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Resumo

Introducéo: Pacientes com doenca de Parkinson (DP) frequentemente relatam dor
cronica. Sendo esse um dos sintomas nao motores mais complexos. Portanto este
estudo ira revisar na literatura caracteristicas da dor em pacientes com DP. Métodos:
Foi conduzida uma revisdo sistematica da literatura, de acordo com as
recomendagBes do MOOSE. Foram incluidos estudos observacionais que relataram
a dor em pacientes com DP. Ndo foram aplicados filtros para limitar o periodo de
tempo, mas foram utilizados os idiomas portugués, espanhol e inglés. A busca foi
realizada nas seguintes bases de dados: PubMed®, LILACS e SciELO. Resultados:
Foram encontrados 26 artigos de estudos observacionais. Que relatam uma
prevaléncia de dor média de 67.36%, 0 que destaca a importancia desse sintoma na
populacdo com DP. A dor é localizada em diversas regides corporais, que incluem
membros inferiores, membros superiores, coluna lombar, cervical e demais
articulagcdes. A classificacdo da dor varia, com dor musculoesquelética, dor
relacionada a DP, dor neuropética e dor distbnica, entre outras. Discusséo: A dor na
DP € uma condicdo prevalente e multifatorial, que tem impacto significativo na
gualidade de vida dos pacientes. Concluséo: Foi observada a heterogeneidade nos
dados de diversos estudos incluidos, o que demonstra a necessidade de pesquisas
adicionais para elucidar os mecanismos subjacentes da dor na DP e desenvolver
estratégias terapéuticas eficazes para abordar esse sintoma e melhorar a qualidade

de vida dos individuos que convivem com a doenca.

Palavras-chave: Doenca de Parkinson; Dor Crénica; Dor



Abstract

Background: Patients with Parkinson's disease (PD) often report chronic pain, which
Is one of the most complex non-motor symptoms. Therefore, this study aims to review
the literature on the characteristics of pain in patients with PD. Methods: A systematic
literature review was conducted following MOOSE recommendations. Observational
studies reporting pain in patients with PD were included. No time restrictions were
applied, but studies in Portuguese, Spanish, and English were considered. The search
was performed in PubMed®, LILACS, and SciELO databases. Results: Twenty-six
articles of observational studies were identified, reporting an average pain prevalence
of 67.36%, emphasizing the significance of this symptom in the PD population. Pain
was reported in various body regions, including lower limbs, upper limbs, lumbar spine,
cervical spine, and other joints. Pain classification varied, encompassing
musculoskeletal pain, PD-related pain, neuropathic pain, and dystonic pain, among
others. Discussion: Pain in patients with PD is a prevalent and multifactorial condition,
significantly impacting patients’ quality of life. Conclusion: Heterogeneity in data
across included studies was observed, highlighting the need for additional research to
elucidate the underlying mechanisms of pain in patients with PD and develop effective
therapeutic strategies to address this symptom and improve the quality of life for
individuals living with the disease.

Key words: Parkinson's disease; Chronic pain; Pain; Moviment disorder.
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Capitulo 1 Revisao de Literatura

1. Introducéao

A doenca de Parkinson (DP) é a segunda doenca neurodegenerativa mais
prevalente (Dorsey et al., 2018a; Ou et al., 2021; Zhong e Zhu, 2022), com cerca
de 6 milhdes de casos globais (Dorsey et al., 2018). Predominantemente
encontrada em idosos, tem sua prevaléncia estimada em 1% da popula¢gdo mundial
acima de 60 anos (Tysnes; Storstein, 2017). Os critérios diagnosticos da DP
mantém os sintomas motores como a caracteristica central da doenca, definida
como bradicinesia associada a tremor de repouso ou rigidez (Postuma et al., 2015).
Embora os sintomas motores permanecam centrais, cada vez mais se reconhecem
as manifestacfes ndo motoras (Heinzel et al., 2019) que incluem reducao do olfato,
disturbios intestinais, disfuncdo urinaria, hipotensao postural, perda de memoria,
depressao, disturbios do sono e dor (Deeb; Nozile-Firth; Okun, 2019; Tolosa et al.,
2021). Estagios iniciais da DP frequentemente apresentam o0s sintomas nao
motores, que se intensificam a medida que a condicao progride ao longo do tempo
(Pont-Sunyer et al., 2015; Zis et al., 2015). Aléem disso, foi identificado que sintomas
da DP, como disturbios do sono e depresséo, estéo relacionados com a presenca
de dor (Heinzel et al., 2019).

Entre os sintomas ndo motores presentes nos pacientes com DP, a dor € 0
mais comum e de complexo manejo clinico (Antonini et al., 2018). A importancia
de compreender ndo apenas a hatureza da dor, mas também reconhecer sua
relevancia como manifestacéo clinica da DP. Pois a dor constitui uma sensacao
sensorial e emocional desagradavel, vinculada ou comparavel aguela relacionada
a lesdes reais ou potenciais no tecido. Quando persiste ou retorna por um periodo
superior a trés meses, é classificada como dor crénica (Treede et al., 2019). Atinge
cerca de 20% da populacdo adulta global, com uma prevaléncia crescente
associada ao envelhecimento, em cerca de aproximadamente 40% dos brasileiros
(Breivik et al., 2006; Abdulla et al., 2013; Andrew et al., 2014; De Souza et al., 2017;
Nicholas et al., 2019; Raja et al., 2020).

A complexidade da dor crénica € influenciada por fatores biopsicossociais,

como género, nivel socioeconémico, histérico de traumas e demais
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comportamentos modificaveis. Tais fatores impactam na autogestdo e no
progndéstico, o que reflete em custos elevados com saude, incapacidade funcional,
reducdo da produtividade e baixa qualidade de vida (Clauw, 2015; Smith;
Macfarlane; Hecke; Torrance; Smith, 2013; Burri et al., 2015; Leadley et al., 2014).
Atualmente, a classificacdo tradicional baseada apenas na duracdo é limitada,
portanto, é essencial uma abordagem abrangente para investigar as origens da
dor, que podem ser patogénicas, genéticas ou relacionadas a danos teciduais
identificaveis por marcadores bioldgicos (Steingrimsdottir et al., 2017). A dor
cronica pode se manifestar como a principal queixa em sindromes como
fibromialgia ou dor lombar nao-especifica, sendo denominada "dor cronica
primaria". Quando a dor € considerada um sintoma de uma condicao subjacente,
passa a ser chamada de "dor cronica secundaria” (Nicholas et al., 2019; Treede et
al., 2019). No entanto, a identificacdo da dor crénica muitas vezes € dependente
do relato subjetivo do paciente, devido a auséncia de achados fisicos claros, o que
pode dificultar progndstico e tratamento (Wolfe et al., 2011). No entanto, quando a
dor esta associada a DP, € possivel afirmar que, dentre os sintomas ndo motores
presentes, este seja comum e de complexo manejo clinico (Antonini et al., 2018).

A dor na DP possui prevaléncia variavel de 40% a 85% (Goldberg & McGee,
2011). E a dor cronica esta presente em 20% dos pacientes no momento do
diagnostico, associada ao estagio motor inicial, e afeta cerca de 80% durante o
curso da doenca (Choi et al., 2017). Sabe-se que a localizacdo e intensidade da
dor no DP podem variar, porém, dentre os fatores mais significativos de reducéo
do progndéstico, seria a presenca de dor cronica (Ozturk et al., 2016), que pode
afetar diretamente a piora da qualidade de vida de pacientes com DP. Fatores
como idade, estagio da doenca e presenca de comorbidades. Assim como na
populacdo geral (Burri et al., 2015), a dor em pacientes com DP pode impactar
significativamente na qualidade de vida, ao afetar aspectos fisicos, emocionais e
sociais (Valkovic et al., 2015; Broen et al., 2012). Além disso, existe a associacao
entre a dor e a intensidade de sintomas motores, como aumento do congelamento
da marcha, discinesias e agravo da rigidez (Allen et al., 2016; Helvaci Yilmaz et al.,
2019). Além disso a dor pode até se manifestar antes dos sintomas motores
classicos (Pont-Sunyer et al., 2015). A DP €& uma condicdo degenerativa e
progressiva gue pode ser impactada pelo processo doloroso em varios niveis (Choi
et al., 2017).
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A dor na DP pode ter origem nociceptiva, embora também possa ser
atribuida a fontes neuropaticas ou a diversas fontes (Blanchet; Brefel-Courbon,
2018). Pois a dor associada a DP possui uma origem multifatorial, sendo
influenciada pela intensidade da dor, complexidade dos sintomas, fisiopatologia da
dor e presenca de comorbidades (Viseux et al., 2023), que pode evoluir e depender
de diferentes fatores, relacionados a doenca e ao seu gerenciamento (Viseux et
al., 2023). Compreender os mecanismos subjacentes é essencial para orientar
opcOes de tratamento. Portanto, esforcos em padronizar o diagnéstico de dor na
DP, tém sido realizados para o desenvolvimento de classificacdes. O sistema de
classificacdo de Ford, comumente utilizado, divide a dor na DP em 5 tipos, em
categorias como: dor musculoesquelética, dor neuropatica/radicular, dor central ou
primaria e dor relacionada a acatisia (inquietacao) (Antonini et al., 2018a; Ford,
2010). Uma classificagdo mais recente se baseia no questionario King's
Parkinson's Disease Pain Scale, que possui sete dominios: musculoesquelética,
neuropatica cronica, dor relacionada a flutuacdo motora, dor noturna, dor orofacial,
dor relacionada ao edema/inchaco de membros e dor radicular (Sartori et al.,
2023). Embora a literatura apresente algumas outras classificacdes, fica clara a
auséncia de consenso (Faggianelli et al., 2022). Uma vez que a melhor maneira de
classifica-la ndo esta definida, aponta-se como um dos principais motivos a
dificuldade na definicdo e caracterizacdo da dor quando relacionada aos pacientes
com DP (Antonini et al., 2018). Nesse contexto, este estudo visa revisar na
literatura caracteristicas da dor em pacientes com DP. De forma especifica,
descrever prevaléncia, intensidade, frequéncia, as regides mais acometidas e as

classificacdes da dor em pacientes com DP.

1.1 Justificativas

1.1.1 Relevéancia para as Ciéncias da Reabilitacao

A dor é um sintoma importante em pacientes com DP, que afeta

significativamente a qualidade de vida desses individuos (Choi et al., 2017). Embora

a literatura inclua trabalhos sobre a dor nesses pacientes ndo ha um concesso quanto

os diferentes aspectos e variaveis da dor, o que gera certa heterogeneidade das

informacdes (Antonini, A. et al., 2018). Pois o carater multifatorial que abrange a dor
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torna sua compreensao na DP um desafio, ao envolver diversos subtipos de
mecanismos (Broen et al., 2012).

Desta forma, uma revisdo sistematica pode contribuir para sintetizar o
conhecimento sobre a dor associada a DP, especialmente no que se refere a
prevaléncia, padrdes de intensidade e frequéncia da dor em regides especificas do
corpo. Portanto, este estudo torna-se relevante para agregar dados de diversas
publicacdes, junto a unido dos resultados existentes na literatura, ao oferecer
informacdes para profissionais de salude e pesquisadores. Para caracterizar esta
populacdo e assim possivelmente reduzir a inadequacdo do tratamento desses

pacientes com dor e DP.

1.1.2 Relevancia para a Agendade Prioridades do Ministério da Saude!

A DP esta entre as doencas cronicas ndo-transmissiveis com alta prevaléncia
na populagdo idosa (Tysnes e Storstein, 2017a). Além disso, o tratamento e a
assisténcia associados a pessoa idosa e as doencgas cronicas nao-transmissiveis e
tém grande impacto socioecondmico para o Sistema Unico de Satde (SUS).

O presente estudo se enquadra em diagnostico e tratamento das doencas
cronicas ndo-transmissiveis e de Cuidados com a Saude do Idoso do Plano de Acéo
em Ciéncia, Tecnologia e Inovagao para Saude elaborado pelo Ministério da Ciéncia,

Tecnologia e Inovacao, o Ministério da Saude e as agéncias de fomento CNPq e Finep.

1.1.3 Relevancia para o Desenvolvimento Sustentavel?

O estudo se enquadra nos Objetivos de Desenvolvimento Sustentavel (ODS)
por meio da ODS 3 (Assegurar uma vida saudavel e promover o bem-estar para todos,
em todas as idades). Em especial assegura “reforgar a capacidade de todos os paises,
particularmente os paises em desenvolvimento, para o alerta precoce, reducdo de

riscos e gerenciamento de riscos nacionais e globais de saude”.

