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RESUMO

A disfungdo temporomandibular (DTM) ¢ uma condi¢do multifatorial que acomete a
articulacdo temporomandibular e a musculatura mastigatoria, caracterizada principalmente por
dor orofacial e limitacdo funcional. Em casos persistentes ou refratarios ao tratamento
conservador, a toxina botulinica tipo A (BTX-A) tem sido investigada como alternativa
terapéutica devido ao seu potencial efeito neuromuscular e modulador da dor. Este estudo tem
como objetivo analisar estudos sobre os beneficios, riscos e repercussdes clinicas do uso da
toxina botulinica no tratamento da DTM. Sendo assim, este trabalho apresenta uma
metodologia de carater descritivo qualitativo, realizada na base PubMed, utilizando os
descritores MeSH “Temporomandibular Joint Disorders”, “Botulinum Toxins, Type A”,
“Treatment Outcome” e “Pain Measurement”, combinados pelo operador AND. Foram
incluidos estudos clinicos, ensaios randomizados, estudos observacionais, revisdes sistematicas
e meta-analises publicados nos ultimos cinco anos. Excluiram-se relatos de caso, estudos
experimentais e pesquisas ndo relacionadas diretamente a DTM. A maioria dos estudos
demonstrou redugao significativa da dor e melhora funcional, sobretudo em DTM miofascial
persistente. Parte das evidéncias indicou superioridade da BTX-A em relacdo ao placebo,
enquanto outros estudos ndo identificaram diferencas estatisticamente significativas. Também
foram relatadas reducdes transitorias na espessura muscular e forca oclusal. A acdo terapéutica
da BTX-A parece envolver bloqueio neuromuscular e modulagido de mediadores inflamatorios,
contribuindo para reducao da sensibilizag¢do periférica e central. Contudo, a heterogeneidade
metodoldgica e o possivel efeito placebo dificultam a consolida¢dao de evidéncias robustas. A
BTX-A apresenta potencial terapéutico na DTM, especialmente como abordagem
complementar em casos refratarios, embora ainda ndo possa ser considerada terapia padrao.

Palavras-Chave: Sindrome da Disfuncdo da Articulagdo Temporomandibular. Toxinas

Botulinicas Tipo A. Articulagdo Temporomandibular



ABSTRACT

Temporomandibular disorder (TMD) is a multifactorial condition that affects the
temporomandibular joint and the masticatory muscles, mainly characterized by orofacial pain
and functional limitation. In persistent cases or those refractory to conservative treatment,
botulinum toxin type A (BTX-A) has been investigated as a therapeutic alternative due to its
potential neuromuscular and pain-modulating effects. This study aims to analyze research on
the benefits, risks, and clinical outcomes associated with the use of botulinum toxin in the
treatment of TMD. Thus, this work presents a qualitative descriptive methodology, conducted
using the PubMed database and the MeSH descriptors “Temporomandibular Joint Disorders, ”
“Botulinum Toxins, Type A,” “Treatment Outcome,” and “Pain Measurement,” combined
with the Boolean operator AND. Clinical studies, randomized trials, observational studies,
systematic reviews, and meta-analyses published within the last five years were included. Case
reports, experimental studies, and research not directly related to TMD were excluded. Most
studies demonstrated a significant reduction in pain and functional improvement, especially in
persistent myofascial TMD. Some evidence indicated the superiority of BTX-A compared to
placebo, whereas other studies did not identify statistically significant differences. Transient
reductions in muscle thickness and occlusal force were also reported. The therapeutic action of
BTX-A appears to involve neuromuscular blockade and modulation of inflammatory
mediators, contributing to the reduction of peripheral and central sensitization. However,
methodological heterogeneity and the possible placebo effect make it difficult to establish
robust evidence. BTX-A shows therapeutic potential in TMD, particularly as a complementary

approach in refractory cases, although it cannot yet be considered a standard therapy.

Keywords: Temporomandibular Joint Dysfunction Syndrome. Botulinum Toxins Type A.

Temporomandibular Joint
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1 ARTIGO CIENTIFICO

O presente trabalho foi elaborado em formato de artigo que serd submetido ao periddico
BRAZILIAN DENTAL SCIENCE (ISSN: 2178-6011, Qualis Odontologia B4), cujas normas

para submissao de trabalhos estdo apresentadas no Anexo A.
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TOXINA BOTULINICA TIPO A COMO ABORDAGEM TERAPEUTICA NA
DISFUNCAO TEMPOROMANDIBULAR: EVIDENCIAS CIENTIFICAS E
REPERCUSSOES CLIiNICAS

BOTULINUM TOXIN TYPE A AS A THERAPEUTIC APPROACH IN
TEMPOROMANDIBULAR DISORDERS: SCIENTIFIC EVIDENCE AND
CLINICAL REPERCUSSIONS

Anna Paula Vieira Soutor!
Rhuann Ayran Castro Borburema!
Hianne Cristinne de Morais Medeiros!

!Graduando do curso de Bacharelado em Odontologia da UNIFIP Campina Grande

’Docente do Curso de Bacharelado em Odontologia da UNIFIP Campina Grande

RESUMO

A disfungdo temporomandibular (DTM) ¢ uma condi¢do multifatorial que acomete a
articulagdo temporomandibular e a musculatura mastigatoria, caracterizada principalmente por
dor orofacial e limitacdo funcional. Em casos persistentes ou refratarios ao tratamento
conservador, a toxina botulinica tipo A (BTX-A) tem sido investigada como alternativa
terapéutica devido ao seu potencial efeito neuromuscular e modulador da dor. Este estudo tem
como objetivo analisar estudos sobre os beneficios, riscos e repercussdes clinicas do uso da
toxina botulinica no tratamento da DTM. Sendo assim, este trabalho apresenta uma
metodologia de carater descritivo qualitativo, realizada na base PubMed, utilizando os
descritores MeSH “Temporomandibular Joint Disorders”, “Botulinum Toxins, Type A”,
“Treatment Outcome” e “Pain Measurement”, combinados pelo operador AND. Foram
incluidos estudos clinicos, ensaios randomizados, estudos observacionais, revisdes sistematicas
e meta-analises publicados nos ultimos cinco anos. Excluiram-se relatos de caso, estudos
experimentais e pesquisas ndo relacionadas diretamente a DTM. A maioria dos estudos
demonstrou reducdo significativa da dor e melhora funcional, sobretudo em DTM miofascial
persistente. Parte das evidéncias indicou superioridade da BTX-A em relagdao ao placebo,
enquanto outros estudos ndo identificaram diferencas estatisticamente significativas. Também
foram relatadas reducdes transitorias na espessura muscular e for¢a oclusal. A agdo terapé€utica
da BTX-A parece envolver bloqueio neuromuscular e modulagido de mediadores inflamatorios,
contribuindo para reducao da sensibilizagdo periférica e central. Contudo, a heterogeneidade
metodologica e o possivel efeito placebo dificultam a consolidacdo de evidéncias robustas. A
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BTX-A apresenta potencial terapéutico na DTM, especialmente como abordagem
complementar em casos refratarios, embora ainda nao possa ser considerada terapia padrao.
Palavras-Chave: Sindrome da Disfuncdo da Articulagdo Temporomandibular. Toxinas
Botulinicas Tipo A. Articulagao Temporomandibular

ABSTRACT

Temporomandibular disorder (TMD) is a multifactorial condition that affects the
temporomandibular joint and the masticatory muscles, mainly characterized by orofacial pain
and functional limitation. In persistent cases or those refractory to conservative treatment,
botulinum toxin type A (BTX-A) has been investigated as a therapeutic alternative due to its
potential neuromuscular and pain-modulating effects. This study aims to analyze research on
the benefits, risks, and clinical outcomes associated with the use of botulinum toxin in the
treatment of TMD. Thus, this work presents a qualitative descriptive methodology, conducted
using the PubMed database and the MeSH descriptors “Temporomandibular Joint Disorders,”
“Botulinum Toxins, Type A,” “Treatment Outcome,” and “Pain Measurement,” combined
with the Boolean operator AND. Clinical studies, randomized trials, observational studies,
systematic reviews, and meta-analyses published within the last five years were included. Case
reports, experimental studies, and research not directly related to TMD were excluded. Most
studies demonstrated a significant reduction in pain and functional improvement, especially in
persistent myofascial TMD. Some evidence indicated the superiority of BTX-A compared to
placebo, whereas other studies did not identify statistically significant differences. Transient
reductions in muscle thickness and occlusal force were also reported. The therapeutic action of
BTX-A appears to involve neuromuscular blockade and modulation of inflammatory
mediators, contributing to the reduction of peripheral and central sensitization. However,
methodological heterogeneity and the possible placebo effect make it difficult to establish
robust evidence. BTX-A shows therapeutic potential in TMD, particularly as a complementary
approach in refractory cases, although it cannot yet be considered a standard therapy.
Keywords: Temporomandibular Joint Dysfunction Syndrome. Botulinum Toxins Type A.
Temporomandibular Joint

INTRODUCAO

A disfungdo temporomandibular (DTM) ¢ uma condi¢do que afeta a articulacdo da
mandibula, os musculos mastigatorios e estruturas adjacentes, manifestando-se por dor
orofacial, limitacdo de movimento, ruidos articulares e prejuizo a qualidade de vida. Entre suas
apresentagdes clinicas, a forma miofascial destaca-se como uma das mais frequentes, com
origem multifatorial que envolve tensdo muscular excessiva, sobrecarga biomecanica,
alteragdes na modulacdo da dor e influéncia de fatores psicossociais. O tratamento inicial ¢
baseado em abordagens conservadoras, como placas oclusais, fisioterapia e farmacoterapia, que
demonstram boa eficdcia na maioria dos casos, no entanto, uma parcela dos pacientes evolui
com dor persistente ou refrataria, tornando necessaria a adogdo de estratégias terapéuticas

complementares (Kim et al., 2023; Li et al., 2024).
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Nesse contexto, a toxina botulinica tipo A (BTX-A) vem sendo investigada como
alternativa terapéutica pela sua capacidade de bloquear a liberagao de acetilcolina na juncao
neuromuscular, reduzindo temporariamente o tonus muscular. No entanto, evidéncias mais
recentes sugerem que seu efeito analgésico vai além do simples relaxamento muscular,
envolvendo também a modulacdo de mediadores inflamatérios e neurotransmissores
relacionados a dor, com possivel contribui¢do para a reducdo da sensibilizagdo periférica e
central. Estudos clinicos recentes confirmam redugdo expressiva da dor muscular mastigatéria
apos a aplicagdo de BTX-A, com melhora funcional observada em curto e médio prazo (Kim
et al., 2023; Sitnikova et al., 2024).

