effect estimates from NRSI that conducted

were adjusted for confounding, rather than combining raw data,
or justified combining raw data when adjusted effect estimates
were not available

AND they reported separate summary estimates for RCTs and
NRSI separately when both were included in the review sl g

12. If meta-analysis was performed, did the review authors assess the potential impact of RoB in
individual studies on the results of the meta-analysis or other evidence synthesis?

“For Yes:
included only low risk of bias RCTs 0 Yes
OR, if the pooled estimate was based on RCTs and/or NRSI at variable O, Neo
RoB, the authors performed analyses to investigate possible impact of / No meta-analysis
RoB on summary estimates of effect. conducted

13. Did the review authors account for RoB in individual studies when interpreting/ discussing the
results of the review?

For Yes:
7 included only low risk of bias RCTs 7 Yes
/ OR, if RCTs with moderate or high RoB, or NRSI were included the O No
review provided a discussion of the likely impact of RoB on the results
14. Did the review authors provide a satisfactory explanation for, and discussion of, any
heterogeneity observed in the results of the review?

For Yes:
There was no significant heterogeneity in the results
I OR if heterogeneity was present the authors performed an investigation of Yes
sources of any heterogeneity in the results and discussed the impact of this / No

on the results of the review

15. If they performed quantitative synthesis did the review authors carry out an adequate
investigation of publication bias (small study bias) and discuss its likely impact on the results of
the review?

For Yes:
performed graphical or statistical tests for publication bias and discussed O . Yes
the likelihood and magnitude of impact of publication bias 7 No
No meta-analysis
conducted
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16. Did the review authors report any potential sources of conflict of interest, including any funding
they received for conducting the review?

For Yes:

The authors reported no competing interests OR [0 Yes
The authors described their funding sources and how they managed / No
potential conflicts of interest
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AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both 5

1. Did the research questions and inclusion criteria for the review include the components of PICO?
Fof Yeeis soun Optional (recommended) ;
/ Population Timeframe for follow-up / Yes
Intervention 0 " 'No
/ Comparator group
/_Qu_t9o_n1_e____ 5 2 S : o0 s e
2. Did the report of the review contain an explicit statement that the review methods were
established prior to the conduct of the review and did the report justify any significant deviations
from the protocol?
For Partial Yes: For Yes:
The authors state that they had a written  As for partial yes, plus the protocol
protocol or guide that included ALL the  should be registered and should also

following: . have specified:
j Yes
L review question(s) T ameta-analysis/synthesis plan, 7 Partial Yes
a search strategy if appropri‘ate, and / No
inclusion/exclusion criteria ~  aplan for mvgstigating causes
of heterogeneity

[ ansk of bias assessment v 5 Wi
Jjustification for any deviations

; from the protocol 5
3. Did the review authors explain their selection of the study designs for inclusion in the review?
For Yes, the review should satisfy ONE of the following:

Explanation for including only RCTs Yes
OR Explanation for including only NRSI /No
OR Explanation for including both RCTs and NRSI

4. Did the review authors use a comprehensive literature search strategy?

For Partial Yes (all the following): For Yes, should also have (all the
following):

/searched at least 2 databases T searched the reference lists / 0 “Yes
(relevant to research question) bibliographies of included O Partial Yes
provided key word and/or studies / No
search strategy C  searched trial/study registries
justified publication restrictions included/consulted content
(e.g. language) experts in the field

—  where relevant, searched for
grey literature

_  conducted search within 24
months of completion of the
review

5. Did the review authors perform study selection in duplicate?

For Yes, either ONE of the following:
| at least two reviewers independently agreed on selection of eligible studies Yes
and achieved consensus on which studies to include 7 No
OR two reviewers selected a sample of eligible studies_and achieved good
agreement (at least 80 percent), with the remainder selected by one
reviewer.
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6. Did the review authors perform data extraction in duplicate?

| For Yes, either ONE of the following: P S e 7
Z  at least two reviewers achieved consensus on which data to extract from / Yes

included studies

—  OR two reviewers extracted data from a sample of eligible studies and
achieved good agreement (at least 80 percent), with the remainder
extracted by one reviewer.