L https://bvsms.saude.gov.br/bvs/publicacoes/agenda prioridades pesquisa ms.pdf
2 https://odsbrasil.gov.br/objetivo/objetivo?n=3
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1.2 Objetivos

1.2.1 Primério

Revisar na literatura caracteristicas da dor em pacientes com doenca de

Parkinson.
1.2.2 Secundario

1. Quantificar a prevaléncia de dor em pacientes com doenca de Parkinson.

2. ldentificar regides corporais mais frequentemente acometidas pela dor em
pacientes com doenca de Parkinson.

3. Quantificar a intensidade de dor em pacientes com doenca de Parkinson.

4. Verificar a frequéncia de dor em pacientes com doenca de Parkinson.

5. Revisar as principais classificacdes da dor encontradas em pacientes com

doenca de Parkinson.
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Capitulo 2 Participantes e Metodos

2.1 Delineamento do estudo

Trata-se de uma revisdo sistematica, realizada segundo a recomendacédo do
Meta-analysis of Observational Studies in Epidemiology (MOOSE)(Brooke, Schwartz
e Pawlik, 2021; Zuuren, van e Fedorowicz, 2016).

2.2 Amostra

2.2.1  Critérios deinclusao para aselecdo dos estudos

Foram selecionados para compor essa pesquisa estudos observacionais de
gualquer ano, nos idiomas: portugués, inglés ou espanhol, sobre o tema da dor em

pacientes com doenca de Parkinson.

2.2.2 Critérios de exclusao

Como critérios de exclusdo foram considerados: pesquisas realizadas com
animais, com amostras composta por menores de 18 anos ou com pacientes com

Parkinsonismo atipico.

2.3 Metodologia

2.3.1 Estratégiade Busca

A busca foi realizada em julho de 2023 nos bancos de dados eletronicos
PubMed®, Literatura Latino-americana e do Caribe em Ciéncias da Sautde (LILACS) e
Scientific Electronic Library Online (SciELO) e atualizada em outubro de 2023. Os
principais descritores, adotados na estratégia de busca sdo indexados no DeCS
(Descritores em Ciéncias da Saude) (Dor, Dores Crénicas, Doenca de Parkinson,

Dores Musculoesqueléticas e Fisiopatologia) e Mesh Database (Medical Subject
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Headings) (Pain, Chronic Pains, Parkinson’s Disease, Musculoskeletal Pains e

Physiopathology).

Os descritores foram combinados usando os operadores boleanos AND e OR.
Para cada base de dados foi reconhecido o mecanismo de busca, e utlizadas
combinagdes de descritores e seus respectivos sindbnimos, os termos foram adaptados
segundos as especificidades das bases de dados. Para garantir uma boa recuperagéo
das informacgdes, vocabularios ndo controlados também foram utilizados (Quadro 1).

Quadro 1 - Estratégia de Busca

Utilizac&o do descritor de assunto (termos DeCS/Mesh) mais a sensibilizacdo do termo com
a utilizacdo dos “entry terms”.

“Pain” [DeCS/MeSH] OR “Chronic Pains” [DeCS/MeSH] OR “Pains, Chronic” OR “Pain, Chronic”
OR “Widespread Chronic Pain” OR “Chronic Pain, Widespread” OR “Chronic Pains, Widespread”
OR “Pain, Widespread Chronic” OR “Pains, Widespread Chronic” OR “Widespread Chronic Pains”
OR “Musculoskeletal Pains” [DeCS/MeSH] OR “Pain, Musculoskeletal” OR “Pains, Musculoskeletal”
OR “Radicular pain” OR “Neuralgias” OR “Neuropathic Pain” OR “Neuropathic Pains” OR “Pain,
Neuropathic” OR “Pains, Neuropathic’ AND “Idiopathic Parkinson's Disease” OR “Parkinson's
Disease, Idiopathic” OR “Parkinson Disease, Idiopathic” OR “Parkinson's Disease” [DeCS/MeSH]
OR “Idiopathic Parkinson Disease” OR “Primary Parkinsonism” OR “Parkinsonism, Primary” OR
“Paralysis Agitans” AND “Physiopathology” [DeCS/MeSH] OR “Physiological Characteristics” OR
“Pathophysiology” [DeCS/MeSH] OR “Physiological Concepts” OR “Physiological Processes” OR
“Concept, Physiological”.

2.3.2 Coletade Dados e selecao de estudos

As referéncias identificadas pela estratégia de busca inicial passaram por uma
triagem. No primeiro momento ocorreu a leitura de titulos, que possibilitou a exclusédo
dos artigos duplicados, em seguida titulos e resumos foram analisados e por fim
ocorreu a leitura completa dos artigos restantes. Os dados dos estudos que atenderam
aos critérios de inclusao foram coletados e expostos no fluxograma (Figura 1).

A caracterizacdo dos estudos apresentados na Tabela 2, incluiu: autor e ano,
namero de participantes, sexo, bases de dados, classificacdo de Hoehn e Yahr, pais
da pesquisa e tipo de estudo. As informacdes sobre: localizacdo da dor, classificacao
da dor, prevaléncia da dor, intensidade da dor e frequéncia da dor em pacientes com

DP, estdo expostas na Tabela 3.
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| Identificacdo dos estudos através de bases de dados e registos |

1
Registos identificados através Registos removidos antes da
de™: triagem:
'% Bases de dados: Duplicados (n =179 )
(Scielo n = 152 Assinalados como ndo
E Lilacs n= 95 elegiveis pelas ferramentas
] PubMed® n=10.001) automatizadas
2 (n=10)
Registros (n = 10.291) Outras razdes (n = 0)
|
¥
S

Registos em friagem Registos excluidos*®
(n=10.112) (n=10.041)

¥

Publicagdes pesquisadas para o :
se manterem (n = 71) —*| Publicagoes refiradas (n = 34)

'

Publicacdes avaliadas para
elegibilidade _—
(n=237

Triagem

Publicagtes excluidas: (n = 11)

Total de estudos incluidos na
revisdo (n = 26)

Figura 1: Fluxograma PRISMA 2020 das informacdes com as diferentes fases da
revisdo sistematica (Page et al., 2021).

2.3 Desfechos

2.3.1  Desfecho priméario

A caracterizacao da dor em pacientes com doenca de Parkinson.

2.3.2 Desfecho secundario

Descrigcdo da prevaléncia, intensidade, frequéncia, das regides corporais mais

acometidas e das classificac6es da dor em pacientes com doenca de Parkinson.
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2.3.3 Disponibilidade e acesso aos dados

Os dados coletados e o resultado desta pesquisa serdo disponibilizados e

divulgados apds a realizacdo do estudo no artigo produzido posteriormente.

2.4 Orcamento e apoio financeiro

Este estudo é financiado pela Coordenacéo de Aperfeicoamento de Pessoal de
Nivel Superior - Brasil (CAPES) - Cédigo Financeiro 001.

Quadro 1: Apoio financeiro.

CNPJ Nome Tipo de E-mail Telefone
Apoio
financeiro
00889834/0001- | CAPES | Bolsa prosup@capes.gov.br | (061) 2022-
08 6250
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2.5 Cronograma

Quadro 3: Cronograma de execugao.

conclusdo

ETAPA INiCIO FIM
Elaboracao do projeto de pesquisa 01/21 04/23
v ©
© 0
g 2
.GOA g Realizacéo de busca sistematica de literatura 07/23 10/23
F o
Selec¢do dos estudos elegiveis com base nos 07/23 10/23
critérios de inclusdo/exclusao e realizacao de
triagem baseada nos resumos.
Extracéo dos dados a partir dos artigos 07/23 10/23
§ selecionados.
@
QO Analise dos resultados extraidos dos estudos 10/23 10/23
()
3 , ]
s incluidos.
% Sintese dos resultados e producédo de 09/23 10/23
© tabelas, figuras.
Revisao dos procedimentos metodologicos 09/23 10/23
Realizacdo de atualizacdes sistematicas da 10/23 10/23
base de dados
Elaboracdo de manuscrito 07/23 10/23
Submisséo de manuscrito 11/23 11/23
ke Exame de Defesa 11/23 11/23
_Lé" Submisséo de manuscrito (resultados) 11/23 11/23
g Elaboracédo de midias para disseminacao 11/23 11/23
Entrega da verséo final do trabalho de 11/23 12/23
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Capitulo 3 Resultados

3. RESULTADOS

3.1 Identificacdo dos Estudos

Inicialmente, foram identificados 26 estudos por meio da busca eletronica nas
bases de dados PubMed® (10.001), Literatura Latino-americana e do Caribe em
Ciéncias da Saude (LILACS) (98) e Scientific Electronic Library Online (SciELO) (192).
Foram excluidos 10.041 estudos e 179 duplicatas foram removidas. Apds a leitura de
titulos restaram 10.112 registros para triagem. Entre esses, foi realizada a leitura de
resumos de 71, em sequéncia a analise 37 textos completos foram minuciosamente
avaliados. Como resultado da analise inicial, 26 estudos atenderam aos critérios de

inclusao.

3.2 Extracao de dados

As seguintes informacgdes foram extraidas dos estudos incluidos: Autor e ano;
namero de participantes; sexo; Base de Dados; Estagio da DP (Hoehn & Yahr); Pais;
Tipo de Estudo; Localizacdo de dor; Classificacdo da dor; Prevaléncia da dor;

Intensidade da dor; Frequéncia da dor.

3.3 Avaliacdo da qualidade metodolégica

A Tabela 1, apresenta uma sintese da qualidade metodoldgica dos estudos
incluidos avaliados através da The Newcastle-Ottawa Scale (NOS) for Assessing The
Quality of Nonrandomised Studies (Wells, Shea e O’Connell, 2014). Dos 26 estudos

finais, 15 foram considerados de alta qualidade, e 11 de qualidade moderada.
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Tabela 1 - Avaliacdo da qualidade dos estudos utilizando a Escala Newcastle-

Ottawa modificada para avaliacdo dos estudos incluidos

Selecdo Comparabilidade Desfecho Total Pontuacéo

Agrawal et al., 2021 *ok kK *k *kk Fok Kok Kk Kk Alta qualidade
9)

Beiske, AG et al, 2009 *k Kk * *k *okkkkkk Alta qualidade
)

Buhmann et al., 2017 *kkok * *k *okkkkkk Alta qualidade
)

Camacho-Conde & Kk ke * Hokk oAk kA Alta qualidade

Campos-Arillo, 2020 (8)

Camargo et al., 2022 Kokkk * *x ek ek ek Alta qualidade
)

De Mattos et al., 2019 *k kK * * ok ke ko Qualidade moderada
(6)

Defazio et al., 2017 *kkok *ok *k Kokokok ok ke ok ok Alta qualidade
(8)

Fuetal., 2018 Kkk ke * *x ek ek ek Alta qualidade
)

Hirsi et al., 2019 K * *x e kK Alta qualidade
)

Lee, MA et al., 2006 *kkk * * ok ke ke ok Qualidade moderada
(6)

Letro, GH et al, 2009 *k kK * * Kk ke k ok Qualidade moderada
(6)

Lien et al., 2017 K * *x ek kK Alta qualidade
)

Naisby et al., 2021 Kok k *k *k koA kA Alta qualidade
(8)

Negre-Pagés et al., *kkk * ** *okok Kk kk ok Alta qualidade

2008 @)

O'Neill et al., 2021 L * *k ek Alta qualidade
)

Ozturk e Kocer, 2018 *kkk * * *okkk ke Qualidade moderada
(6)

Ozturk, EA et al., 2015 *kkk * * *okkk ke Qualidade moderada
(6)

Polidério et al., 2009 *kkk * * *okkk ke Qualidade moderada
(6)

Prell et al., 2021 Ak k * *x ke ok ke ok ke Alta qualidade
(7

Ranaet al., 2018 *kkk * * Kook ke ok ok k Qualidade moderada
(6)

Shiraishi et al., 2016 ok kK * *k ok ke Alta qualidade
(7

Silva, Elton Gomes da *kkk * * ook ke k ok k Qualidade moderada

et al, 2008 (6)

Silverdale et al., 2018 ok ke k * * ok ke Alta qualidade
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)

Skogar, O. et al., 2012 Kok ke * * ok x Qualidade moderada
(6)

Tinazzi, M. 2006 *kkk * * *kkkk Kk Qualidade moderada
(6)

Valkovic, et al., 2015 *k kK * * *kkkk Kk Qualidade moderada

(6)

3.4 Caracterizacdo dos estudos incluidos

Os 26 estudos incluidos compreenderam pacientes com diagnéstico de DP
realizados em diversos paises: india, Espanha, Suécia, Italia, Noruega, Alemanha,
Franca, Brasil, Canada, Etiopia, Inglaterra, Turquia, China e Japao, em hospitais,
centro de reabilitacdo e ambiente domiciliar. Entre os estudos observacionais
incluidos, 20 foram classificados como transversais (Agrawal et al., 2021; Beiske et
al., 2009; Buhmann et al., 2017; Camacho-Conde e Campos-Arillo, 2020; Camargo et
al., 2022; Defazio et al., 2017; Fu et al., 2018; Gomes Da Silva et al., 2008; Hirsi et al.,
2019; Lee et al., 2006a; Mattos, de et al., 2019; Négre-Pages et al., 2008; O’Neill et
al., 2021; Ozturk et al., 2017; Polidorio, Loth e Carrilho, 2009; Prell et al., 2021; Rana
et al., 2018; Skogar et al., 2012; Tinazzi et al., 2006a; Valkovic et al., 2015). Além
disso, 2 estudos retrospectivos de coorte (Lien et al., 2017; Shiraishi et al., 2016), e 2
estudos prospectivos (Letro, Quagliato e Viana, 2009; Ozturk e Kocer, 2018), 1 estudo
longitudinal (Naisby et al., 2021) e 1 estudo detalhado clinico (Silverdale et al., 2018).