Além da aplicagdo intramuscular convencional, a BTX-A tem sido empregada em
situagdes mais especificas, como em casos de DTM refrataria associada ao deslocamento discal,
como complemento a artrocentese ou artroscopia da ATM e em abordagens guiadas por
imagem no musculo pterigoide lateral. Nesses contextos, os estudos apontam melhora relevante
na dor, na abertura bucal e na fun¢do mastigatoria, indicando um possivel papel adjuvante da
toxina na redugio da sobrecarga articular e do tonus muscular excessivo (Angelo et al., 2023;
Sitnikova et al., 2024).

Ainda assim, revisOes sistematicas e meta-analises recentes revelam resultados
divergentes quanto a superioridade da BTX-A em relagdo ao placebo ou a outras modalidades
terapéuticas. Enquanto parte dos estudos demonstra redugdo significativa da dor, outros nao
identificam diferencas clinicamente relevantes, ressaltando a influéncia do efeito placebo e a
heterogeneidade metodoldgica entre os ensaios. Comparagdes com terapias como laser de baixa
intensidade, ultrassom e placas oclusais indicam que os beneficios variam conforme o desfecho
avaliado, seja dor, abertura bucal ou fun¢cdo mastigatoria (Li et al., 2024; Saini et al., 2024;
Lennartsson et al., 2025; Gegkil, 2025).

Embora possa ocorrer reducdo tempordaria da espessura muscular e da forga oclusal, esses
efeitos tendem a ser reversiveis e ndo apresentam correlacdo direta com o alivio da dor,
sugerindo que o mecanismo analgésico envolve vias neuroquimicas que vao além da simples
atrofia muscular (Canales et al., 2022; Lennartsson et al., 2025).

Diante da crescente utilizagdo da BTX-A no manejo da DTM e das controvérsias
presentes na literatura, torna-se fundamental analisar criticamente as evidéncias disponiveis, a
fim de compreender seu real papel no tratamento dessa condi¢ao (Li et al., 2024; Saini et al.,
2024). Sendo assim, este estudo teve como objetivo realizar uma revisdo da literatura sobre o
uso da toxina botulinica tipo A como abordagem terapéutica na disfun¢do temporomandibular,

analisando seus beneficios, riscos e repercussoes clinicas.
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2 METODOLOGIA

O processo metodologico deste estudo € uma revisdo integrativa da literatura com uma
metodologia de caracteristica descritiva qualitativa, baseada no estudo de Dhollande et al.
(2021) e Page et al. (2021), com o desenvolvimento da seguinte pergunta de pesquisa: Quais
sdo os beneficios, riscos e repercussdes clinicas do uso da toxina botulinica na disfuncao
temporomandibular?

Em seguida, foi realizada uma filtragem metodoldgica para a selecdo dos artigos
cientificos que se adequem a temadtica objetiva do estudo, respondendo a pergunta norteadora.
Sendo assim, a revisao em si foi baseada em algumas fases metodologicas do estudo dos autores

supracitados, as quais estdo descritas na Figura 1.

Figura 1 — Fases metodoldgicas
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do tema e questao
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o a= |

2
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Fonte: elaborado pelos autores com apoio de inteligéncia artificial (ChatGPT, OpenAl), 2026.

Para a realiza¢do da busca ativa dos artigos cientificos, foi definido os descritores ou
palavras-chave que seriam utilizados para a filtragem dos estudos no PubMED (National
Center for Biotechnology Information). A chave de busca para busca de artigos cientificos na
base de dados foi estabelecida como:

("Temporomandibular Joint Disorders"[Mesh])

AND ("Botulinum Toxins, Type A"[Mesh])
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AND ("Treatment Outcome"[Mesh] OR "Pain Measurement"[Mesh])

Foram incluidos estudos que atenderam aos seguintes critérios: estudos que avaliaram o
uso da toxina botulinica no tratamento da disfun¢do temporomandibular (DTM); estudos com
participantes humanos diagnosticados com disfun¢do temporomandibular; ensaios clinicos
randomizados, estudos clinicos controlados ¢ estudos clinicos observacionais (coorte, caso-
controle), bem como estudos prospectivos ou retrospectivos com delineamento metodoldgico
semelhante e inseridos no contexto do cuidado clinico; estudos e ensaios clinicos que avaliaram
como reducao da dor, melhora da fungdo mandibular, amplitude de abertura bucal, qualidade
de vida, atividade muscular mastigatoria e efeitos terapéuticos da toxina botulinica; estudos
publicados nos ultimos 5 anos; estudos disponiveis na integra; artigos publicados em inglés,

portugués ou espanhol, estudos indexados na base de dados PubMed.

Figura 2 — Fluxograma PRISMA 2020 para inclusdo de pesquisas do PubMED

| Fluxograma PRISMA 2020 para inclusio de pesquisas em bases de dades |
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Fonte: elaborado pelos autores, 2026.

Foram excluidos os estudos que ndo abordaram diretamente a disfungdo
temporomandibular (ex.: neuralgia trigeminal isolada, distonia oromandibular, enxaqueca sem

analise especifica de DTM); estudos relacionados exclusivamente ao tratamento de bruxismo
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sem associacdo com DTM (caso ndo faga parte do foco da revisdo); relatos de caso isolados,
cartas ao editor, editoriais, opinides de especialistas e revisdes narrativas; estudos experimentais
em animais ou in vitro; revisdes sistematicas, com/sem metanalise; integrativas ou narrativas;
estudos duplicados entre bases de dados; casos controle € outros que nao sejam ensaios clinicos
controlados artigos sem texto completo disponivel; estudos que ndo avaliaram desfechos

clinicos relacionados a eficacia terapéutica da toxina botulinica; trabalhos fora do periodo

temporal estabelecido.

Com a construcao dessa chave de busca, também foi utilizado o conector booleano

“AND” para interligas as palavras-chaves e realizar a filtragem dos artigos em que, apds a

selecdo, serdo incluidos em tabela descritiva para avaliacao e discussdo dos dados.

3 RESULTADOS

Para a avaliacdo dos artigos cientificos, foi desenvolvimento uma tabela descritiva para

organizagdo das informagdes e analise para posterior discussdo dos artigos. Os resultados e

conclusdes dos estudos estao representados na Tabela 1.

Tabela 1 — Andlise dos dados e resultados clinicos das pesquisas cientificas selecionada.

Autores/Ano

Objetivo

Resultados

Conclusao

Sitnikova et al.,
2024

Avaliar o beneficio
clinico de uma dose
moderada (50 U) de
injegoes de BTX-A

Houve melhora significativa
intragrupo na dor e na
incapacidade até a 16 semana
com BTX-A e solugdo salina,
sem diferencgas entre grupos.
Apenas a BTX-A reduziu
significativamente o
desempenho muscular. O NNT
para reducgdo >30% da dor foi
6,3 (2 semanas), 57,0 (11
semanas) e 19,0 (16 semanas),
favorecendo a BTX-A.

Injegdes de 50 U de BTX-A
podem melhorar os sintomas da
dor miofacial, mas o efeito
especifico do medicamento na
dor em comparagdo com o
placebo ndo é 6bvio

Gegkil (2025)

Determinar o
tratamento mais eficaz
para o manejo
sintomatico do
distarbio
temporomandibular.

A administragdo da toxina
botulinica-A aliviou
significativamente os sons € a
dor nas articulagdes, superando
tratamentos alternativos aos 15
dias e trés meses (p=0,011,
p=0,026 e p<0,001,
respectivamente). Terapias a
laser e ultrassom de baixa dose
aumentaram a abertura da boca
15 dias e trés meses apds o
procedimento (p<0,001).

A BTX-A alivia efetivamente a
dor e os sons articulares
associados aos sintomas do
distarbio temporomandibular,
tanto a curto quanto a longo
prazo. Embora a terapia a laser
de baixa dose e a ultrassom
tenham proporcionado uma
melhora a curto prazo da dor,
melhoraram significativamente
a abertura da boca.

Canales et al.
(2022)

Avaliar os efeitos a
longo prazo da BTX-A

Houve redugao significativa dos
valores de EVA ao longo do

Uma unica inje¢do de BTX-A
apresenta efeitos a longo prazo
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em dor subjetiva,
sensibilidade a dor e
espessura muscular em
pacientes com dor
persistente do distirbio
temporomandibular
miofascial (MFP-
TMD).

estudo (p<0,05) e aumento
significativo do PPT nos
acompanhamentos pos-
tratamento (p<0,05). Observou-
se diminuigdo da espessura
muscular aos 1 e 3 meses em
rela¢do ao basal, sem diferenga
significativa no seguimento de
72 meses (p > 0,05).

na reducdo da dor em pacientes
persistentes com MFP-TMD,
além de uma reversibilidade dos
efeitos adversos na espessura do
musculo mastigatorio.