7. Did the review authors provide a list of excluded studies and justify the exclusions?

Pargjal Yes: For Yeg-must also have:

j provided a list of all potentially / Justified the exclusion from /" Yes
relevant studies that were read the review of each potentially T Partial Yes
in full-text form but excluded relevant study Z No

from the review

8. Did the review authors describe the included studies in adequate detail?

For Partial Yes (ALL the following): For Yes, should also have ALL the
following:
/ described populations / described population in detail / Yes
/ described interventions described intervention in " Partial Yes
described comparators detail (including doses where 7 No
relevant)

described outcomes

i tor in detail
2 acribod s e designs described comparator in detai

(including doses where
relevant)

/ escribed study’s setting
timeframe for follow-up

9. Did the review authors use a satisfactory technique for assessing the risk of bias (RoB) in
individual studies that were included in the review?

RCTs
For Partial Yes, must have assessed RoB ~ For Yes, must also have assessed RoB
from from:
/ unconcealed allocation, and /‘ allocation sequence that was / Yes
lack of blinding of patients and not truly random, and —  Partial Yes
assessors when assessing 7 selection of the reported result - No
outcomes (unnecessary for from among multiple = Includes only
objective outcomes such as all- measurements or analyses of a NRSI
 causemortality) ~ specified outcome il
NRSI
For Partial Yes, must have assessed For Yes, must also have assessed RoB:
RoB: 1 methods used to ascertain O Yes
[ from confounding, and exposures and outcomes, and 0 Partial Yes
[ from selection bias 1 selection of the reported result 0 No
from among multiple /" Includes only
measurements or analyses of a RCTs
_ specified outcome

10. Did the review authors report on the sources of funding for the studies included in the review?
For Yes e i R
] Must have reported on the sources of funding for individual studies included Yes
in the review. Note: Reporting that the reviewers looked for this information / No
but it was not reported by study authors also qualifies
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11. If meta-analysis was performed did the review authors use appropriate methods for statistical
combination of results?

RCTs
For Yes:
[0 The authors justified combining the data in a meta-analysis 05 Yes
[' AND they used an appropriate weighted technique to combine No
study results and adjusted for heterogeneity if present. / No meta-analysis
[ AND investigated the causes of any heterogeneity S
For NRSI
For Yes:
[ The authors justified combining the data in a meta-analysis Yes
[ AND they used an appropriate weighted technique to combine - No
study results, adjusting for heterogeneity if present No meta-analysis
T AND they statistically combined effect estimates from NRSI that conducted

were adjusted for confounding, rather than combining raw data,
or justified combining raw data when adjusted effect estimates
were not available

AND they reported separate summary estimates for RCTs and
NRSI separately when both were included in the review

12. If meta-analysis was performed, did the review authors assess the potential impact of RoB in
individual studies on the results of the meta-analysis or other evidence synthesis?

For Yes:

included only low risk of bias RCTs Yes

_  OR, if the pooled estimate was based on RCTs and/or NRSI at variable No
RoB, the authors performed analyses to investigate possible impact of No meta-analysis
RoB on summary estimates of effect. conducted

13. Did the review authors account for RoB in individual studies when interpreting/ discussing the
results of the review?

~  included only low risk of bias RCTs Yes

OR, if RCTs with moderate or high RoB, or NRSI were included the / No
review provided a discussion of the likely impact of RoB on the results

14. Did the review authors provide a satisfactory explanation for, and discussion of, any
heterogeneity observed in the results of the review?
For Yes: SERGHES e T R  B a
~ There was no significant heterogeneity in the results
~  OR if heterogeneity was present the authors performed an investigation of Yes
sources of any heterogeneity in the results and discussed the impact of this / No
_on the results of the review :

15. If they performed quantitative synthesis did the review authors carry out an adequate
investigation of publication bias (small study bias) and discuss its likely impact on the results of
the review?

For Yes: :

performed graphical or statistical tests for publication bias and discussed Yes

the likelihood and magnitude of impact of publication bias No
No meta-analysis
conducted
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16. Did the review authors report any potential sources of conflict of interest, including any funding
they received for conducting the review?

“For Yes: - L RN e e T T

/ The authors reported no competing interests OR / Yes
_ The authors described their funding sources and how they managed O Ne
potential conflicts of interest
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