A caracterizacdo dos estudos incluidos € apresentada na Tabela 3.

3.5 Caracteristicas da amostra

O tamanho da amostra teve um total de 5870 participantes, e variou com
estudos que incluiram de 21 a 2450 participantes. Pacientes de ambos 0s sexos, com
maior prevaléncia para o sexo masculino com 3955 participantes em compara¢cao ao
sexo feminino com 2393 participantes. Quanto ao estadiamento da doenca, a maioria
dos estudos tiveram como participantes pacientes no estagio 2 da Escala de Hoehn e
Yahr para DP, onde os sintomas motores se agravam, afetam um lado do corpo, mas

mantém independéncia nas atividades diarias (Hoehn; Yahr, 1967).

28



Tabela 2 - Caracteristicas de estudos de dor na DP

Estagio da DP

Autor e ano Tipo de
N Homens Mulheres Base de Dados (Hoehn & Yahr) Pais
Estudo

Agrawal et al., 2021 100 73 27 PubMed® 2,5 india Transversal
Beiske , AG et al, 2009

176 104 72 PubMed® 2,11 Noruega Transversal
Buhmann et al., 2017

178 110 68 PubMed® 2,75 Alemanha Transversal
Camacho-Conde &
Campos- Arillo , 2020 250 110 140 PubMed® 2,56 Espanha Transversal
Camargo et al., 2022 21 11 10 PubMed® 2,35 Brasil Transversal
De Mattos et al., 2019 54 25 14 PubMed® 2,25 Brasil Transversal
Defazio et al., 2017 321 190 131 PubMed® 1,9 Italia Transversal
Fuetal, 2018 144 94 50 PubMed® 2,5 China Transversal
Hirsi et al., 2019 103 65 38 PubMed® 2 Etiopia Transversal
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Lee, MA et al, 2006

Letro, GH et al, 2009

Lien et al., 2017

Naisby et al., 2021

Négre-Pageés et al.,
2008

O'Neill et al., 2021

Ozturk & Kocer, 2018

Ozturk , EA et al, 2015

Polidério et al., 2009

Prell et al., 2021

Ranaet al., 2018

123

50

490 (DP),
1960 (grupo
controle)

154 (DP),
99 (grupo
controle)

450 (DP),
98 (grupo
controle)

1916

168 (DP),
179 (grupo
controle)

113

15 (DP),
15 (grupo
controle)

52

100 (DP),
100 (grupo
controle)

96

30

273 (DP),
1092 (grupo
controle)

99 (DP),

54 (grupo
controle)

254

1272

102 (DP),
106 (grupo
controle)

68

11 (DP),
3 (grupo controle)

32

66 (DP),
66 (grupo
controle)

27

20

217 (DP),

868 (grupo
controle)
55 (DP),

45 (grupo
controle)

196

685

66 (DP),
69 (grupo
controle)

45

(BP),

12 (grupo
controle)

20
34 (DP),

34 (grupo
controle)

PubMed®

PubMed®

PubMed®

PubMed®

PubMed®

PubMed®

PubMed®

PubMed®

PubMed®

PubMed®

PubMed®

2,7

2,4

2,25

2,27

Inglaterra

Brasil

Taiwan

Inglaterra

Franca

Inglaterra

Peru

Peru

Brasil

Alemanha

Canada

Transversal

Prospectivo

Retrospectivo
Coorte

Longitudinal

Transversal

Transversal

Prospectivo

coorte

Transversal

Transversal

Transversal

Transversal
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Shiraishi et al., 2016 2|(1)r(nDbl;c(I);n 6 (DP com 15 (DP com 3,5 (DP com Japao Retg)igretgtlvo
cr6nic§) lombalgia lombalgia lombalgia
’ cronica), crénica), cronica),
®
c:giltgglrg%)P 17 (grupo 14 (grupo PubMed 2,7 (grupo
sem controle) DP sem  controle DP sem controle DP sem
. lombalgia lombalgia lombalgia
lombalgia - A A
P crénica) crénica) crénica)
cronica)
Silva, Elton Gomes da :
50 34 18 PubMed® / Brasil Transversal
et al, 2008
Silverdale etal,, 2018 1957 1271 686 PubMed® / Inglaterra Detalhado
clinico
Skogar , O. et al, 2012 45 16 29 PubMed® 2 Suécia Transversal
Tinazzi, M. 2006 117 50 67 PubMed® / Italia Transversal
Valkovic , etal., 2015 100 50 50 PubMed® 2,6 Eslovaquia Transversal
Beiske , AG et al, 2009 176 104 72 PubMed® 2,11 Noruega Transversal
N = 5870 N = 3955 N = 2393 Média: 2,39

DP - Doenca de Parkinson.
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O desfecho localizacdo da dor em regides corporais foi encontrado em apenas
14 artigos, com uma variedade de locais de dor mencionados, incorporados na Tabela
3. Os estudos identificaram uma ampla diversidade de regides corporais dolorosas,
frequentemente relatada pelos pacientes com DP, sendo elas: membros inferiores,
membros superiores, ombros, regido cervical, regido lombar, entre outros. Os
resultados de Négre-Pagés et al. (2008) mostraram que a dor nas extremidades
inferiores foi uma queixa frequente, ao relatar que 67% dos participantes a
experimentaram. Além disso, a regido dos membros inferiores e a regido
cervical/lombros foram apontadas em De Mattos et a.l (2019), com uma propor¢cao de
33%. Outras areas de dor comuns incluiram a coluna lombar, mencionada por
Silverdale et al. (2018) e Lien et al. (2017). A dor na coluna também foi relatada por
Camargo et al. (2022), Camacho-Conde & Campos-Arillo (2020) e Shiraishi et al.
(2016), com diferentes porcentagens de ocorréncia. Além disso, dores em varias
regides do corpo, como coluna cervical, ombros, bragcos, pernas e pés, foram
observadas em pacientes com DP também pelos estudos de Defazio et al. (2017),
Lee, M. A. et al. (2006) e Ozturk, E. A. et al. (2015).

A classificacdo da dor em pacientes com DP foi abordada em 21 artigos (Tabela
3). Esses dados destacam que a dor musculoesquelética € uma das classificacdes de
dor mais prevalentes entre os pacientes com DP. Silverdale et al. (2018) relataram
uma ampla variedade de categorias de dor, incluindo musculoesquelética (66%),
radicular (34%), distbnica (16%), dor generalizada OFF (9%), discinética (10%),
abdominal inferior (16%), visceral (16%), central (27%), e sindrome das pernas
inquietas (23%). Esses estudos refletem ndo apenas a predominancia da dor
musculoesquelética, mas também a complexidade da experiéncia de dor em pacientes
com DP. De Mattos et al. (2019), Hirsi et al. (2019), Silverdale et al. (2018), Lien et al.
(2017), Camargo et al. (2022), e Agrawal et al. (2021) citaram especificamente a dor
musculoesquelética. De Mattos et al. (2019) encontrou uma prevaléncia alarmante de
81,5%, enquanto Silverdale et al. (2018) relatou uma taxa de 66% de dor
musculoesquelética entre os pacientes com DP. Camargo et al. (2022) também
confirmou uma alta prevaléncia, registrando 66,7%. Esses resultados enfatizam a
necessidade de reconhecer e abordar a dor musculoesquelética como uma parte
fundamental na gestdo da DP. Além disso, a dor diretamente relacionada a DP é outra
classificagdo comum, como evidenciado por Buhmann et al. (2017), que apontou que

a DP foi mencionada como a principal causa de dor em 53% dos casos.
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O estudo de Negre-Pages et al. (2008) também apresentou uma subdiviséo entre "DP-
dor" relacionada a dor causada ou agravada pela propria doenca, e "dor-ndo-DP"
referindo-se a dor associada a causas distintas da DP. De forma semelhante, Tinazzi,
M. et al (2006) realizou uma subdivisdo em dor distonica (n= 19) e n&o distbnica, na
qual a dor musculoesquelética foi classificada como parte desta Ultima categoria (n=
28). Além disso, a dor radicular e a dor disténica também foram identificadas em vérios
estudos, o que destaca a complexidade da experiéncia de dor nessa populagéo. Por
outro lado, Rana et al. (2018) exploraram caracteristicas descritivas da dor,
categorizando-a com termos como pulsante, dolorida, exaustiva, cansativa,
penetrante, persistente, miseravel e insuportavel.

A prevaléncia da dor em pacientes com DP variou amplamente nos estudos
analisados. A prevaléncia média da dor em pacientes com DP, com base nos dados
de 24 dos 26 estudos incluidos € de aproximadamente 67.36%, os dados foram
apresentados em 24 artigos (Tabela 3). Entre os estudos com as maiores taxas de
prevaléncia, Buhmann et al. (2017) documentaram a mais alta, com 95,4% dos
pacientes com DP relatando dor. Hirsi et al. (2019) também observaram uma alta taxa
de 84%, seguidos por De Mattos et al. (2019), com 70,3%, e Agrawal et al. (2021),
com uma prevaléncia de 70%. Enquanto, os estudos com as menores taxas de
prevaléncia incluiram Skogar, O. et al. (2011), com 33%, Polidorio et al. (2009), relatou
53% para pacientes com DP e 7% para o grupo controle sem DP, Ozturk & Kocer
(2018), com 48,20%, e Shiraishi et al. (2016), que observou uma prevaléncia de
40,3%. Tal diversidade entre os resultados destaca a variabilidade na experiéncia da
dor entre os pacientes com DP e enfatiza a necessidade de uma abordagem
individualizada no manejo dessa condicao.

A intensidade da dor em pacientes com DP por descrita em 16 artigos (Tabela
3). As pontuacdes médias variaram entre moderada a severa. Tal desfecho foi
investigado com o uso de diferentes escalas, tais como: Escala Visual Analdgica
(EVA), KPPS (King's Parkinson's Pain Scale), SFMPQ (Short-Form McGill Pain
Questionnaire) e o item 21 da SF-36 (Short Form Health Survey). Negre-Pages et al.
(2008) relataram que a dor relacionada a DP (DP-dor) era mais intensa do que a dor
nao relacionada a DP, com uma média de 6,5 na Escala Visual Analdgica (EVA). Em
contraste, De Mattos et al. (2019) descreveram a intensidade da dor como leve a
moderada. Silverdale et al. (2018) relataram que 42% dos participantes

experimentaram dor de moderada a grave, enquanto outros estudos a classificaram
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como moderada, como Hirsi et al. (2019) e Ozturk & Kocer (2018). No estudo de Rana
et al. (2018), os pacientes com DP tinham escores de gravidade da dor
significativamente mais altos em comparacdo com os controles. Fu et al. (2018)
apresentaram uma meédia de pontuacdo de 5,17 na VAS, enquanto Buhmann et al.
(2017) relataram uma média na escala VAS de 3,6, com uma pontuagdo maxima de
5,0. Camacho-Conde & Campos-Arillo (2020) registraram uma pontuacdo média de
61,00 na VAS. Skogar, O. et al. (2012) descreveram uma média de 7,8, indicando dor
severa, ao passo que Tinazzi, M. (2006) relataram uma média de pontuacédo de 54,37
na mesma escala. J4 Agrawal et al. (2021) optaram por utilizar a King's Parkinson's
Pain Scale (KPPS), obtendo uma média de 5,23. Por outro lado, Prell et al. (2021)
relataram que 60,8% dos pacientes com DP tém dor de intensidade moderada, severa
ou muito severa, com base na avaliagdo do item 21 da SF-36. A variagdo na
intensidade da dor e a diversidade de instrumentos de avaliacdo em pacientes com
DP enfatizam a importancia de considerar a especificidade da avaliacdo e o
tratamento individualizado da dor nessa populagéo.