Angelo et al.
(2023)

Investigar o beneficio
das injecdes
complementares de
inco-BoNT/A (inco-
BoNT/A) nos musculos
masticatorios de
pacientes submetidos a
artroscopia bilateral da
articulagdo
temporomandibular
(ATM).

Os desfechos foram avaliados
no pré-operatdrio (TO0), 5
semanas (T1) e 6 meses (T2).
No T1, ambos os grupos
melhoraram, sem diferenca
significativa entre inco-BoNT/A
e placebo. No T2, o grupo inco-
BoNT/A apresentou melhora
significativa nos escores de
artralgia e mialgia em
comparagdo ao placebo. O
grupo placebo apresentou maior
taxa de reintervengdo (63% vs.
14%).

Em pacientes submetidos a
artroscopia da ATM, foram
observadas diferencas
estatisticamente significativas a
longo prazo entre os grupos
placebo e inco-BoNT/A.

Lennarlsson et

Investigar a eficacia

Setenta e dois pacientes foram

O uso da BTX-A no manejo da

al. (2025) para reduzir a dor de inscritos e sessenta € nove mialgia orofacial cronica ndo
duas inje¢des de BTX-  concluiram o estudo. Entre o ofereceu alivio adicional da dor
A em pacientes com inicio e todas as visitas de em comparagio com 0 Soro
mialgia orofacial acompanhamento, houve uma fisiolégico em nenhuma das
cronica que ja haviam  diminuigdo significativa na ocasides de acompanhamento.
recebido tratamento intensidade da dor no EVA para
conservador. ambos 0s grupos, mas a
diferenca entre os grupos nao
foi significativa.
Kim et al. Avaliar a eficacia da No grupo experimental, houve O tratamento com BTX-A foi
(2023) BTX-A em pacientes reducdo significativa ao longo relativamente eficaz para dor
com DTM associados @  do tempo em OVAS, TP, HVAS muscular mastigatoria causada
dor muscular e IC, exceto para MMO; no por DTM e cefaleia em
masticatoria (MMP) e grupo controle, ndo houve comparagdo com o placebo
cefaleias. diferencas significativas. A fisiologico.
redugdo dos TPs foi
significativamente maior no
grupo experimental em todos os
momentos, especialmente nas
semanas 4 e 12 em comparacao
ao basal.
Valli et al. Avaliar qual grupo de No curto prazo (2 semanas), Inje¢des de BONT-A podem ser
(2025) pacientes, em relacao uma redugdo clara nas areas de consideradas para tratamento

aos locais de dor e
dores comorbidas auto-
relatadas, se beneficia
mais das injegdes.

dor foi observada nos grupos
local (PL) (84,2%) e regional
(RP) (80,9%), mas ndo no grupo
amplamente difundido (WP)
(64,3%). No longo prazo (16
semanas), a redu¢do das areas
dolorosas foi mais evidente no
grupo RP (71,4%), com redugdo
significativa da dor nas areas do
ombro e das costas (p <0,05). A
reducdo da intensidade da dor e
da incapacidade relacionada a

em pacientes com dor localizada
e regional, porém outras
modalidades de tratamento
devem ser consideradas em
pacientes com dor generalizada.
O desenho de dor pode ser uma
ferramenta til de triagem para
planejamento de tratamentos.
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dor foi menos evidente no grupo
WP.

Patel et al. Demonstrar a utilidade ~ Vinte pacientes foram A incobotulinumtoxinaA
(2017) da randomizados para infiltrar (Xeomin) foi eficaz na redugao
IncobotulinumtoxinaA  incotoxinaA (170 unidades) ou  da dor em pacientes com
no tratamento de inje¢do salina dos musculos disfungdo temporomandibular
pacientes com DTM masticatorios. Os escores de dor (DTM), mesmo em individuos
com dor pré-injecdo foram semelhantes que ja utilizavam analgésicos e
entre os pacientes. Embora outros tratamentos
tenha havido uma reducao convencionais.
estatisticamente significativa no
escore de dor no grupo placebo
em um més, houve uma queda
geral maior nos escores médios
de dor nos pacientes
inicialmente injetados com
Incobotulinumtoxina.
Denglehem et Avaliar a eficacia da Houve uma diminuigdo A toxina botulinica A diminui
al. (2012) toxina botulinica A significativa (p<0,0001) da dor,  significativamente a dor ¢

(BOTOX(), ®
Allergan) como
tratamento analgésico
para distarbios da
articulagdo
temporomandibular.

aumento da abertura da boca ¢
didugido aos trés meses. Setenta
por cento dos pacientes sentiram
menos sensibilidade muscular.
O paciente sentiu que seu estado
psicologico havia melhorado,
assim como sua familia.

melhora os movimentos dos
pacientes que apresentam
distarbios da articulagao
temporomandibular. Os efeitos
se prolongam trés meses apds a
inje¢do.

Freund et al.
(2000)

Avaliar respostas
subjetivas e objetivas
ao tratamento com
toxina botulinica A
(BTX-A) em um grupo
de 46 pacientes com
DTM.

Houve diferencas significativas
(p<0,05) em todas as medidas
de desfecho medianas entre a
avaliagdo pré-tratamento ¢ as
quatro avaliag¢des de
acompanhamento, exceto para a
medigdo da contragdo voluntaria
maxima (MVC). Embora o
MVC tenha sido
significativamente reduzido no
meio do estudo, ele havia
retornado aos valores pré-
tratamento nas duas avaliagdes
finais. Todas as outras medidas
de desfecho permaneceram
significativamente diferentes
dos achados pré-tratamento.
Correlagdo pareada de variaveis
como idade, sexo, diagnoéstico,
indice de depressdo e momento
de inicio ndo mostrou diferencas
significativas.

As injegoes de BTX-A
apresentaram melhorias
significativas na dor, fungéo,
abertura da boca e sensibilidade
na palpagdo. O MVC
inicialmente diminuiu e depois
retornou aos valores iniciais.
Embora o estudo tenha sido nao
controlado, os resultados
sugerem fortemente que o BTX-
A reduz a gravidade dos
sintomas e melhora as
habilidades funcionais dos
pacientes com DTM, e que
esses fatores vao além de seus
efeitos relaxantes musculares.

Kurtoglu et al.
(2008)

Avaliar os efeitos da
toxina botulinica-A no
tratamento de pacientes
que apresentam dor
miofascial com ou sem
deslocamento funcional
do disco articular.

O grupo de estudo mostrou
melhora na dor e no estado
psicoldogico. Embora uma
diminuicao no potencial de ag¢do
dos musculos masseteiros no dia
14 tenha sido seguida por um
aumento no dia 28, a redugado
dos escores de dor e a melhora
do estado psicologico
continuaram no dia 28.

A injegdo de toxina botulinica-
A diminui o potencial de agdo
muscular em 14 dias. Os
pacientes também apresentam
melhora na dor e no estado
psicologico.

Emberg et al.
(2011)

Investigar a eficacia da
BTX-A) em pacientes

Nao houve diferenga principal
entre os medicamentos

O nimero necessario para tratar
foi 11 ap6s 1 més e 7 apos 3
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com disturbios
temporomandibulares
miofasciais persistentes
(DTM).

(ANOVA; P=0,163), mas houve
um efeito temporal significativo
(P<,001), entdo o BTX-A
reduziu a variag@o percentual
média (DS) da intensidade da
dor em 30 (33%) ap6s 1 més e
em 23 (30%) apds 3 meses, em
comparagdo com 11 (40%) e 4
(33%) para soro. O numero de
pacientes que receberam
reducdo de 30% da dor ndo foi
significativamente maior para
BTX-A do que ap6s a solucdo
salina em qualquer consulta de
acompanhamento

meses. Nao houve mudancas
significativas ap6s o tratamento
em outras medidas de desfecho,
com exceg¢do da dor na
palpagdo, que diminuiu 3 meses
apos a injegao salina (p<0.05).
Esses resultados nao indicam
um efeito clinicamente relevante
da BTX-A em pacientes com
dor persistente de DTM
miofascial.

Freund et al.
(1999)

Avaliar a resposta de
pacientes com
distarbios
temporomandibulares &
terapia com BTX-A.

Todas as medidas médias de
desfecho, com excegéo da forca
de mordida, mostraram uma
diferenga significativa (p =
0,05) entre a avaliagdo pré-
inje¢do e as quatro avaliacdes de
acompanhamento. Nenhum
efeito colateral foi relatado.

As injegoes de BTX-A
produziram uma melhora
estatisticamente significativa em
quatro dos cinco desfechos
medidos, especificamente dor,
fungdo, abertura da boca e
sensibilidade. Nao foram
encontradas mudangas
estatisticamente significativas
na média maxima de contragdo
voluntaria ou na correlagio
pareada de fatores como idade,
sexo, diagndstico, indice de
depressdo ou momento de
inicio.

Canales et al.

Avaliar os efeitos da

Houve melhora significativa na

A BTX-A apresentou eficacia

(2021) toxina botulinica tipo A incapacidade relacionada a dor,  semelhante a placa oclusal na
sobre incapacidade sintomas depressivos e sintomas melhora da incapacidade
relacionada a dor e somaticos apds 6 meses no relacionada a dor e dos sintomas
sintomas psicossociais  grupo tratado com BTX-A eno  psicossociais em pacientes com
em pacientes com dor grupo placa oclusal. Ambos DTM miofascial.
miofascial associadaa  apresentaram resultados
DTM. superiores ao placebo, sem

diferenca significativa entre si.
Pihut et al. Avaliar as cargas Os resultados dos valores A toxina botulinica tipo A reduz
(2017) discais articulares nas médios de carga para todas as significativamente as cargas nas

articulagdes
temporomandibulares
apoés o tratamento
protético e
farmacolégico dos
distirbios funcionais
do 6rgdo masticatorio.

zonas avaliadas do disco
articular direito e esquerdo
diferem de forma
estatisticamente significativa a
favor do grupo II, com excecéo
da parte externa média dos
discos. No caso da parte anterior
do disco direito, a carga foi
menor em pacientes do grupo [
do que nos obtidos no grupo II.

articulagdes
temporomandibulares, geradas
pela hipertonia muscular
masseter.

Fonte: claborado pelos autores, 2026.
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4 DISCUSSAO

A DTM apresenta fisiopatologia multifatorial envolvendo hiperatividade muscular,
sensibilizacao periférica e central, alteragdes articulares € componentes psicossociais. Nesse
contexto, a BTX-A tem sido proposta como estratégia terapéutica baseada principalmente na
reducdo do tonus muscular por bloqueio da liberagao de acetilcolina na jungdo neuromuscular.
Entretanto, a compreensao contemporanea sugere que seus efeitos analgésicos extrapolam o
simples relaxamento muscular.

Os estudos clinicos incluidos nesta revisdo demonstram resultados heterogéneos em
relacdo a eficacia do BTX-A na redugdo da dor associada a DTM. Ensaios clinicos como os de
Kim et al. (2023), Gegkil (2025), Patel et al. (2017) e Denglehem et al. (2012) mostraram
redugdo significativa da dor e melhoria funcional apds a aplicagdo da toxina, incluindo a
redu¢do do ruido articular, melhoria da abertura bucal e redugdo da hipersensibilidade
muscular. Esses achados apoiam a hipdtese de que o BTX-A atua ndo apenas na modulagdo da
atividade muscular, mas também na redugdo da excitabilidade periférica e na modulagdo dos

mediadores da sindrome da dor inflamatoria.

Figura 3 - Mapa conceitual dos mecanismos fisiopatologicos da BTX-A na DTM.

Toxina

Botulinica
Tipo A
(BTX-A)

4 Liberagao de 4 Mediadores 4 Sensibilizacao { Atividade
Acetilcolina Inflamatorios Periferica Muscular Excessiva

(Substancia P, CGRP, Glutamato)

J Sobrecarga Articular 4 Sensibilizacao Central

4 Funcao
Mandibular

Y

Alivio na DTM

Fonte: elaborado pelos autores com apoio de inteligéncia artificial (ChatGPT, OpenAl), 2026.

Entretanto, algumas pesquisas que sdo mais rigorosas nas metodologias mostram

resultados menos consistentes. Sitnikova et al. (2024) reportaram melhora significativa do
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grupo quanto a intensidade da dor e o perfil de incapacidade funcional tanto do grupo que
recebeu o tratamento com BTX-A como do grupo placebo, sem diferencas estatisticamente
relevantes entre eles. Isto sugere que o efeito placebo podera influenciar a dor cronica de uma
maneira consideravel. De forma analoga, Lennartsson et al. (2025) também nao encontraram
beneficios adicionais de relevancia clinica com o uso da toxina em relagdo ao placebo, apos 2
aplicagdes em pacientes com dor miofascial cronica da face.

Em consonancia com Ernberg et al. (2011), a auséncia de efeito clinicamente relevante
acima do placebo em certos contextos clinicos foi registrada. Isto reforca a ideia de que o efeito
analgésico da BTX-A ndo se relaciona diretamente com a simples atividade muscular. A
experimentacdo sugere que BTX-A, em vez de ser um simples miorelaxante, também atua na
modulacdo da dor periférica através da inibi¢cdo da liberagdo de algumas substancias que atuam
como mediadores da dor, tais como a substancia P, glutamato e peptide do gene da calcitonina
(CGRP), ja que sao moduladores da dor. Alguns estudos como o de Canales et al. (2022), que
foi longitudinal, apresentaram um perfil de seguranca favoravel ao demonstrar uma reducao da
dor e uma reversibilidade da mudanca nas estruturas dos musculos ao longo do seu
acompanhamento.

O estudo de Valli et al. (2025) demonstrou que individuos com dor localizada ou regional
apresentam maior beneficio clinico com a aplicagdo da BTX-A quando comparados aqueles
com dor generalizada, sugerindo que a extensdo da dor constitui um importante fator
prognostico na defini¢do da terapia. Sendo assim, ha a necessidade de maior individualizacdo
na indicacdo da toxina, especialmente em pacientes com componente miofascial
predominantemente localizado.

A funcionalidade desta, junto a percep¢do da atividade eletromiografica do musculo,
retratada por Kurtoglu et al. (2008), e a diminui¢do da carga articular, referida por Pihut et al.
(2017), mostram que a toxina atua indiretamente com um sistema biomecanico
estomatognatico. Essa sobrecarga pode ser um dos fatores que contribui para um alivio da dor
e arecuperagao funcional do disco condilar. Na verdade, a diminui¢ao da espessura do musculo,
em um carater transitorio, descrita por Canales et al. (2022), reafirma a necessidade de um
monitoramento em longo prazo e para repetida.

A BTX-A mostrou promessas quando utilizada como terapia complementar a
procedimentos cirGirgicos minimamente invasivos. O estudo conduzido por Angelo et al. (2023)
demonstrou uma melhoria significativa da artralgia e da mialgia de pacientes submetidos a
artroscopia da articulagdo temporomandibular, bem como uma menor taxa de reintervengao no

grupo tratado com incobotulinumtoxinaA, sugerindo um efeito adjuvante relevante na
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recuperagdo pos-operatoria. Em comparacao com terapias conservadoras, os resultados também
sdo variaveis. Gegkil (2025) demonstrou a eficacia da BTX-A na reduc¢do da dor e na reducao
dos sons articulares em comparagao a terapia a laser de baixo nivel e ao ultrassom.

Os estudos analisados utilizaram diferentes sistemas de classificagdo diagndstica para
disfungdes temporomandibulares, o que contribui para a heterogeneidade metodoldgica
observada. Entre eles, destacam-se os Research Diagnostic Criteria for Temporomandibular
Disorders (RDC/TMD), um protocolo tradicional estruturado em eixos clinicos e psicossociais
amplamente empregado em pesquisas anteriores, € sua versao atualizada, os Diagnostic Criteria
for Temporomandibular Disorders (DC/TMD), que apresenta maior acurdcia diagnostica,
especialmente para alteragdes articulares, além de instrumentos psicossociais aprimorados.
Essas diferencas metodologicas podem influenciar a selecdo dos participantes e a classificagdo
das condigdes clinicas avaliadas, dificultando a comparacao direta entre os resultados dos
estudos.

As indicag¢des clinicas da terapia com botox, que também ¢ um aspecto importante a ser
abordado, evidenciam um uso restrito a0 mesmo tempo em que sugerem um uso com indicagao
limitada da mesma. A maioria dos estudos considerados utilizou pacientes que ja haviam
realizado outras terapias conservadoras que nao surtiram efeito, evidenciando que a BTX-A
vem sendo utilizada de forma quase que exclusivamente como uma terapia adjuvante ou de
ultimo recurso em casos de dor miofascial persistente. Assim sendo, os estudos de Freund et al.
(1999; 2000) e Denglehem et al. (2012) reforcam, mesmo tendo um nivel de evidéncia
comparativa baixo, a constancia dos beneficios clinicos que envolviam dor, fun¢do mandibular

e abertura da boca.

Tabela 2 - Beneficios, Riscos e Repercussdes Clinicas da BTX-A na DTM

Dimensao Principais Achados Estudos Representativos
Beneficios Reducao significativa da dor; melhora da Kim (2023);
fun¢do mandibular; diminuicdo de ruidos Gegkil (2025);
articulares; melhora da abertura bucal; Patel (2017);
maior beneficio em dor miofascial Denglehem (2012);
localizada ou persistente; reducéo da carga Kurtoglu (2008);
articular; melhora de aspectos Freund (1999; 2000);
psicossociais Valli (2025);
Canales (2022);
Canales (2021);
Pihut (2017)
Riscos Reducdo transitoria da espessura muscular; Canales (2022);
diminuicdo da atividade eletromiografica e Kurtoglu (2008);
da forca muscular mastigatoria; alteracdes Sitnikova (2024);
funcionais reversiveis; auséncia de eventos Ernberg (2011)

adversos graves relevantes
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Repercussoes Terapia complementar em casos Angelo (2023);
Clinicas refratarios; beneficio como adjuvante a Sitnikova (2024);
artroscopia da ATM; resposta dependente Lennartsson (2025);
do perfil da dor (localizada vs. Ernberg (2011);
generalizada); efeito placebo relevante em Valli (2025)

dor cronica; resultados variaveis conforme
dose ¢ protocolo; eficacia semelhante a
terapias conservadoras em alguns cendrios
Fonte: elaborado pelos autores, 2026.

Portanto, sob perspectiva fisiopatologica e clinica, a toxina botulinica tipo A apresenta
atuacdo multimodal envolvendo modulacdo neuromuscular, redug¢ao da liberagdo de
mediadores pro-nociceptivos e possivel interferéncia na sensibilizacdo central. Contudo, a
magnitude do beneficio clinico permanece varidvel e dependente de fatores como perfil do
paciente, extensao da dor, dose administrada e protocolo terap€utico empregado.

Entre as principais limitacdes desta revisdo destacam-se a heterogeneidade metodoldgica
dos estudos incluidos, a variabilidade dos instrumentos de avaliagao clinica, a presencga de efeito
placebo significativo em ensaios envolvendo dor cronica e a inclusdo de artigos provenientes
majoritariamente de uma Unica base de dados. Além disso, diferengas nos tempos de
acompanhamento e na padroniza¢ao das doses dificultam a defini¢@o de protocolos terapéuticos
ideais.