A frequéncia da dor em pacientes com DP exibe uma grande diversidade, e é
apresentada por 12 artigos (Tabela 3). De acordo com De Mattos et al. (2019), uma
parcela significativa da populacédo (70,3%) relatou a presenca de dor no més anterior
ao estudo, com 48,2% experimentando dor nas ultimas 24 horas. Hirsi et al. (2019)
observaram uma frequéncia de dor definida como “frequentemente” (1 vez por
semana). Fu et al. (2018) mencionaram a dor como de frequéncia moderada, no
entanto, ndo forneceram uma definicdo mais precisa do que foi considerado como
“‘moderada”. No entanto, Buhmann et al. (2017) destacaram que a dor persistiu por
um periodo consideravel, com 91% dos pacientes afetados relataram dor por pelo
menos 6 meses. Prell et al. (2021) encontraram dor nas ultimas 4 semanas, enquanto
Naisby et al. (2021) notaram a ocorréncia de dor ao longo de um periodo de 6 anos.
Camacho-Conde & Campos-Arillo (2020) relataram que a dor era mais frequente
guando os pacientes estavam em estados “OFF” da medicacao antiparkinsoniana. No
entanto, outros estudos, como Negre-Pages et al. (2008), Polidorio et al. (2009),
Silverdale et al. (2018), Ozturk & Kocer (2018), Lien et al. (2017), Camargo et al.
(2022), Agrawal et al. (2021), O'Neill et al. (2021) e Valkovic, P. (2015), nao

forneceram informacdes especificas sobre a frequéncia da dor em pacientes com DP.
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Tabela 3 —Localizacéo , classificacao , prevaléncia, intensidade e frequéncia da dor na DP

Autor e ano Localizacéo Classificacéo Prevaléncia Intensidade da dor Frequéncia
de dor naDP dador naDP dador naDP (%) na DP dadornaDP
Negre-Pages et al Membros inferiores  DP- dor (causada ou 61,8% 6,5 DP- dor: era piorou com mais
2008 (67%) agravado por DP) e dor frequéncia durante episodios OFF e
nao-DP (dor melhorou por drogas
relacionada para outra antiparkinsonianas.
causa além da DP)
De Mattos et al., 2019  Membros inferiores Musculoesquelética 70,3% Leve para moderado A maioria dos individuos 70,3%
(33,0%) e ombros / (81,5%) relataram
regido cervical dor no precedente més, e 48,2%
(31,0%) sentiram
dor nas 24 horas anteriores.
Hirsi et al., 2019 / Musculoesquelética, dor 84% moderada Frequentemente (1/ semana)
visceral, distonia off ,
dor central, dor
radicular, queimacao
nos membros
Rana et al., 2018 / Latejante , exaustivo , 60%-85% Pacientes com DP Frequentemente (1/ semana)

cansativo , penetrante ,
irritante , miseravel e
insuportavel .

tiveram pontuagdes
significativamente
mais altas de
intensidade da dor
em comparagao ao
grupo controle
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Silverdale et al., 2018

Ozturk & Kocer , 2018

Fuetal., 2018

Defazio et al., 2017

Lien et al., 2017

Dor lombar _

Membros inferiores
e superiores,
coluna lombarr,
ombros, abdémen ,
coluna toracica,
cabeca, coluna
cervical.

Coluna cervical
(10%), ombro
(18%), brago
(13%), coluna

lombar (26%) ou

perna/ pé (33%)

Dor lombar , dor
nas costas e dor na
pélvis

Musculoesquelética
(66%), dor radicular
(34%), dor disténica
(16%), dor OFF
generalizada (9%), dor
discinética (10%), dor
abdominal inferior
(16%), dor visceral
(16%), dor central
(27%) e sindrome das
pernas inquietas (23%).

Dor lombar crénica _

Dor musculoesquelética,
dordisténica, dor
neuropatica, dor central,
dor acatisia/
desconforto , e outros
tipos de dor

Dor disténica, dor
muscular, dor artralgica,
dor neuropética
periférica, dor
neuropatica central

Dor musculoesquelética

85%

48,20%

52,1%

56%

moderado para forte

EVAG6.0

EVA5.17

1648 de participantes registraram
do SFMPQ (85%) relataram dor em

0 momento da
avaliagéo.

Moderada

56% relataram terem sentido dor
por pelo menos
3 meses
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Buhmann et al., 2017

Shiraishi et al., 2016

Camargo et al., 2022

Agrawal et al., 2021

Prell et al., 2021

O'Neill et al., 2021

Naisby et al., 2021

Coluna (71%/64%
), articulacBes
(52%/49%)

Dor lombar (40,3%)

Pernas (47,6%),
bracos (23,8%)

Orofacial

Articulacbes e
muscular.

Dor relacionada a DP
(53%)

Dor lombar crénica
(40,3%)

Nociceptivo ,
musculoesquelético
(66,7%) e distbnico

(4,8%)

Musculoesquelética
(53%), dor relacionada
para flutuacdes (35%) e

dor noturna (27%)

Sindrome de
gueimacéo da boca, dor
ao mastigar , dor ao
ranger

Dor inespecifica

95,4%

40,3%

crbnica em pacientes
com DP

70%

7,3%

29 e 45% de pessoas
com DP relataram dor
inespecifica.

EVA 3.6 média
e 5,0 como maximo .

A dor durou pelo menos pelo menos
6 meses em 91% dos pacientes

afetados
/ /
/ /
KPPS: 5,23 /

(SF-36—item 21) Dor durante o Ultimas 4

60,8% semanas
relataram moderado
ou muito forte
/ /
/ 6 anos
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Camacho-Conde & Coluna (60%),
Campos- Arillo, 2020 pernas (55%)
Polidério et al., 2009 /

Beiske , AG et al, 2009 Musculoesquelética

(70%), Dor
disténica (40%),
Dor neuropatica
radicular (20%),
Dor neuropatica
central (10 %)

Lee, MA e outros, Coluna (63,6%),
2006 Neuropatica
(17,0%),
Articulagéo

(48,9%), Cabeca
(13,2%), Abdébmen
(9,4%), Traumatico

(3,8%), Pos-

cirurgica (8,5%),
infecciosa (1,9%),

outros (15,9%)

Letro, GH et al, 2008 Coluna Lombar

(50%), Coluna
torécica (66,7%)

Elétrica (64%), coceira 82%
(4%)
/ 53% (DP); 7% (grupo
controle);
Subgrupos de dor 83%
cronica :

musculoesquelética
(89,0%), radicular/
periférica neuropatica
(31,5%), distbnica
(15,1%), parkinsoniana
central (4,1%)

/ 78,9%

/ 80%

EVA 61,00

EVA 54,3

5.01

“OFF” (36%), dor constante (28%).

12 (16,4%) tiveram dor anterior ao
diagndstico da DP
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Ozturk , EA et al, 2015

Silva, Elton Gomes da
et al, 2008

Skogar , O. et al, 2011

Tinazzi, M. 2006

Valkovic , et al. 2014

Pernas, Coluna
Lombar, pés ,
bracos , Coluna
Cervical e méos

Nociceptiva e
neuropatica

Musculoesquelético ,
distbnico, central e dor
acatitica

Musculoesquelético
(89%), radicular/
periférico neuropética
(31,5%), distdnica
(15,1%), parkinsoniana
central (4,1%)

Musculoesquelética
(41%), dor radicular
(27%), dor neuropética
central (22%), dor
disténica (17%) e outras
dores (dor lombar ndo
radicular , dor artritica e
visceral) (24%)

85%

54%

64,6%

76%

EVA 38,9

7,8

EVA 54,37

dor crénica 64,6%

KPPS - King’'s Parkinson Scale; DP - Doenca de Parkinson; SF-36 - Questionario de Qualidade de Vida; SFMPQ - The short-form McGill Pain Questionnaire;
EVA - Escala Visual Analdgica.
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4. DISCUSSAO

O presente estudo identificou 26 estudos que abordaram a caracterizagéo da
dor em pacientes com DP, abrange aspectos como prevaléncia, localizacao corporal,
intensidade, frequéncia e classificacdo da dor nessa populacdo. A analise das
caracteristicas da dor revelou uma diversidade de locais afetados, inclui: membros
inferiores, membros superiores, ombros, regido cervical e lombar. A dor
musculoesquelética foi a classificacdo mais prevalente, seguida por dor relacionada a
DP, dor radicular e dor distbnica, o que demonstra uma falta de padronizacdo na
classificacédo da dor. A prevaléncia da dor variou amplamente, com algumas pesquisas
com taxas superiores a 90%, enquanto outras apresentaram taxas mais baixas, o que
destaca a complexidade dessa experiéncia na DP. A intensidade da dor foi avaliada
por diferentes escalas, com intensidade leve, moderada ou severa. Quanto a
frequéncia da dor, os resultados variaram entre os estudos, com relatos de dor
diariamente e semanalmente.

A andlise dos participantes incluidos nos estudos revela uma amostra
consideravel, com um total de 5870 participantes. Isso sugere que a pesquisa sobre a
relacdo entre DP e dor é abrangente e envolve uma amostra significativa da
populacéo. E importante notar que a maioria dos estudos incluiu participantes de
ambos 0s sexos, com uma predominancia de homens (n = 3955) em comparag¢ao com
mulheres (n = 2393). Isto pode ser devido a diferenca na prevaléncia da DP entre os
sexos, com uma incidéncia maior em homens. Além disso, a maioria dos estudos
envolveu pacientes no estagio 2 da Escala de Hoehn e Yahr, mas os pacientes ainda
mantinham independéncia nas atividades diarias. Isso sugere que a dor é uma
preocupacao significativa mesmo nos estagios iniciais da DP, o que tem implicacdes
importantes para o diagnostico e tratamento. Pois a dor tem sido um sintoma nao
motor prevalente na DP desde os estagios iniciais da doenca (Heinzel et al., 2019), e
estd associada a uma consideravel incapacidade funcional. Embora tenha sido
estudada em diversos trabalhos, ainda é necessario estabelecer um consenso sélido
para caracteriza-la nessa populagdo. A criacdo desse consenso simplificaria a
abordagem clinica e teria um impacto positivo no tratamento da dor em pacientes com
DP.

A dor em pacientes com DP pode manifestar-se em varias regiées corporais,

ao revelar uma notavel heterogeneidade nos resultados quanto as areas mais
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afetadas por essa condigcéo (Tabela 3). A diversidade de locais de dor mencionados,
abrange: membros inferiores, membros superiores, ombros, regido cervical, regiao
lombar e outros. Adicionalmente, a frequéncia da dor em diferentes regides corporais
varia entre os estudos, em grande parte devido as diferentes abordagens de coleta de
dados empregadas. Por exemplo, por Buhmann, C. et al (2017) os principais pontos
de dor se localizavam na coluna e nas demais articulagdes, enquanto Tinazzi, M. et al
(2006) separa o resultado em disténico e nao distonico, sendo o pé e a coluna lombar
as regides mais acometidas respectivamente. Essas discrepancias nos resultados
ressaltam a importancia da avaliacdo e do tratamento da dor em diversas areas do
corpo de pacientes com DP, pois ela pode ter um impacto significativo em sua
gualidade de vida. Portanto, a presente revisao aborda as regides corporais afetadas
pela dor na DP em complemento a outra revisao de literatura onde tais aspectos nao
séo abordados (Marques, A. e Brefel-Courbon, 2021).

A classificacdo da dor em pacientes com DP emerge como uma questao pouco
definida. Conforme Ford (2010), existem cinco subgrupos distintos: dor
musculoesquelética, dor neuropatica/radicular, dor central ou primaria e dor
relacionada a acatisia (inquietacao), sendo esta ultima a classificacdo predominante
na literatura. No entanto, os estudos incluidos nesta revisdo pouco utilizaram desta
classificacdo e apresentaram novos pontos de vista. Neste estudo, observou-se que
apenas dois artigos, conduzidos por Beiske, A.G. et al (2009) e O'Neill et al. (2021),
adotaram essa classificacdo de maneira integral. No entanto, é crucial destacar que
divergéncias significativas foram identificadas em outros estudos. Por exemplo,
Tinazzi et al. (2006) subdividiram a dor em "distdnica," relacionada a espasmos que
desencadeiam tor¢cdes ou posturas anormais, e "ndo distonica," associada a dor
musculoesquelética. Outros estudos, como os de Valkovic, P. et al (2015) e Ozturk,
E.A. et al (2016), expandiram ainda mais essa classificacdo, ao incluirem subtipos
como dor visceral, dor de cabeca e dores simultaneas. No entanto, uma constante que
uniu todos os estudos foi a alta prevaléncia da dor musculoesquelética em pacientes
com DP, corroborando com a definicdo de Ford (2010) e sua relacdo com rigidez,
acinesia parkinsoniana, tensdo muscular e céibras nessa populacdo. No entanto,
Rana et al. (2018) explorou detalhadamente as caracteristicas descritivas da dor,
categorizando-a com termos como pulsante, dolorida, exaustiva, cansativa,
penetrante, persistente, miseravel e insuportavel, ampliando nossa compreensao das

nuances da dor na DP. Outro fator importante é a presencga de multiplos subtipos de
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dor em um mesmo paciente que adiciona complexidade a compreensdo da
multifatorialidade dor na DP.