Assim, embora a toxina botulinica tipo A apresente evidéncias consistentes de redugdo
da dor e melhora funcional em pacientes com DTM, especialmente nos casos miofasciais
persistentes e localizados, a inconsisténcia entre ensaios clinicos controlados e estudos
comparativos ainda impede sua consolida¢do como tratamento de primeira linha. Dessa forma,
a BTX-A deve ser considerada abordagem terap€utica complementar, particularmente em
pacientes refratarios ao tratamento conservador, até que estudos multicéntricos com maior
padronizagdo metodologica estabelecam critérios definitivos de indicag@o, dose e seguimento

a longo prazo.

5 CONSIDERACOES FINAIS

A BTX-A apresenta potencial terapéutico relevante na reducdo da dor e na melhora
funcional em pacientes com disfun¢do temporomandibular, especialmente nos casos
miofasciais persistentes ou refratarios ao tratamento conservador. Os achados clinicos
demonstram beneficios a curto e médio prazo, com perfil de seguranga favoravel e possiveis

mecanismos de acdo que envolvem nao apenas o relaxamento muscular, mas também
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modulagdo neuroquimica e redugao da sensibilizacdo periférica. Assim, sua indicagdo deve ser
criteriosa e individualizada, preferencialmente como abordagem complementar, até que estudos
multicéntricos com protocolos padronizados estabelecam diretrizes mais consistentes quanto a
dose, técnica de aplicacdo e acompanhamento a longo prazo.

Este estudo permitiu analisar as evidéncias cientificas acerca do uso da toxina botulinica
tipo A no tratamento da disfuncdo temporomandibular, especialmente nos quadros de origem
miofascial persistente ou refrataria as terapias conservadoras. Os estudos avaliados
demonstraram que a BTX-A pode promover reducao significativa da dor, melhora funcional da
musculatura mastigatoria, aumento da abertura bucal e diminui¢do da sobrecarga articular,
contribuindo positivamente para a qualidade de vida dos pacientes.

Os mecanismos de agdo da toxina ndo se limitam apenas ao relaxamento muscular,
envolvendo também modulagdo neuroquimica e reducdo da sensibilizacdo periférica
relacionada a dor cronica. Entretanto, apesar dos beneficios clinicos observados em diversos
estudos, os resultados permanecem heterogéneos, principalmente em ensaios clinicos
controlados que demonstraram resposta semelhante entre os grupos tratados e placebo,
evidenciando a influéncia de fatores biopsicossociais e do efeito placebo no manejo da dor
cronica associada a DTM.

Além disso, verificou-se que a resposta terapéutica a BTX-A pode variar conforme o
perfil clinico do paciente, extensdo da dor, dose administrada, musculos infiltrados e protocolo
terapéutico utilizado. Pacientes com dor localizada ou regional parecem apresentar melhores
resultados quando comparados aqueles com dor difusa ou generalizada, reforcando a
necessidade de individualizagao do tratamento.

Os efeitos adversos observados foram predominantemente transitdrios e reversiveis,
como redugdo tempordria da espessura muscular e diminui¢do da forga mastigatéria, sem
repercussdes permanentes relevantes nos estudos analisados. Ainda assim, destaca-se a
importancia do acompanhamento clinico criterioso, principalmente em aplicacdes repetidas e
em protocolos de longo prazo.

Diante disso, conclui-se que a toxina botulinica tipo A representa uma alternativa
terapéutica promissora e complementar no manejo da disfuncdo temporomandibular,
especialmente em pacientes refratarios as abordagens conservadoras tradicionais. Contudo, a
auséncia de padronizacdo metodologica entre os estudos e a variabilidade dos resultados
evidenciam a necessidade de novos ensaios clinicos multicéntricos, randomizados e com
acompanhamento prolongado, a fim de estabelecer protocolos mais seguros e consistentes

quanto a dose, técnica de aplicagdo, indicagdo clinica e duracao dos efeitos terapéuticos.
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2 CONSIDERACOES FINAIS

A disfunc¢ao temporomandibular representa uma condigao clinica multifatorial de elevada
prevaléncia, frequentemente associada a dor cronica, limitagao funcional mandibular e impacto
negativo na qualidade de vida dos pacientes. Nesse contexto, a busca por abordagens
terapéuticas complementares e mais eficazes tem ampliado o interesse cientifico acerca da
utilizagdo da toxina botulinica tipo A no manejo da DTM, especialmente nos quadros
miofasciais persistentes e refratarios as terapias conservadoras convencionais. A partir da
analise dos estudos incluidos nesta revisdao integrativa, observou-se que a BTX-A apresenta
potencial terapéutico relevante na redu¢ao da dor muscular mastigatoéria, melhora funcional da
abertura bucal, diminui¢do da sobrecarga articular e controle da hiperatividade muscular.

Entretanto, os resultados encontrados na literatura ainda permanecem heterogéneos,
principalmente devido as diferengas metodoldgicas entre os estudos, variabilidade das doses
administradas, musculos infiltrados, protocolos terapéuticos utilizados e instrumentos de
avaliag¢do clinica empregados. Ensaios clinicos controlados demonstraram, em alguns casos,
respostas semelhantes entre grupos tratados e placebo, evidenciando a forte influéncia dos
fatores biopsicossociais e do efeito placebo na percepcao da dor cronica relacionada a DTM.
Pacientes com dor miofascial localizada ou regional parecem apresentar respostas clinicas mais
favoraveis quando comparados aqueles com dor generalizada, sugerindo que o perfil clinico do
paciente constitui fator importante para o prognodstico terapéutico e defini¢do da indicacdo da
toxina botulinica.

Os efeitos adversos descritos nos estudos analisados foram predominantemente
transitorios e reversiveis, incluindo reducao temporaria da espessura muscular, diminui¢ao da
atividade eletromiografica e redu¢do da forga mastigatdria, sem evidéncias consistentes de
repercussdes permanentes significativas. Dessa forma, a toxina botulinica tipo A ndo deve ser
considerada tratamento de primeira escolha para disfuncdo temporomandibular, mas sim uma
abordagem terapéutica complementar e adjuvante, principalmente em pacientes refratarios as
modalidades conservadoras tradicionais. Sua utilizagdo deve ocorrer de forma criteriosa,
baseada em adequada avaliagdo clinica, diagnodstico individualizado e acompanhamento
profissional especializado.

Por fim, destaca-se a necessidade de desenvolvimento de novos estudos multicéntricos,
randomizados e com maior padroniza¢do metodologica, visando estabelecer protocolos clinicos
mais seguros, eficazes e reprodutiveis quanto a dose, técnica de aplicagdo, frequéncia

terapéutica e acompanhamento longitudinal dos pacientes com DTM tratados com BTX-A.
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ANEXO A — NORMAS DA REVISTA BRAZILIAN DENTAL SCIENCE

AUTHORS GUIDELINES

1 - General Information

The Brazilian Dental Science (2178-6011) is a continuation of the Pos-Graduac¢iao em
Revista (1516-1501) and Ciéncia Odontologica Brasileira (1678-2046).

The Pos-Graduacao em Revista was published between 1998-2002, continued from 2002
t02012 as Ciéncia Odontoldgica Brasileira, and then, since 2013, as Brazilian Dental
Science.

Its abbreviated title is Braz. Dent. Sci., and it should be used in bibliographies,
footnotes,references, and bibliographic strips.

The Journal BRAZILIAN DENTAL SCIENCE is a trimonthly scientific internationally peer-
reviewed open access publication of the Sao Paulo State University — UNESP- Institute of
Science and Technology of Sao José¢ dos Campos, with a strong motto to promote advance
research applications in Dentistry.

Brazilian Dental Science (BDS) publishes original scientific articles, invited reviews,
reviews in general (systematic, meta-analysis, critical review, state of the art reviews, etc),
short communications, editorials, letter to the editor, series of cases and case reports, which
provide an international readership with up-to-date results of basic and clinical studies in the
field of oral and maxillofacial science and aims to clarify the relevance of these resultsfor
a modern practice.

Manuscript submission and evaluation process at BDS are free of charge

There are no fees for submission and evaluation of articles.

The Publication Fee is R$ 500,00 Reais Brasileiros (for Brazilian authors) or U$ 200.00
American dollars (for foreign authors) and will be charged to the corresponding author.

Note: The Article Processing Charge (APC) will be applied for articles submitted to the
systemas of August 25th, 2021.
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To submit a manuscript for BDS, it is necessary to register in the website, providing a login
and password. Important: Before concluding the registration form, please certify that the
option author of the "Register as" item is checked. Once registered as author, enter 'User
Home' (third link at the top menu), then enter 'author' and 'start a new submission.' The
manuscripts should be written in concise and clear English for a proper comprehension. There
is no limit for authors in the paper. However, all activities of the co-authors must be clarified
in the title page.

Research in humans must provide the protocol number of the Institutional Review Board in
the "Material and Methods" session of the manuscript. The original document must be
attached in a separate file to guarantee a blind revision.

Editors and reviewers spend many hours reading manuscripts, and therefore they appreciate
receiving material that has been carefully prepared in accordance with these Instructions to
Authors.

The Editor and Publisher reserve the right to make minimal literary corrections for the sake
of clarity. Authors for whom English is not the first language should have their manuscripts
read by colleagues fluent in English. If extensive English corrections are needed, authors may
be charged for the cost of editing or an English certificate revision will be request.

Manuscripts which are not written in fluent English will be rejected automatically without
refereeing.

A plagiarism detection will be performed in the beginning of the process by the assistant
editors of BDS team. A match percentage of less than 25% is recommended.

Authors are required to suggest two potential reviewers for their submitted article (name and
email address are required). Reviewers must have no conflict of interest with manuscript.
Authors must pay attention in this recommendation. Find potential reviewers from a country
different from yours.

Authors' responsibilities:

Authors are responsible for the content originality of manuscripts;

Manuscripts should not be submitted to other journals until a final decision is issued;

Authors are individuals who effectively contributed to the study, being familiar with its
contents;

Authors should declare they have read the final version of the manuscript and assume the
responsibility for its contents (copyright transfer with original signature).
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Always keep a backup copy of the electronic file for reference and safety.

For further guidance on electronic submission, please visit the BDS website.

This Journal adopts Creative Commons license CC-BY:

"This license lets others distribute, remix, tweak, and build upon your work, even
accommodating of licenses offered. Recommended for maximum dissemination and use of
licensed materials."

2 - Manuscript preparation

To facilitate the editing of your manuscript, and lessen the time for publication, please
adhere to the following simple general guidelines and advices:

1. Use double spacing throughout, with margins of 2 cm on each side, and Arial
justified paragraph (size 12).

2. The article should not contain any author identification.

3. Be especially careful to use full stop as decimal point, not comma. As spell
checker,use American English.

4. Number the pages consecutively beginning with the Abstract. Do not number lines.

5. Be consistent: use the same form of units, etc., and key these elements in exactly the
same way throughout the manuscript. Put a space between the digits and the unit,
e.g. 5.2 mm.

6. When emphasizing words (seldom necessary), use the italics feature of your text
processor software rather than the underline feature

7. Do not use the uppercase 1 for 1 (one) or the uppercase O for 0 (zero), use theproper
numerals instead.

8. Use the space bar only as a word separator, not as a tabulator.

9. Format tables using the table functions of your text processor.
General structure of the manuscripts

Laboratory or Clinical Research Manuscripts (in full and "Short
Communication') mustinclude:

Title (English) and (Portuguese - only for Brazilian native speakers authors) Abstract
(English) and (Portuguese - only for Brazilian native speakers authors)Introduction,
Material & Methods, Results, Discussion and Conclusion References
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Case Report / Clinical Technique Manuscripts must include:

Title (English) and (Portuguese - only for Brazilian native speakers authors)
Abstract (English) and (Portuguese - only for Brazilian native speakers authors)
Introduction, Case report description, Discussion and Conclusion

References

Literature Review Manuscripts must include:

» Title (English) and (Portuguese - only for Brazilian native speakers authors) Abstract
> (English) and (Portuguese - only for Brazilian native speakers authors)Critical
- Review
> Discussion, final analysis or considerationsReferences
>
Title Page

A title page should be submitted as supplemental material containing the article’s title, name
of authors and affiliations (degree, department, university, city, and country), and the
corresponding author's address.

The ORCID and contribution of each author must be included in the title page.

Authors are required to suggest two potential reviewers for their submitted article.
Reviewers' information (name, telephone, email address and affiliation) should be provided.
Reviewers should declare any conflict of interest with the manuscript.

The role and contribution of each author should be stated in the title page.

Click here to download the TITLE PAGE TEMPLATE

Copyright Notice

All manuscripts should be accompanied by a letter of transmittal, signed by each author,
and stating that the manuscript is not concurrently under consideration for publication in
another journal, that all of the named authors were involved in the work leading to the
publication of the paper, and that all the named authors have read the paper before it is
submitted for publication.
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COPYRIGHT TRANSFER AND RESPONSIBILITY STATEMENT (PDF)

"

All manuscript's copyright ownership of the article

"is transferred from the author(s) to the BRAZILIAN DENTAL SCIENCE, in the event the
work ispublished. The manuscript has not been published elsewhere and that it has not been
submitted simultaneously for publication elsewhere.

We hereby attest the study is original and does not present manipulated data, fraud or
plagiarism. We made significant scientific contribution to the study and we are aware of the
presented data and in agreement with the final version of the manuscript. We assume
complete responsibility for the ethical aspects of the study.

This text must be printed and signed by all authors. The scanned version should be
submitted as supplemental file during the submission process.

Privacy Statement

The names and email addresses entered in this journal site will be used exclusively for the
stated purposes of this journal and will not be made available for any other purpose or to any
other party.

Types of Manuscripts

A. Original Research Manuscripts
(These formatting instructions are valid for both clinical- and laboratory-based research, as

well as for manuscripts “in full” and for “short communications”)

Abstract
Abstract MUST be limited to 250 words. The abstract should briefly state the manuscript

objective(s), material and methods, main results, and most important conclusions, and
therefore must present the following headings: Objective, Material and Methods, Results, and
Conclusions. Abbreviations should be avoided (except for well-known acronyms like WHO,
AIDS, etc.). Do NOT include references. The abstract should be formatted into a single
paragraph.

Keywords
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Give not more than five keywords in alphabetical order after the abstract. Use terms from the
medical subject headings list, which you can find at https://meshb.nlm.nih.gov/search.
These keywords will be used for indexing purposes.

Abstract and keywords should be included in the main document file, followed by the main
text containing the headings described below.

Introduction
Provide the context or background for the study (i.e. the nature of the problem and its
significance). Only pertinent references should be used. Do NOT include data or conclusion
from the work being reported. In the last paragraph of the Introduction section, authors MUST
concisely state the aim of the study and, if applicable, present the study hypothesis.

Material and Methods

In this section, describe all methods, materials and sample so that other researchers would be
able to reproduce the reported methodology. Use appropriate subheadings for thedifferent
segments of the Material and Methods section, when doing so could improve objectiveness.
For well-known methods, a brief description and a reference to another paper may be enough.
However, if you deviate from the well-knows methods, you MUST provide a more complete
description of the methodology. Authors MUST present materials’ name, number and batch,
and manufacturers’ name, city, and country. Both materials and manufacturers information
should be in parenthesis. Quantitative estimates of the validity and reliability of the methods
are desirable. Report length, height, weight, and volume in metric units (meters, kilograms,
or liters), or their decimal multiples. Provide temperatures using Celsius. The use of the
International System of Units (SI) is recommended. Correct unitabbreviations should be used
(e.g. "yr", "wk", "d", "h", "min", "s" and "um"). Scientific names of bacteria, binomials in
italics, MUST be given in full when first mentioned. Subsequent mention may abbreviate
genus, taking care that this abbreviation is unambiguous (Staph. or Strep. instead of S.).

Authors MUST provide information regarding to the Institutional Review Board (IRB)
approval for studies involving humans or animals, including IRB approval number. The
submission of the IRB approval memorandum as supplementary material is mandatory.

Results
Present your results in a logical sequence giving the main or most important findings first,
usually in past tense, WITHOUT subjective comments and comparison with other studies.
For clarity, the Results section might have subheadings.

Data that can be easily found in the tables or illustrations MUST NOT be repeated in thetext.
Restrict tables and figures to those needed to explain the argument of the paper and to assess
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its support. Use graphs as an alternative to tables with many entries. Do NOT duplicate data
in graphs and tables.

Discussion

The Discussion section should present the interpretation of the findings. This section is the
appropriate section for subjective comments and comparison with other studies. Authors
MUST NOT repeat what has already been reported in the Results section.

Conclusion
The conclusion MUST be restricted to the main outcomes of the manuscript (results) and

whether these data confirm or reject the study hypothesis. It MUST NOT contain over-
generalizations or recommendations.
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A. Short Communications

Short communication is a section dedicated to short papers addressing new ideas,
controversial opinions, “Negative” results for example. As short Communications are short
papers, they will receive priority and rapid publication, and each paper will begin with
“Short Communication” followed by the title.

Short Communications are limited to 3000 words. The structure of the main file must follow
the same guide for original manuscripts above, however with minimal quantity of figures and
tables. Please, go to Figures and Legends topic to observe the requirements for the files.

B.Review articles
B.1 Systematic Review and Meta-analysis: gather as much evidence as possible on a
specific question and present the pooled findings together

B.2 Narrative Literature Review: succinct summary of some literature. This type of
manuscript needs invitation or approval by the editor-in-chief before submission. Authors
interested in submitting to this section must contact the Editor-in-chief of Brazilian Dental
Science, Dr. Sergio Gongalves, at sergio.e.goncalves@unesp.br for submission approval and
instructions.

B.3 Critical Review: These manuscripts should summarize information that is well known
and emphasize recent developments over the last five years with a prominent focus on critical
issues and concepts that add a sense of excitement to the topic being discussed.

B.4 State of the Art: update on new, reemerging, or in vogue topic.

The author is advised to develop a systematic review in the Prisma style and format. For more
information ~ on  systematic  reviews, please see https://www.equator-
network.org/reporting-guidelines/prisma-scr.

The systematic review consists of:

> An Abstract using a structured format (Statement of Problem, Purpose, Material and
Methods, Results, Conclusions).
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authors’ conclusions, acknowledgments, funding, and conflicts of interest. References
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Tables and figures, if necessary, showing characteristics of the included studies,
specification of the interventions that were compared, the results of the included
studies, a log of the studies /that were excluded, and additional tables and figures
relevant to the review.

> Statistical methods (meta-analysis) may or may not be used to analyze and summarize
the results of included studies.

> Must be thorough and reproducible.

> Ideally include a hand-search and gray-literature search.

> The review should cover the topic completely and be thoroughly referenced and
maximum length 10 printed pages, approximately 33 typescript pages, including
illustrations and tables.