A prevaléncia da dor na DP varia consideravelmente entre os estudos
analisados, porém mantem uma média de 67.36%. Beiske, A. G. et al (2009) relataram
uma taxa de prevaléncia de dor de 83%, enquanto Buhmann, C. et al encontraram a
mais alta prevaléncia, com 95,4%, com uma amostra substancial de 176 a 178
participantes, respectivamente. Em contraste, Skogar, O. et al (2012) identificaram a
menor taxa de prevaléncia, registrando 33%, embora com uma amostra menor, de 45
participantes. Os demais estudos variaram em suas taxas de prevaléncia da dor na
DP, situando-se entre 54% e 85%. A diferenca significativa entre esses resultados,
especialmente nos estudos de Buhmann, C. et al, com uma amostra ampla, e Skogar,
O. et al (2012), com uma amostra menor e uma prevaléncia mais baixa, pode ser
atribuida a véarios fatores, principalmente variacdes nas metodologias de avaliagdo. O
tratamento da dor na DP deve ser conduzido por vias clinicas multidisciplinares que
incluam abordagens farmacologicas e nao farmacologicas integradas, como a
reabilitacdo (Geroin et al., 2016). Portanto é crucial enfatizar que a prevaléncia da dor
na DP é significativamente maior do que na populacdo em geral (GOLDBERG;
MCGEE, 2011; BREIVIK; COLLETT; VENTAFRIDDA; COHEN et al., 2006). Pois
como também demonstrado por Beiske et al. (2009) os sintomas de dor sé&o
frequentemente negligenciados pelos clinicos, o que resulta no fato de que 50% dos
pacientes com DP ndo recebem tratamento medicamentoso ou fisioterapia adequada.

Portanto, a implementacdo de abordagens multidisciplinares e multifatoriais €

essencial para enfrentar essa realidade e garantir um tratamento eficaz da dor na DP.

A intensidade da dor em pacientes com DP apresenta variacfes significativas
entre estudos, ao destacar a necessidade de uma abordagem personalizada no seu
tratamento. Alguns estudos relatam niveis de dor de moderados a intensos, enquanto
outros indicam dor leve a moderada. Essa diversidade pode ser atribuida as diferencas
na populacdo estudada, nos métodos de avaliacdo da dor e nas caracteristicas
clinicas dos pacientes. Beiske, A.G. et al (2009) e Valkovic, P. et al (2015) utilizaram
o The Brief Pain Inventory (BPI) para medir a intensidade média da dor. Valkovic, P. et
al (2015) identificaram uma maior intensidade de dor nas mulheres, com médias que
variam de 2,18 (para dor atual) a 4,10 (para média de dor na semana passada), o que
ressalta a importancia do sexo feminino como fator de risco associado a dor na DP,

juntamente com discinesia, anormalidades posturais, complicacdes
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motoras e depressdao (MARQUES; BREFEL-COURBON, 2021b). No entanto, ao
observar que a relacéo entre a dor e a progressao da DP € inconsistente nos estudos,
com algumas evidéncias que sugerem que a dor pode estar presente desde as fases
iniciais da doenca, acentuando a complexidade desse sintoma na populacdo de
pacientes com DP (MARQUES; BREFEL-COURBON, 2021b). No entanto, a
heterogeneidade nas amostras e nos instrumentos de avaliagdo, que incluem
diferentes escalas como a King's Parkinson's Pain Scale (KPPS), o questionario Short
Form 36 Health Survey (SF36) item 21, o Inventario Breve de Dor (BPI), o Questionario
de Dor de McGill — Versao Curta (SF-MPQ) e a Escala Visual Analdgica (EVA), pode
dificultar a comparacdo direta dos resultados entre os estudos e sua aplicacéo
generalizada na populagéo de pacientes com DP e dor. A avaliagdo da intensidade da
dor em pacientes com DP em diversos estudos revela uma variabilidade de resultados,
gue abrangem desde dores moderadas até severas, enquanto a frequéncia da dor
também varia consideravelmente, e sugere que a dor na DP pode ser uma
preocupacao constante para alguns e episodica para outros.

A dor crénica em pacientes com DP €& um sintoma complexo e multifatorial,
sujeito a variacdes na intensidade e frequéncia (Marques, A. e Brefel-Courbon, 2021;
Ozturk et al., 2017). No que diz respeito a frequéncia da dor, De Mattos et al. (2019),
Hirsi et al. (2019), e Prell et al. (2021), relataram a presenca frequente de dor em
pacientes com DP. Os periodos considerados para a avaliacdo da frequéncia variaram
entre esses estudos, assim como a definicdo de "frequéncia” pode variar entre as
pesquisas, 0 que adiciona uma camada de complexidade a interpretacdo dos
resultados. A heterogeneidade nas escalas de medicdo da dor, nos métodos de
avaliacdo e nas caracteristicas dos pacientes entre esses estudos torna desafiador
comparar diretamente seus resultados. Portanto, é crucial considerar essa diversidade
ao analisar a intensidade e frequéncia da dor em pacientes com DP, e enfatizar a
importancia de adotar uma abordagem individualizada no tratamento da dor nessa
populacdo. Essa abordagem pode levar em conta a ampla gama de experiéncias de
dor relatadas pelos pacientes, e ajudar a melhorar a qualidade de vida e o manejo da
dor crénica na DP.

A dor em pacientes com DP pode ocorrer em diferentes periodos de frequéncia,
com por vezes dor no ultimo més e nas ultimas 24 horas (De Mattos et al., 2019),
enquanto aproximadamente 56% dos pacientes experimentam dor por pelo menos 3

meses (Defazio et al., 2017). A dor crbnica, persistente por pelo menos 6 meses, afeta
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91% dos pacientes (Buhmann et al., 2017), e alguns relatam dor constante,
especialmente em estados “OFF” (Camacho-Conde & Campos-Arillo, 2020). Além
disso, 16.4% dos pacientes ja tém dor antes mesmo do diagnostico de DP (Beiske et
al., 2009), e em um estudo, a dor cronica estava presente em 64.6% dos participantes
(Tinazzi, 2006). Isso demonstra que a frequéncia e a duragédo da dor na DP variam
amplamente, ao depender de circunstancias individuais e da resposta ao tratamento.
A relacdo entre a intensidade e frequéncia da dor em pacientes com a DP tem
implicacdes significativas para a compreensao da dor cronica nessa populacao, e
ressalta a necessidade de uma abordagem personalizada e abrangente no tratamento
da dor na DP.

Apesar da consideravel heterogeneidade entre os estudos analisados, que
abrangem diferentes metodologias, escalas de avaliacéo da dor e critérios de incluséo,
0 que dificulta a comparacéo direta e a generalizacédo dos resultados. Além disso, a
falta de um consenso solido na classificacdo da dor na DP e a variacao da definicao
de "frequéncia” da dor entre os estudos. Essa divergéncia na definicdo de frequéncia
adicionou certa complexidade na compreensdo da dor crénica na DP. A
predominancia de participantes no estagio 2 da Escala de Hoehn e Yahr também limita
a generalizacdo dos resultados para estagios diferentes da DP. Apesar de a
prevaléncia da dor ter sido extensivamente abordada, uma caracterizacdo mais
detalhada dos diferentes tipos de dor e seu impacto na qualidade de vida dos
pacientes poderia enriquecer ainda mais a compreensao da dor na DP. Além disso,
as limitacdes deste estudo. A estratégia de busca e escolha de bases de dados
adotada pode néo ter sido abrangente a toda a literatura relevante sobre o tema, no
entanto, foram realizadas adaptacdes da estratégia para melhor correspondéncia das
bases de dados. No entanto, a quantidade limitada de artigos incluidos e a
heterogeneidade dos dados dificultam a comparacdo e a generalizacdo dos

resultados.

5. CONCLUSAO

Na caracterizacdo da dor em pacientes com DP, os resultados revelam uma
diversidade de regibes corporais afetados pela dor, e classificacbes, com a
predominancia da dor musculoesquelética, seguida por dor relacionada a DP, dor

radicular e dor distdnica. Apesar de a prevaléncia da dor ter variado
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consideravelmente entre os estudos, a média permaneceu em torno de 67,36%. A
intensidade da dor também variou significativamente, de leve a moderada e intensa.
Quanto a frequéncia da dor, houve uma ampla diversidade, com alguns estudos que
relataram dor diaria e outros semanal. Apesar do aumento da pesquisa sobre o tema,
os dados ainda carecem de demais estudos. Portanto, sugere-se a criagdo de um
consenso que padronize a classificacdo da dor nesta amostra de participantes e
unifique as ferramentas de avaliacdo, além de direcionar mais pesquisas para esse
aspecto. Esses resultados destacam a complexidade da dor na DP, e enfatizam a
importadncia de uma abordagem de tratamento individualizada que leve em
consideracdo as diversas experiéncias de dor dos pacientes. Além disso, a
diversidade nos métodos de avaliagdo da dor e caracteristicas dos pacientes destaca
a necessidade de precaucdo na comparacao dos resultados entre os estudos. No
contexto clinico, essas descobertas oferecem informagcbes importantes para
profissionais de saude que lidam com pacientes com DP, ressalta a importancia de
reconhecer a dor como um sintoma relevante desde as fases iniciais da doenca e
ajustar as estratégias de tratamento de acordo com a intensidade, localizacdo e
frequéncia relatadas por cada paciente. A implementacdo de abordagens
multidisciplinares e multifatoriais é essencial para lidar de forma eficaz com a dor

cronica na DP e, assim, melhorar a qualidade de vida desses pacientes.
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ABSTRACT

Background: Patients with Parkinson's disease (PD) frequently report chronic pain. This
is one of the most complex non-motor symptoms. Therefore, there is a need for a better
understanding of its characteristics. Methods: A systematic review was conducted in
accordance with MOOSE guidelines. Observational studies that reported pain in Patients
with PD were included. No filters were applied to limit the time period, but Portuguese
and English languages were used. The search was conducted in the following databases:
PubMed®, LILACS, and SciELO. Results: Twenty-six observational study articles were
found. They reported an average prevalence of pain of 67.36%, which highlights the
importance of this symptom in the PD population. Pain is located in different areas,
including the lower and upper extremities, lumbar and cervical spine, and other joints.
Pain classification varies, including musculoskeletal pain, PD-related pain, neuropathic
pain, and dystonic pain, among others. Discussion: Pain in PD is a prevalent and
multifactorial condition that has a significant impact on patients' quality of life. A better
understanding of the nature and characteristics of pain in PD is essential. Conclusion:
The study characterized pain in terms of its prevalence, classification, affected regions,
intensity, and frequency. Heterogeneity was observed in the data from the various studies
included, which demonstrates the need for further research to elucidate the underlying
mechanisms of pain in PD and develop effective therapeutic strategies to address this

symptom and improve the quality of life of individuals living with the disease.

Key words: Parkinson's disease; Chronic pain; Pain; Moviment disorder.
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BACKGROUND

Parkinson's disease (PD) is the second most prevalent recurrent neurodegenerative
disorder of the Central Nervous System (CNS) (Hawkes, Tredici, Del e Braak, 2007).
Predominantly found in the elderly, its estimated prevalence is 1% of the global
population over 60 years old (Tysnes e Storstein, 2017b). Characterized by a variety of
motor signs and symptoms such as rigidity, bradykinesia, postural instability, and resting
tremor (Hess e Okun, 2016). Despite PD being well-recognized and having classical
diagnostic criteria (Jankovic, 2008) this condition also encompasses non-motor
manifestations, including cognitive disturbances, sleep disturbances, autonomic
dysfunctions, and sensory issues such as pain (Deeb, Nozile-Firth e Okun, 2019), making

the approach to this condition more complex.