> An example of a Journal systematic review:

dos Santos, SHB.; Poletto-Neto, V.; de Queiroz, ABL.; Sarkis-Onofre, R.; & Pereira-Cenci,
T. Failure of miniscrews installed in maxilla and mandible: a systematic review and meta-
analysis. Brazilian Dental Science, 2020, 23(3), 7-p.

https://bds.ict.unesp.br/index.php/cob/article/view/2049/1534

C. Case Report Preparation

Case Reports: Case reports will only be considered if they document new knowledge with
unique, clinically relevant, challenging characteristics and illustrating unusual observations,
showing potential non-obvious solutions to the clinical challenge. Exclusive diagnostic
findings or diagnostic challenge of rare conditions.

When describing a patient's case, accurate pre- and post-treatment records are needed that
demonstrate excellence in their results, including a complete diagnostic evaluation,
development and follow-up.

Informed consent and approval from the ethics committee, properly documented in the article,
is required so that the author can include details of the case, information or images of the
patient in the publication.

> Title

> Abstract: (limited to 250 words. Next to the abstract, put a maximum of 5 keywords
in alphabetical order, these must be in accordance with
https://www.ncbi.nlm.nih.gov/mesh)


https://bds.ict.unesp.br/index.php/cob/article/view/2049/1534
https://www.ncbi.nlm.nih.gov/mesh

-
-
-
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Main text: Introduction, Case report, Discussion and Conclusion Acknowledgment,
Funding, Regulatory Statement, Conflict of InterestReferences

For Brazilian authors, submission of abstract files in English and Portuguese is
required.

We encourage authors to consult and follow the guidelines:

https://www.equator-network.org/reporting-guidelines/care

Patient Consent and Ethics: Must be performed according to the Declaration of the World.

For all kind of manuscript (A to D)

A. Figures and Legends

Y ¥ ¥ ¥y¥y ¥

¥

Y ¥

The figures, tables and illustrations are embedded in the text, and also
provided inseparate files with the requested resolution.

Upload the figures as Supplemental Material (step 4 of the submission process).
The tables must be in word format (including titles, description, footnotes).

The figures must be in electronic file format JPG or TIFF.
The size of the file must be over 300 DPI, with minimum of 1200 pixels.

The dimension of the figures should be close to the desired dimensions of the
published version.

The dimensions must be 17 X 11 cm or 8 X 5 cm.

Number the figures according to their sequence in the text, use Arabic numerals.
Aim to use the following fonts in your figures: Arial, Courier, Times New
Roman,Symbol, or use fonts that look similar.

Make sure that letters, numbers, and symbols added to figures are clear, in
proportion to each other, and large enough to be legible in the publication.

Consider all illustrations as figures.


https://www.equator-network.org/reporting-guidelines/care

43

> If a figure has been published previously, acknowledge the original source and
submit written permission from the copyright holder to reproduce it.

> If images of persons are used, obtain written permission prior to submission.

- Give each figure a legend containing sufficient information to make it
intelligiblewithout reference to the text.

> Type all the legends together, double-spaced, on separate page(s) at the end of the
main manuscript file.

B. References

Articles published in peer-reviewed journals are preferably accepted as references.
Manuscripts being in the writing process, master dissertations or doctorate thesis, and
abstracts presented at conferences are not acceptable as references. Book references should
be kept at the indispensable minimum as they show the opinions of the respective authors
and/or editors. References to the most recent books with international access will only be
accepted.

References must be numbered (numbers between squared brackets - eg: [12]) as they appear
in the text and must follow the Vancouver Reference System (details may be foundat
http://www.icmje.org/index.html#reference)

Examples as follows: (Abbreviations of the titles of international journals cited should follow
MEDLINE. If there is the doi, add in the reference)

Costa TR, Ferreira SQ, Klein-Junior CA, Loguercio AD, Reis A. Durability of surface
treatmentsand intermediate agents used for repair of a polished composite. Oper Dent. 2011
Mar- Apr;35(2):231-7. doi: 10.2341/09-216-L.

Knorst JK, Barriquello GS, Villetti MA, Santos RCV, Kantorski KZ. Antimicrobial effect of
methylene blue formulations with oxygen carrier at different pHs: preliminary study. Braz
Dent Sci. 2019;22(1):39-45. doi: 10.14295/bds.2018.v22i1.1635.

Fimple JL, Fontana CR, Foschi F, Ruggiero K, Song X, Pagonis TC, et al. Photodynamic
treatment of endodontic polymicrobial infection in vitro. J Endod. 2008 Jun;34(6):728-34.
doi: 10.1016/j.joen.2008.03.011.


http://www.icmje.org/index.html#_blank
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Most Elsevier journals have their reference template available in many of the most popular
reference management software products. These include all products that support Citation
Style Language styles, such as Mendeley. Using citation plug-ins from these products,
authors only need to select the appropriate journal template when preparing their article, after
which citations and bibliographies will be automatically formatted in the journal's style. If no
template is yet available for this journal, please follow the format of the sample references
and citations as shown in this Guide. If you use reference management software, please ensure
that you remove all field codes before submitting the electronic manuscript. More
information on how to remove field codes from different reference management
software.

Submission Preparation Checklist

As part of the submission process, authors are required to check off their submission's
compliance with all of the following items, and submissions may be returned to authors that
do not adhere to these guidelines. Please check the relevant section in this Guide forAuthors
for more details.

Ensure that the following items are present:

One author has been designated as the corresponding author with contact details:

- E-mail address
- Full postal address

All necessary files have been uploaded:

Manuscript:

Include keywords.

The manuscript is original and has not been published previously, nor is under
consideration elsewhere.

The submission file is in Microsoft Word (.doc or .docx) format.
The text adheres to the stylistic and bibliographic requirements outlined in the

Submission Guidelines, which is found in About the Journal.

If submitting to a peer-reviewed section of the journal, the instructions in Ensuring a Blind
Review have been followed.

Ensuring a Blind Review:


https://citationstyles.org/
https://citationstyles.org/
https://www.mendeley.com/reference-management/reference-manager/
https://service.elsevier.com/app/answers/detail/a_id/26093/
https://service.elsevier.com/app/answers/detail/a_id/26093/
https://service.elsevier.com/app/answers/detail/a_id/26093/
https://service.elsevier.com/app/answers/detail/a_id/26093/
https://bds.ict.unesp.br/index.php/cob/about/submissions#authorGuidelines
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Research in humans must provide the protocol number of the Institutional Review Board in
the "Material and Methods" session of the manuscript. Theoriginal document must be
attached in a separate file to guarantee a blind revision.

The main file of the manuscript should not contain any author identification to ensure a
blind revision.

Funding, conflict of interest, regulatory statement and acknowledgment must be
descripted in the end of the main text, before references.

A separate title page was provided including description of the contribution of each
author and the indication of potential reviewers for your manuscript was performed.

Authors have read and agreed with the publication ethics and malpractices of the
journal.

The figures and illustrations (JPG or TIFF format), and tables (word format) are
embedded in the text, and also provided in separate files with the requested resolution.

All tables (including titles, description, footnotes).

The manuscript text is double-spaced with 12-point Arial font; it employs italics, rather
than underlining; tables are placed in the text body at appropriate points, rather than at the
end.

Authors have signed and uploaded the Copyright notice.

Native Portuguese speakers must provide an abstract written in Portuguese

Title Page Template: Click here to download the TITLE PAGE TEMPLATE For further

information, visit our BDS website.

PUBLICATIONS ETHICS AND MALPRACTICES - BDS

Ethical standards for publication exist to ensure high-quality scientific publications, public
trust in scientific findings, and that people receive credit for their work and ideas.

All manuscripts are subject to peer review and are expected to meet standards of academic
excellence. If approved by the editor, submissions will be considered by peer reviewers,
whose identities will remain anonymous to the authors.

Our Research Integrity team will occasionally seek advice outside standard peer review, for
example, on submissions with serious ethical, security, biosecurity, or societal implications.
We may consult experts and the academic editor before deciding on appropriate actions,


https://bds.ict.unesp.br/public/journals/1/1TITLE_PAGE_TEMPLATE.docx
https://bds.ict.unesp.br/index.php/cob
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including but not limited to recruiting reviewers with specific expertise, assessment by
additional editors, and declining to further consider a submission.

A. Relations with the other editors/editorial board

The editor-in-chief will work with a team of section editors. They will confirm the roles and
responsibilities of all editors and editorial staff (assistant editors), so that everybody is clear
about who does what.

The editorial board will be invited by the editors according with their expertise and levels of
activity and involvement. BDS journal has a policy of appointing editors for a fixed time
period, and the editorial committee will discuss possible changes if necessary.

Changes in the direction of the journal to redefine its scope must be undertaken in agreement
with the other editors and the publisher; otherwise editorial decisions may be inconsistent.
New aims and scope need to be agreed on and clearly published in whatever medium the
journal uses to communicate with authors, reviewers, and editors.

Plagiarism

Authors must not use the words, figures, or ideas of others without attribution. All sources
must be cited at the point they are used, and reuse of wording must be limited and be attributed
or quoted in the text.

Brazilian Dental Science uses Turnitin to detect submissions that overlap with published and
submitted manuscripts.

Manuscripts that are found to have been plagiarized from a manuscript by other authors,
whether published or unpublished, will be rejected.

Authorship and acknowledgments

All listed authors must have made a significant scientific contribution to the research in the
manuscript, approved its claims, and agreed to be an author. It is important to list everyone
who made a significant scientific contribution. Author contributions must be described on the
Title Page, using roles defined by CRediT. Changes in authorship must be declared to the
journal and agreed to by all authors.

Anyone who contributed to the research or manuscript preparation, but is not an author, should
be acknowledged with their permission.

Submissions by anyone other than one of the authors will not be considered.


http://www.turnitin.com/
https://casrai.org/credit/
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Conflicts of interest

Conflicts of interest (COls, also known as ‘competing interests’) occur when issues outside
research could be reasonably perceived to affect the neutrality or objectivity of the work or its
assessment. This can happen at any stage in the research cycle, including during the
experimentation phase, while a manuscript is being written, or during the process of turninga
manuscript into a published article.