Among the non-motor symptoms present in Patients with PD, pain is the most
common and clinically challenging(Antonini, A et al., 2018). Chronic pain is a global
health issue affecting a significant portion of the adult population worldwide, defined as
persistent pain lasting more than 3 months(Nicholas et al., 2019). In the general
population, chronic pain affects 20% of adults (Breivik et al., 2006) and often involves
multifactorial mechanisms (Treede et al., 2015). In individuals with PD, the prevalence
of pain can vary from 40% to 85% (Goldberg e McGee, 2011). It is a major source of
functional impairment and human suffering, directly impacting the lives of these
patients(Goldberg e McGee, 2011). Due to the increasing global life expectancy, PD ranks
among the leading neurological disorders causing functional impairment (Dorsey et al.,
2018b). The prevalence of chronic pain increases with age (Beiske et al., 2009)

, primarily affecting the elderly, similar to PD. As such, it directly impacts limitations in

activities and social participation (Radder et al.,, 2017) and is also associated with
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depression and anxiety, which further alter pain perception and reduce quality of life(Roh

etal., 2009).

While motor and non-motor manifestations are well-defined in the literature, and
much research has been conducted on addressing the motor dysfunctions caused by PD
(Armstrong e Okun, 2020), little is discussed regarding the management of these
symptoms, such as pain in individuals with PD. Nevertheless, pain plays a crucial role in
patients' lives and can significantly affect their quality of life (Broen et al., 2012) .
Therefore, there is a need to delve deeper into the less-discussed aspects of PD treatment,
such as pain, which is often overlooked in clinical practice. Understanding the
multifactorial nature of pain in PD poses a challenge(Gandolfi et al., 2017), as it
involves a complex interplay of various subtypes of mechanisms. Thus, broadening the
therapeutic approach to include not only motor but also non-motor aspects, such as pain,
aims to optimize the potential for improving the quality of life of these patients (Broen

et al., 2012).

Currently, pain classification can be divided into two types: neuropathic, resulting
from somatosensory system damage, and nociceptive, caused by non-neural tissue
damage and nociceptor activation (Wasner e Deuschl, 2012) . However, when it comes
to pain in Patients with PD, the commonly used classification subdivides it into 5 types:
musculoskeletal pain, neuropathic/radicular pain, central or primary pain, and akathisia-
related (restlessness) pain(Ford, 2010). Although the literature presents some other
classifications, the lack of consensus is evident(Antonini, A et al., 2018). While the best
way to treat and classify it remains undefined, one of the main reasons is the difficulty in

defining and characterizing pain when related to Patients with PD (Antonini, A et al.,
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2018). In this context, this work aims to systematically review characteristics of pain in
patients with PD in the literature. Specifically, it seeks to describe prevalence, intensity,
frequency, the most affected regions, and classifications of pain in patients with
Parkinson's disease.
METHODS

This is a systematic review conducted following the Meta-analysis of
Observational Studies in Epidemiology (MOOSE) recommendation (Brooke, Schwartz e
Pawlik, 2021). Observational studies from any year in Portuguese, English, and Spanish
on the topic of pain in patients with Parkinson’s Disease were selected for this research.
Exclusion criteria included studies conducted with animals and samples composed of

individuals under 18 years of age or with patients with atypical Parkinsonism.

Search Strategy
The search was conducted in July 2023 in the electronic databases PubMed®, Latin
American and Caribbean Health Sciences Literature (LILACS), and Scientific Electronic
Library Online (SciELO), and actually search in October 2023. The main descriptors,
adopted in the search strategy and indexed in the DeCS/MeSH, were Pain, Chronic Pain,

Parkinson's Disease, Musculoskeletal Pains, and Physiopathology.

The descriptors were combined using Boolean operators AND OR. For data base
the search mechanism was recognized, and combinations of descriptors and their
respective synonyms were used, with terms adapted to the specificities of each database.
To ensure comprehensive information retrieval, uncontrolled vocabularies were also

employed (Table 1).
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References identified through the initial search strategy underwent a screening
process. Initially, titles were read to eliminate duplicate articles. Subsequently, titles and
abstracts were analyzed, and finally, full text of the remaining studies were reviewed.
Data were collected from all studies that met the inclusion criteria as outlined in the
PRISMA 2020 Flowchart of information with the different phases of a systematic review

(Moher et al., [s.d.]) (Figure 1).

|
Records identified from™ Records removed before
= Databases Screenjng:
% (Eld‘?'o n :9;92 Duplicate records removed
3 ilacs n= (n=179)
£ PubMed® n=10.001) Records marked as ineligible
5 by automation toals {(n = 0)
= Records removed for other
Registers (n = 10.291) reasons (n = 0)
| —
¥
Records screened N Records excluded™
(n=10.112) (n=10.041)
¥
Reports sought for retrieval Reports not retrieved
= (n=71) ¥ (n=34)
g
e ¥
Reports assessed for eligibility
(n=3T) >
Reports excluded: 11
¥
3 Studies included in review
= (n=26)
- Reports of included studies
=| | m=0

Figure 1: PRISMA 2020 Flowchart of information with the different phases of a
systematic review (Moher et al., [s.d.]).

Table 1 - Search Strategy

Use of Subject Heading (DeCS/MeSH term) along with term sensitization using "‘entry terms™.
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“Pain” [DeCS/MeSH] OR “Chronic Pains” [DeCS/MeSH] OR “Pains, Chronic” OR “Pain, Chronic”
OR “Widespread Chronic Pain” OR “Chronic Pain, Widespread” OR “Chronic Pains, Widespread” OR
“Pain, Widespread Chronic” OR “Pains, Widespread Chronic” OR “Widespread Chronic Pains” OR
“Musculoskeletal Pains” [DeCS/MeSH] OR ““Pain, Musculoskeletal” OR “Pains, Musculoskeletal” OR
“Radicular pain” OR “Neuralgias” OR “Neuropathic Pain” OR “Neuropathic Pains” OR “Pain,
Neuropathic” OR “Pains, Neuropathic” AND “Idiopathic Parkinson's Disease” OR “Parkinson's
Disease, Idiopathic” OR “Parkinson Disease, Idiopathic” OR “Parkinson's Disease” [DeCS/MeSH] OR
“Idiopathic Parkinson Disease” OR “Primary Parkinsonism” OR ‘“Parkinsonism, Primary” OR
“Paralysis Agitans” AND “Physiopathology” [DeCS/MeSH] OR “Physiological Characteristics” OR
“Pathophysiology” [DeCS/MeSH] OR “Physiological Concepts” OR “Physiological Processes” OR
“Concept, Physiological”.

The characterization of the studies (Table 3) included author and year, number of
participants, gender, databases, Hoehn and Yahr classification(Hoehn e Yahr, 1967),
research country, and study type. Information on the location, classification, prevalence,

intensity, and frequency of pain in patients with PD is presented in Table 4.

RESULTS

Initially, we identified 26 studies through electronic searches in the PubMed® (n=
10,001), Latin American and Caribbean Health Sciences Literature (LILACS) (n = 98),
and Scientific Electronic Library Online (SciELO) (n = 192) databases and excluded
10,041 and removed 179 duplicates. After reading the titles, 10,112 records remained for
screening. Among these, abstracts of 71 were reviewed, and subsequently, 37 full-text
articles were thoroughly assessed. As a result of the initial analysis, 26 studies met the
inclusion criteria.

Table 2 presents a synthesis of the methodological quality of the included studies
assessed using the NEWCASTLE - Ottawa quality assessment scale(Wells, Shea e
O’Connell, 2014). Out of the 26 final studies, 15 were considered high quality, and 11

were of moderate quality.

Table 2 - Assessment of the quality of studies using the modified Newcastle-Ottawa
Scale to evaluate the included studies.
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Selection  Comparability Outcome Total Score

Agrawal et al., 2021 *okkk *x *xk  Kkkkxkxkx  High quality
9)

Beiske, A. G. etal, 2009 Kok ke * *ox ook sk ke ok ke High quality
)

Buhmannet al., 2017 Hokkk * o koo sk ek ek High quality
)

Camacho-Conde & *okkk * *okk *x*kx*xkx  High quality

Campos-Airillo, 2020 8)

Camargo et al., 2022 Hok kK * *k ok Ak ek ke High quality
)

De Mattos et al., 2019 *kkk * * Hokkkkk Moderate
(6) quality

Defazioetal., 2017 kKK *k *k *kkkxxx*x  High quality
®)

Fuetal., 2018 Kok kK * ** ookk ok ke kK High quality
)

Hirsietal., 2019 Kok K * *k Kook Kk kkk ok High quality
()

Lee, M. A. et al, 2006 *k kK * * Kok ke k ko Moderate
(6) quality

Letro, G. H. et al, 2009 *okokok * * *kkk kK Moderate
(6) quality

Lienetal., 2017 Kok K * *k hookk kA k ke High quality
()

Naishy et al., 2021 ok ok - *kxxkkxx  High quality
(8)

Négre-Pages et al., 2008 kkkk * *k ke ek ke High quality
()

O’Neill etal., 2021 kkkk * *k ke ek ke High quality
()

Ozturk & Kocer, 2018 *okkk * * ok ek ok Moderate
(6) quality

Ozturk, E. A. et al, 2017 oAk * * KA Ak Moderate
(6) quality

Polidorio et al., 2009 Hokkk * * Kok A kA Moderate
(6) quality

Prell et al., 2021 *kkhk * *k ke ek ke High quality
()

Ranaetal., 2018 Ak * * Hok kA kA Moderate
(6) quality

Shiraishi et al., 2016 *kkk * ** ook ke ke k ke High quality
()

Silva, Elton Gomes da et kA ke * * ek Moderate

al, 2008 (6) guality

Silverdale et al., 2018 *kkk * * ke ek ke High quality
()

Skogar, O. etal, 2012 kK * * Kok Kk Moderate
(6) quality

Tinazzi, M. 2006 kK * * Kok kK k Moderate
(6) quality

Valkovic, P. 2015 *okkx * * ok sk kK Moderate
(6) quality
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The 26 included studies involved patients diagnosed with PD from various
countries, including India, Spain, Sweden, Italy, Norway, Germany, France, Brazil,
Canada, Ethiopia, England, Turkey, China, and Japan, in hospitals, rehabilitation centers,
and home settings. Among the included observational studies, 20 were classified as cross-
sectional (Agrawal et al., 2021; Beiske et al., 2009; Buhmann et al., 2017;
Camacho-Conde e Campos-Arillo, 2020; Camargo et al., 2022; Defazio et al.,
2017; Fu et al., 2018; Gomes Da Silva et al., 2008; Hirsi et al., 2019; Lee et al.,
2006b; Mattos, de et al., 2019; Négre-Pages et al., 2008; O’Neill et al., 2021;
Ozturk e Kocer, 2018; Polidorio, Loth e Carrilho, 2009; Prell et al., 2021; Rana et
al., 2018; Skogar et al., 2012; Tinazzi et al., 2006b; Valkovic et al., 2015).
Additionally, there were 2 retrospective cohort studies (Lien et al., 2017; Shiraishi et
al., 2016) , 2 prospective studies (Letro, Quagliato e Viana, 2009; Ozturk e Kocer, 2018),
1 longitudinal study (Naisby et al., 2021), and 1 detailed clinical study (Silverdale et

al., 2018). The characterization of the included studies is presented in Table 3.