If unsure, declare a potential interest or discuss with the editorial office. Submissions with
undeclared conflicts that are later revealed may be rejected.

Conflicts of interest do not always stop work from being published or prevent someone
from being involved in the review process. However, they must be declared. A clear

declaration of all possible conflicts — whether they actually had an influence or not — allows
others to make informed decisions about the work and its review process.

If conflicts of interest are found after publication, this may be embarrassing for the authors,
the Editor and the journal. It may be necessary to publish a corrigendum or reassess the review
process.

Conlflicts include the following:

- Financial — funding and other payments, goods and services received or expected by
the authors relating to the subject of the work or from an organization with an interest
in the outcome of the work

> Affiliations — being employed by, on the advisory board for, or a member of an
organization with an interest in the outcome of the work

> Intellectual property — patents or trademarks owned by someone or their organization

- Personal — friends, family, relationships, and other close personal connections

> Ideology — beliefs or activism, for example, political or religious, relevant to
thework

> Academic — competitors or someone whose work is critiqued

B.Relation with authors

Authors must declare all potential interests in a ‘Conflicts of interest’ section, which should
explain why the interest may be a conflict. If there are none, the authors should state “The
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author(s) declare(s) that there are no conflicts of interest regarding the publication of this
paper.” Submitting authors are responsible for coauthors declaring their interests.

Authors must declare current or recent funding (including article processing charges) and
other payments, goods or services that might influence the work. All funding, whether a
conflict or not, must be declared in the ‘Funding Statement’.

The involvement of anyone other than the authors who 1) has an interest in the outcome of
the work; 2) is affiliated to an organization with such an interest; or 3) was employed or paid
by a funder, in the commissioning, conception, planning, design, conduct, or analysis of the
work, the preparation or editing of the manuscript, or the decision to publish must be declared.

Declared conflicts of interest will be considered by the editor and reviewers and included in
the published article.

The editors recommend that the authors pay attention to the current guidelines. These
instructions should clearly state what is expected of authors and what the journal will do in
cases of suspected misconduct such as plagiarism or data fabrication. The authors should
consult the link to the COPE flowcharts (http://publicationethics.org/resources/flowcharts)
and Retraction Guidelines (http://publicationethics.org/resources/guidelines). BDS
provides in its website a “check list” of what is expected from authors to maintain standards
of manuscripts.

Decisions to accept or reject a paper for publication will be based only on the paper’s
importance, originality, and clarity, and the study’s relevance to the remit of the journal.

Transparency (a checklist to authors)

Work with the journal publisher/editorial office to determine processes for handling
submissions that are the most efficient and appropriate for the journal. The electronic
submission system aids authors in providing all required information (e.g., authorship
declarations, funding information). All elements must be completed before a manuscript is
sent for peer review (chasing details at a later stage can delay publication and upset schedules).
BDS will consider checking for the following elements (as appropriate):

Confirmation that the authors have read and understood the Instructions to Authors
Authorship statement explaining what each author contributed to the paper Funding
information

Competing interests declaration

¥ ¥ ¥ ¥ Y

Permission obtained for use of copyrighted material from other sources (including
the Web)


http://publicationethics.org/resources/flowcharts
http://publicationethics.org/resources/guidelines
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Documentation for any citations to unpublished work (e.g., articles in press/personal

communications)

Confirmation that the manuscript is under evaluation solely to BDS and it is
notpublished, in press, or submitted elsewhere.

BDS adopts and promotes an authorship policy that is appropriate to the field of research.
This will include:

requiring statements of each individual’s contribution to the research andpublication

use of checklists to prevent ghost authorship (see PLoS:

http://www.plosmedicine.org/article/info:doi/10.1371/journal.pmed.1000023#s4)

requiring all authors to sign an authorship declaration

including all authors in communications (e.g., acknowledging receipt of a
submission), not just the corresponding author

clearly specifying authorship criteria in the Instructions to Authors For
biomedicaljournals you might consider in addition:

Details of ethical approval and informed consent for studies in humansDetails of
approval and ethical conduct for animal experimentation

Guidance on ethical approval for studies in humans is available from COPE (Guidance for
Editors: Research, Audit and Service Evaluations:
http://publicationethics.org/resources/guidelines).

A. Editors and Reviewers

Editors and reviewers should decline to be involved with a submission when they

Y ¥ ¥ ¥ ¥YY

Have a recent publication or current submission with any authorShare or recently
shared an affiliation with any author Collaborate or recently collaborated with any
author

Have a close personal connection to any author Have a financial interest in the
subject of the workFeel unable to be objective

Editors and reviewers must declare if they have previously discussed the manuscript with the
authors.


http://publicationethics.org/resources/guidelines
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BDS provides guidance to reviewers on everything that is expected of them. Guidelines are
available in our website and from COPE (COPE Ethical Guidelines for Peer Reviewers.
http://publicationethics.org/resources/guidelines). This guidance is regularly updated and
is referred to the COPE Code of Conduct and Best Practice Guidelines
(http://publicationethics.org/resources/code-conduct). BDS will consider the following
points:

> Reviews should be conducted objectively Personal criticism of the author is

- inappropriate

> Reviewers should express their views clearly with supporting arguments and
references as necessary and not be defamatory or libelous

> Reviewers should declare any competing interests

> Reviewers should decline to review manuscripts in which they have a competing
interest resulting from competitive, collaborative, or other relationships or connections
with any of the authors, companies, or institutions connected to the papers

> Reviewers should respect the confidentiality of material supplied to them and may not

discuss unpublished manuscripts with colleagues or use the information in their own
work

Any reviewer that wants to pass a review request onto a colleague must get the editor’s
permission beforehand.

BDS has systems for assessing the performance of reviewers and removing from the
database those whose performance is not acceptable.

BDS also has systems in place to ensure that peer reviewers’ identities are protected.

Reviewers will be asked to address ethical aspects of the submission such as:

Has the author published this research before? Has the author plagiarized another
publication?

Is the research ethical and have the appropriate approvals/consent been obtained? Is
there any indication that the data have been fabricated or inappropriately
manipulated?

Y ¥ ¥Y

Y

Have the authors declared all relevant competing interests?

Reviewers must declare any remaining interests in the ‘Confidential’ section of the review
form, which will be considered by the editor.


http://publicationethics.org/resources/guidelines
http://publicationethics.org/resources/code-conduct
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Studies involving humans or animals

If the work involves the use of human subjects, the author should ensure that the work
described has been carried out in accordance with The Code of Ethics of the World Medical
Association (Declaration of Helsinki) for experiments involving humans.

Authors should include a statement in the manuscript that informed consent was obtained for
experimentation with human subjects. The privacy rights of human subjects must alwaysbe
observed.

All animal experiments should comply with the ARRIVE guidelines and should be carried
outin accordance with the U.K. Animals (Scientific Procedures) Act, 1986 and associated
guidelines, EU Directive 2010/63/EU for animal experiments, or the National Institutes of
Health guide for the care and use of Laboratory animals (NIH Publications No. 8023, revised
1978) and the authors should clearly indicate in the manuscript that such guidelines have been
followed. The sex of animals must be indicated, and where appropriate, the influence (or
association) of sex on the results of the study.

Institutional review board and written informed consent

For protocols involving the use of human subjects, authors should indicate in their Methods
section that subjects’ rights have been protected by an appropriate Institutional Review Board
and written informed consent was granted from all subjects. When laboratory animals are
used, indicate the level of institutional review and assurance that the protocol ensured humane
practices.

Clinical trials

Brazilian Dental Science asks that authors submitting manuscripts reporting from a clinical
trial to register the trial a priori in any clinical trials registries that takes part of WHO network
(International Clinical Trials Registry Platform (ICTRP)). The clinical trial registration
number and name of the trial register should be included in the Acknowledgments at the
submission stage.

Randomized control clinical trials


https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/
https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/
https://www.nc3rs.org.uk/arrive-guidelines
https://ec.europa.eu/environment/chemicals/lab_animals/legislation_en.htm
https://www.who.int/ictrp/network/primary/en/
https://www.who.int/ictrp/network/primary/en/
https://www.who.int/ictrp/network/primary/en/
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Randomized clinical trials should be reported using the Consolidated Standards of Reporting
Trials (CONSORT). A CONSORT checklist and flowchart (as a Figure) should also be
completed and included in the submission material.

Epidemiological observational trials

Submitting authors of epidemiological human observations studies are required to review and
submit a 'strengthening the reporting of observational studies in Epidemiology' (STROBE)
checklist and statement. Compliance with this should be detailed in the materials and methods
section.

Systematic Reviews

The abstract and main body of the systematic review should be reported using the PRISMA
for Abstract and PRISMA guidelines respectively. Authors submitting a systematic review
should register the protocol in a readily-accessible source at the time of project inception (e.g.
PROSPERO database, previously published review protocol in journal, OSF). The protocol
registration number, name of the database or journal reference should be provided at the
submission stage in the “Registration” section in the abstract and ‘Methods’ section in the
main body of the text. A PRISMA checklist and flow diagram (as a Figure) should also be
included in the submission material. Source of funding (grant number, if available) should be
added in ‘Acknowledgments’ section.

Proofreading Certificate

When required, the authors must contact one of these English Reviewers
below forprofessional proofreading of the final text, before publication.

Enid Rosenstiel enidrosenstiel@gmail.com

Louis Vega louisfranciscovega@gmail.com



http://www.consort-statement.org/
http://www.strobe-statement.org/
http://www.prisma-statement.org/
mailto:enidrosenstiel@gmail.com
mailto:louisfranciscovega@gmail.com
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