The total sample size comprised 5,870 participants, varying among studies from
21 to 2,450 participants. Both male and female patients were included, with a higher
prevalence of males (3,955 participants) compared to females (2,393 participants).
Regarding the disease staging, most studies included patients in stage 2 of the Hoehn and
Yahr Scale for PD, where motor symptoms worsen, affecting one side of the body, but

independence in daily activities is maintained (Hoehn e Yahr, 1967).
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Author and Year N Males Females Database  Disease stage Country Study Design
(Hoehn-Yahr)/

Agrawal et al., 2021 100 73 27 PUBMED® 2,5 India Cross-sectional
Beiske, A. G. etal, 2009 176 104 72 PUBMED® 2,11 Norway Cross-sectional
Buhmann et al., 2017 178 110 68 PUBMED® 2,75 Germany Transversal study
Camacho-Conde & Campos- 250 110 140 PUBMED® 2,56 Spain Cross-sectional
Avrillo, 2020

Camargo et al., 2022 21 11 10 PUBMED® 2,35 Brazil Cross-sectional
De Mattos et al., 2019 54 25 14 PUBMED® 2,25 Brazil Cross-Sectional
Defazioetal., 2017 321 190 131 PUBMED® 1,9 Italy Cross-sectional
Fuetal., 2018 144 94 50 PUBMED® 2,5 China Cross-Sectional
Hirsietal., 2019 103 65 38 PUBMED® 2 Ethiopia Cross-sectional
Lee, M. A. et al, 2006 123 96 27 PUBMED® 2,7 England Cross-sectional
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Letro, G. H. et al, 2009
Lienetal., 2017

Naisby et al., 2021

Negre-Pages et al., 2008

O’Neill et al., 2021
Ozturk & Kocer, 2018

Ozturk, E. A. etal, 2017
Polidorio et al., 2009

Prell et al., 2021
Ranaetal., 2018

Shiraishi et al., 2016

50
490 (PD), 1960
(group control)
154 (PD
group), 99
(control group)
450 (PD), 98
(group control)
1916
168 (PD), 179
(group control)
113
15 (PD), 15
(control group)
52
100 (PD), 100
(control group)
21 (PD with
chronic
lumbago), 31
(group control
PD without

chronic
lumbago)

30
273 (PD), 1092
(control group)
99 (PD), 54

(control group);

254

1272
102 (PD), 106
(control group)
68
11 (PD), 3 (control

group)
32
66 (PD), 66
(control Group)
6 (PD with chronic
lumbago), 17
(group control PD
without chronic

lumbago)

20
217 (PD), 868
(control group)
55 (PD), 45

(control group);

196

685
66 (PD), 69
(control group)
45
4 (PD), 12
(control group)
20
34 (PD), 34
(control Group)
15 (PD with
chronic
lumbago), 14
(group control
PD without

chronic lumbago)

PUBMED®
PUBMED®

PUBMED®

PUBMED®

PUBMED®
PUBMED®

PUBMED®
PUBMED®

PUBMED®
PUBMED®

PUBMED®

2,4

2,25

2,27

3,5 (PD with
chronic
lumbago), 2,7
(group control
PD without

chronic
lumbago)

Brazil

Taiwan

England

France

England
Turkey

Turkey

Brazil

Germany

Canada

Japan

69

Prospective

Retrospective Cohort

Longitudinal

Cross-sectional

Cross-sectional

Prospective cohort

Cross-sectional
Cross-sectional

Cross-sectional

Retrospective Cohort
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Silva, Elton Gomes da et al, 50 34 18 PUBMED® / Brazil Cross-sectional

2008

Silverdale et al., 2018 1957 1271 686 PUBMED® / England Detailed clinical

Skogar, O. etal, 2012 45 16 29 PUBMED® 2 Sweden Cross-sectional

Tinazzi, M. 2006 117 50 67 PUBMED® / Italy Cross-sectional

Valkovic, P. 2015 100 50 50 PUBMED® 2,6 Slovakia Cross-sectional
N=5870 N= 3955 N= 2393 Média: 2,39

PD - Parkinson's Disease.
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The outcome of the pain location in body regions was found in only 14 articles,
with a variety of pain locations mentioned, as incorporated in Table 4. The studies
identified a wide diversity of painful body regions frequently reported by Patients with
PD, including lower limbs, upper limbs, shoulders, cervical region, lumbar region, among
others. The results of Negre-Pages et al. (2008) showed that pain in the lower extremities
was a common complaint, with 67% of participants experiencing it. Furthermore, the
lower limb region and the cervical/shoulder region were highlighted in De Mattos et al.
(2019), with a proportion of 33%. Other common areas of pain included the lumbar spine,
mentioned by Silverdale et al. (2018) and Lien et al. (2017). Back pain was also reported
by Camargo et al. (2022), Camacho-Conde & Campos-Arillo (2020), and Shiraishi et al.
(2016), with different occurrence percentages. Additionally, pain in various body regions,
such as neck, shoulders, arms, legs, and feet, was observed in patients with PD in studies

by Defazio et al. (2017), Lee, M. A. et al. (2006), and Ozturk, E. A. et al. (2017).

The classification of pain in patients with PD was addressed in 21 articles (Table
4). These data highlight that musculoskeletal pain is one of the most prevalent pain
classifications among patients with PD. Silverdale et al. (2018) reported a wide variety of
pain categories, including musculoskeletal (66%), radicular (34%), dystonic (16%),
generalized OFF pain (9%), dyskinetic (10%), lower abdominal (16%), visceral (16%),
central (27%), and restless legs syndrome (23%). These studies reflect not only the
predominance of musculoskeletal pain but also the complexity of the pain experience in
patients with PD. De Mattos et al. (2019), Hirsi et al. (2019), Silverdale et al. (2018),
Lien et al. (2017), Camargo et al. (2022), and Agrawal et al. (2021) specifically
mentioned musculoskeletal pain. De Mattos et al. (2019) found an alarming prevalence

of 81.5%, while Silverdale et al. (2018) reported a rate of 66% for musculoskeletal pain
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among patients with PD. Camargo et al. (2022) also confirmed a high prevalence,

recording 66.7%. These results emphasize the need to recognize and address
musculoskeletal pain as a crucial part of PD management. Furthermore, pain directly
related to PD is another common classification, as evidenced by Buhmann et al. (2017),
who pointed out that PD was mentioned as the primary cause of pain in 53% of cases.
Neégre-Pageés et al. (2008) also presented a subdivision between "PD-pain," related to pain
caused or aggravated by the disease itself, and "non-PD-pain," referring to pain associated
with causes other than PD. Similarly, Tinazzi, M. et al. (2006) made a subdivision into
dystonic pain (n= 19) and non-dystonic, with musculoskeletal pain classified as part of
the latter category (n= 28). Additionally, radicular pain and dystonic pain were also
identified in various studies, highlighting the complexity of the pain experience in this
population. On the other hand, Rana et al. (2018) explored descriptive characteristics of
pain, categorizing it with terms such as throbbing, achy, exhausting, tiring, piercing,

persistent, miserable, and unbearable.

The prevalence of pain in patients with PD varied widely in the analyzed studies.
The average prevalence of pain in patients with PD, based on data from 24 of the 26
included studies, is approximately 67.36%, and the data were presented in 24 articles
(Table 4). Among the studies with the highest prevalence rates, Buhmann et al. (2017)
documented the highest, with 95.4% of patients with PD reporting pain. Hirsi et al. (2019)
also observed a high rate of 84%, followed by De Mattos et al. (2019) with 70.3%, and
Agrawal et al. (2021) with a prevalence of 70%. In contrast, studies with the lowest
prevalence rates included Skogar, O. et al. (2012), with 33%, Polidorio et al. (2009)
reporting 53% for patients with PD and 7% for the control group without PD, Ozturk &
Kocer (2018) with 48.20%, and Shiraishi et al. (2016), which observed a prevalence of

40.3%. Such diversity among the results highlights the variability in the pain experience
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among patients with PD and underscores the need for an individualized approach to its

management.

The intensity of pain in patients with PD was described in 16 articles (Table 4).
The average scores ranged from moderate to severe. This outcome was investigated using
different scales, such as the Visual Analog Scale (VAS), King's Parkinson's Pain Scale
(KPPS), Short-Form McGill Pain Questionnaire (SF-MPQ), and item 21 of the Short
Form Health Survey (SF-36). Negre-Pages et al. (2008) reported that PD-related pain
(PD-pain) was more intense than pain not related to PD, with an average of 6.5 on the
Visual Analog Scale. In contrast, De Mattos et al. (2019) described the intensity of pain
as mild to moderate. Silverdale et al. (2018) reported that 42% of participants experienced
moderate to severe pain, while other studies classified it as moderate, such as Hirsi et al.
(2019) and Ozturk & Kocer (2018). In the study by Rana et al. (2018), patients with PD
had significantly higher pain severity scores compared to controls. Fu et al. (2018)
presented an average score of 5.17 on the Visual Analog Scale, while Buhmann et al.
(2017) reported an average score on the Visual Analog Scale of 3.6, with a maximum
score of 5.0. Camacho-Conde & Campos-Arillo (2020) recorded an average score of
61.00 on the Visual Analog Scale. Skogar, O. et al. (2011) described an average of 7.8,
indicating severe pain, whereas Tinazzi, M. (2006) reported an average score of 54.37 on
the same scale. Agrawal et al. (2021) opted to use the King's Parkinson's Pain Scale
(KPPS) and obtained an average of 5.23. On the other hand, Prell et al. (2021) reported
that 60.8% of patients with PD had pain of moderate, severe, or very severe intensity,
based on the assessment of item 21 of the Short Form Health Survey (SF-36). The
variation in pain intensity and the diversity of assessment instruments in patients with PD
emphasize the importance of considering the specificity of assessment and individualized

treatment of pain in this population.
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The frequency of pain in patients with PD exhibits a wide diversity and is
presented in 12 articles (Table 4). According to De Mattos et al. (2019), a significant
portion of the population (70.3%) reported the presence of pain in the month preceding
the study, with 48.2% experiencing pain in the last 24 hours. Hirsi et al. (2019) observed
a frequency of pain defined as "often™ (once a week). Fu et al. (2018) mentioned pain as
being moderately frequent, although they did not provide a more precise definition of
what was considered "moderate.” However, Buhmann et al. (2017) highlighted that the
pain persisted for a considerable period, with 91% of affected patients with PD reporting
pain for at least 6 months. Prell et al. (2021) found pain in the last 4 weeks, while Naisby
et al. (2021) noted the occurrence of pain over a 6-year period. Camacho-Conde &
Campos-Arillo (2020) reported that pain was more frequent when patients were in "OFF"
states of anti-Parkinson's medication. However, other studies, such as Negre-Pages et al.
(2008), Polidorio et al. (2009), Silverdale et al. (2018), Ozturk & Kocer (2018), Lien et
al. (2017), Camargo et al. (2022), Agrawal et al. (2021), O’Neill et al. (2021), and
Valkovic, P. (2015), did not provide specific information on the frequency of pain in

patients with PD.
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Table 4 — Location, classification, prevalence, intensy and frequency of pain
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Author and Year Location of Classification Of Pain Prevalence of Intensity Frequency
Pain Pain of Pain of Pain
(%)
Agrawal et al., 2021 Musculoskeletal pain (53%), pain 70% KPPS: 5,23 /
related to fluctuations (35%), and
/ nocturnal pain (27%)
Beiske, A. G. et al, 2009 Musculoskeletal pain (70%), Dystonic pain Chronic pain: Musculoskeletal 83% VAS 54.3 12 (16.4%) had previous pain at
(40%), Radicular-neuropathic pain (20%), (89.0%), radicular/peripheral the time of
Central neuropathic pain (10%) neuropathic (31.5%), dystonic (15.1%), diagnosis of PD
central parkinsonian (4.1%)
Buhmann et al., 2017 Back (71%/64%), joints (52%/49%) PD was mentioned most frequently as 95.4% VAS 3.6 Pain lasted for at least 6 months in
the main cause of pain (53%) onaverage 91% of affected
and5.0as patients.
maximum.
Camacho-Conde & Campos-  Back (60%), legs (55%) Electrical current type (64%) and the 82% VAS When they were
Arillo, 2020 itching type 61,00 clumsier or “off” (36%), pain
(4%) constantly (28%).
Camargo et al., 2022 Legs (47.6%), Arms (23.8%) Nociceptive, musculoskeletal (66.7%), Chronic pain in / /
and dystonic (4.8%) patients with PD
patients
De Mattos et al., 2019 Members lower (33.0%) and Musculoskeletal pain (81,5%) was the 70.3% Mild to The majority of the individuals
shoulders/cervical region (31.0%). most prevalent type, followed by moderate.  70.3% reported
nocturnal pain. pain in the preceding month, and
48.2% experienced
pain in the preceding 24 hours
Defazio et al., 2017 Neck (10%), shoulder (18%), arm (13%), back  Dystonic pain, muscular pain, 56% / 56% had been experiencing pain

(26%) or leg/foot (33%)

arthralgic pain, peripheral neuropathic
pain, central neuropathic pain

for at least
3 months
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Fuetal., 2018

Lower e upper extremities, lower back,
shoulders, back, abdomen, chest, head, neck

Musculoskeletal pain, dystonic pain,
neuropathic pain, central pain, akathitic
discomfort, and other pain types

52.1%

VAS 5.17

Moderade
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Hirsi et al., 2019

Lee, M. A. et al, 2006

Letro, G. H. et al, 2009

Lienetal., 2017

Naishy etal., 2021

Neégre-Pages et al., 2008

O’Neill et al., 2021

Ozturk & Kocer, 2018
Ozturk, E. A. et al, 2017

Polidorio et al., 2009

Prell et al., 2021

Back (63.6%), Nerve (17.0%), Joint (48.9%),
Head (13.2%), Abdomen (9.4%), Traumatic

(3.8%), After surgery (8.5%), Infectious
(1.9%), Others (15.9%)

Lumbar (50%), trunk (66.7%)

Lumbar pain, back pain,
and pelvis pain

Joints and muscle cramps or spasms

Lower limbs (67%)

Orofacial

Low back pain
Legs, back, feet, arms, neck and hands

/

Musculoskeletal pain, pain related to
turning in bed at night, visceral pain,
off-dystonia, central pain, pain related
to difficulty turning in bed, radicular
pain, burning limb pain

/

/

Musculoskeletal pain

Unexplained pain

PD-pain (caused or aggravated by PD)
and non-PD-pain (pain related to
another cause than PD)

Burning mouth syndrome, chewing
pain, grinding pain

Chronic low back pain
Nociceptiva e neuropética

/

84% moderade
78.9% 5.01
80% /
/ /
29 and 45% of /
people with PD
reported

unexplained pain

61.8% 6.5
7.3% /
48,20% VAS 6.0
85% VAS 38.9
53% (PD);7% /
(control group);

/ (SF-36)
60.8%
reported
moderate
or very
severe

s

Often (1/week)
/
/
/
6 years

PD-pain was worsened more
frequently during OFF episodes
and improved by antiparkinsonian
drugs

Pain during the past 4
weeks

1



Ranaet al., 2018

Shiraishi et al., 2016

Silva, Elton Gomes da et al,
2008

Silverdale et al., 2018

Skogar, O. et al, 2012

Tinazzi, M. 2006

Valkovic, P. 2015

Low back pain (40.3%)

/

Throbbing, tender, exhausting, tiring,
penetrating,
nagging, miserable and unbearable.

Chronic low back pain (40.3%)

/

Musculoskeletal pain (66% of those
with

pain), radicular pain (34%), dystonic
pain (16%), generalised OFF pain
(9%), dyskinetic pain (10%), lower
abdominal pain (16%), visceral pain
(16%), central pain (27%) and restless
leg syndrome (23%).

Musculoskeletal, dystonic, central, and
akathitic pain

Musculoskeletal (89%),
radicular/peripheral neuropathic
(31.5%), dystonic (15.1%), central
parkinsonian (4.1%)

Musculoskeletal pain (41%), radicular
pain (27%), central neuropathic pain
(22%), dystonic pain (17%), and other
pains (non-radicular low back pain,
arthritic, and visceral pain) (24%)

60%-85%

40.3%

54%

85%

64.6%

76%

78

Patients Often (1/week)
with PD
patients
had
significantl
y higher
pain
severity
scores
compared
to controls

/ /

/ /
moderate 1648 out of participants recording
to severe SFMPQ (85%) reported pain at the

time of
assessment.

7.8 /

VAS 54.37 Chronic pain was present in 64.6%
of the participants.
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KPPS - King's Parkinson's Pain Scale; PD - Parkinson's Disease; SF-36 - Short Form Health Survey; SFMPQ - Short-Form McGill Pain

Questionnaire; VAS - Visual Analog Scale.
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DISCUSSION

The present study identified 26 studies that addressed the characterization of pain in
patients with PD. This encompassed aspects such as prevalence, bodily location, intensity,
frequency, and pain classification in this population. The analysis of pain characteristics
revealed a diversity of affected areas, including lower limbs, upper limbs, shoulders, cervical,
and lumbar regions. Musculoskeletal pain was the most prevalent classification, followed by
PD-related pain, radicular pain, and dystonic pain. The prevalence of pain varied widely, with
some studies reporting rates exceeding 90%, while others presented lower rates, highlighting
the complexity of this experience in PD. Pain intensity was assessed using different scales, with
the majority of patients experiencing mild to severe pain. Regarding the frequency of pain,
results varied across studies, with reports of daily and weekly pain experiences.

The analysis of participants included in the studies reveals a substantial sample, with a
total of 5870 participants. This suggests that research on the relationship between PD and pain
is comprehensive and involves a significant population. It is important to note that most studies
included patients of both sexes, with a predominance of men (3955 participants) compared to
women (2393 participants). This may be due to the difference in the prevalence of PD between
the sexes, with generally higher incidence in men. Furthermore, most studies involved patients
in stage 2 of the Hoehn and Yahr Scale, indicating that motor symptoms were more advanced,
but patients still maintained independence in daily activities. This suggests that pain is a
significant concern even in the early stages of PD, which has important implications for
diagnosis and treatment. Pain has been a prevalent non-motor symptom in PD since the early
stages of the disease (Tolosa et al., 2021) and is associated with considerable functional
impairment (Camargos et al., 2004). Although it has been studied in various works, there is

still a need to establish a solid consensus for characterizing it in this population. The creation
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of such a consensus would simplify the clinical approach and have a positive impact on the
treatment of pain in PD patients.

Pain in patients with PD may manifest in various body regions, revealing noteworthy
heterogeneity in the results regarding the areas most affected by this condition (Table 4). The
diversity of mentioned pain locations encompasses lower limbs, upper limbs, shoulders,
cervical region, lumbar region, and others. Additionally, the frequency of pain in different body
regions varies across studies, largely due to the different data collection approaches employed.
For instance, Buhmann, C. et al (2017) identified the primary pain points in the spine and other
joints, while Tinazzi, M. et al (2006) differentiated between dystonic and non-dystonic results,
with the foot and lumbar spine being the most affected regions, respectively. These
discrepancies in results underscore the importance of assessing and treating pain in various body
areas of PD patients, as it can have a significant impact on their quality of life. Therefore, this
current review addresses the body regions affected by pain in PD, in addition to another
literature review (Marques, A e Brefel-Courbon, 2021).

The classification of pain in patients with PD emerges as a poorly defined issue.
According to Ford (2010), there are five distinct subgroups: musculoskeletal pain,
neuropathic/radicular pain, central or primary pain, and pain related to akathisia (restlessness),
with the latter being the predominant classification in the literature. However, the studies
included in this review made limited use of this classification and presented new perspectives.
In this study, it was observed that only two articles, conducted by Beiske, A.G. et al. (2009)
and O'Neill et al. (2021), adopted this classification in its entirety. However, it is crucial to
highlight that significant divergences were identified in other studies. For example, Tinazzi et
al. (2006) subdivided pain into "dystonic," related to spasms that trigger twists or abnormal
postures, and "non-dystonic," associated with musculoskeletal pain. Other studies, such as those

by Valkovic, P. etal. (2015) and Ozturk, E.A. et al. (2017), further expanded this classification,
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including subtypes such as visceral pain, headache, and concurrent pains. However, a constant
that united all the studies was the high prevalence of musculoskeletal pain in PD patients,
corroborating Ford's (2010) definition and its association with rigidity, parkinsonian akinesia,
muscle tension, and cramps in this population. Nonetheless, Rana et al. (2018) extensively
explored the descriptive characteristics of pain, categorizing it with terms such as throbbing,
aching, exhausting, tiresome, piercing, persistent, miserable, and unbearable, enhancing our
understanding of the nuances of pain in PD. Another important factor is the presence of multiple
subtypes of pain in the same patient, adding complexity to the understanding of pain in PD.
The prevalence of pain in PD varies considerably among the analyzed studies but
maintains an average of 67.36%. Beiske, A.G. et al. (2009) reported a pain prevalence rate of
83%, while Buhmann, C. et al. found the highest prevalence, with 95.4%, in a substantial
sample of 176 to 178 participants, respectively. In contrast, Skogar, O. et al. (2012) identified
the lowest prevalence rate, recording 33%, although with a smaller sample of 45 participants.
The other studies varied in their rates of pain prevalence in PD, ranging from 54% to 85%. The
significant difference between these results, especially in the studies of Buhmann, C. et al., with
a large sample, and Skogar, O. et al. (2012), with a smaller sample and lower prevalence, can
be attributed to various factors, primarily variations in assessment methodologies. The
management of pain in PD should be carried out through multidisciplinary clinical pathways
that include integrated pharmacological and non-pharmacological approaches, such as
rehabilitation (Gandolfi et al., 2017). Therefore, it is crucial to emphasize that the prevalence
of pain in PD is significantly higher than in the general population (Breivik et al., 2006;
Goldberg e McGee, 2011). As also demonstrated by Beiske et al. (2009), pain symptoms are
often overlooked by clinicians, resulting in the fact that 50% of patients with PD do not receive

appropriate medication or physiotherapy. Therefore, the implementation of multidisciplinary
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and multifactorial approaches is essential to address this reality and ensure effective pain
treatment in PD.

The intensity of pain in patients with PD exhibits significant variations among studies,
highlighting the need for a personalized approach in its treatment. Some studies report pain
levels ranging from moderate to intense, while others indicate mild to moderate pain. This
diversity can be attributed to differences in the studied population, pain assessment methods,
and clinical characteristics of patients. Beiske, A.G. et al. (2009) and Valkovic, P. et al. (2015)
employed The Brief Pain Inventory (BPI) to measure the average pain intensity. Valkovic, P.
et al. (2015) identified higher pain intensity in women, with averages ranging from 2.18 (for
current pain) to 4.10 (for average pain in the past week), emphasizing the significance of the
female gender as a risk factor associated with pain in PD, along with dyskinesia, postural
abnormalities, motor complications, and depression (Marques, A e Brefel-Courbon, 2021).
However, given the inconsistency in the studies regarding the relationship between pain and PD
progression, with some evidence suggesting that pain may be present from the early stages of
the disease, it accentuates the complexity of this symptom in the PD patient
population(Marques, A e Brefel-Courbon, 2021). Nevertheless, the heterogeneity in samples
and assessment instruments, including various scales such as King's Parkinson's Pain Scale
(KPPS), Short Form 36 Health Survey (SF36) item 21, Brief Pain Inventory (BPI), Short-Form
McGill Pain Questionnaire (SF-MPQ) and Visual Analog Scale (VAS), may hinder the direct
comparison of results between studies and their generalized application in the PD patient
population with pain. The assessment of pain intensity in patients with PD across multiple
studies reveals a variability of outcomes, spanning from moderate to severe pain, while the
frequency of pain also varies considerably, suggesting that pain in PD may be a constant

concern for some and episodic for others.

83



Chronic pain in patients with PD is a complex and multifactorial symptom, subject to
variations in intensity and frequency. Regarding the frequency of pain, De Mattos et al. (2019),
Hirsi et al. (2019), and Prell et al. (2021) reported the frequent presence of pain in patients with
PD. The timeframes considered for evaluating frequency varied among these studies, and the
definition of "frequency"” may vary between research, which adds a layer of complexity to the
interpretation of results. The heterogeneity in pain measurement scales, assessment methods,
and patient characteristics among these studies makes it challenging to directly compare their
results. Therefore, it is crucial to consider this diversity when analyzing the intensity and
frequency of pain in patients with PD and emphasize the importance of adopting an
individualized approach in pain treatment for this population. This approach can take into
account the wide range of pain experiences reported by patients and help improve the quality
of life and the management of chronic pain in PD.

Pain in patients with PD can occur at different frequencies, sometimes with pain
experienced in the past month and in the last 24 hours (Mattos, de et al., 2019), while
approximately 56% of patients experience pain for at least 3 months (Mattos, de et al., 2019).
Chronic, persistent pain lasting for at least 6 months affects 91% of patients (Buhmann et al.,
2017), and some report constant pain, especially in "OFF" states (Camacho-Conde e Campos-
Arillo, 2020). Additionally, 16.4% of patients already have pain before the diagnosis of PD
(Beiske et al., 2009), and in one study, chronic pain was present in 64.6% of participants
(Tinazzi et al., 2006b). This demonstrates that the frequency and duration of pain in PD vary
widely, depending on individual circumstances and treatment response. The relationship
between the intensity and frequency of pain in patients with PD has significant implications for
understanding chronic pain in this population, emphasizing the need for a personalized and

comprehensive approach to pain treatment in PD.
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Limitations include significant heterogeneity among the analyzed studies, which
encompass different methodologies, pain measurement scales, and inclusion criteria, making
direct comparison and generalization of results challenging. Furthermore, the lack of a solid
consensus in the classification of pain in PD and the variation in the definition of "frequency"
of pain among the studies. This divergence in the definition of frequency has added a certain
level of complexity to the understanding of chronic pain in PD. The predominance of
participants in stage 2 of the Hoehn and Yahr Scale also limits the generalizability of results to
different stages of PD. While the prevalence of pain has been extensively addressed, a more
detailed characterization of the different types of pain and their impact on the quality of life of

patients could further enrich the understanding of pain in PD.

CONCLUSION

In the characterization of pain in patients with PD, the results reveal a diversity of
affected pain locations and classifications, with musculoskeletal pain leading, followed by PD-
related pain, radicular pain, and dystonic pain. Despite the prevalence of pain varying
considerably among studies, the average remained around 67.36%. Pain intensity also varied
significantly, ranging from mild to moderate and intense. Regarding the frequency of pain, there
was wide diversity, with some studies reporting daily pain and others weekly. Despite the
increased research on the topic, the data still lack more robust studies. Therefore, it is suggested
to establish a consensus that standardizes the participant sample and unifies assessment tools,
as well as to direct more research towards this aspect. These findings highlight the complexity
of pain in PD and emphasize the importance of an individualized treatment approach that takes
into account the diverse pain experiences of patients. Additionally, the diversity in pain
assessment methods and patient characteristics underscores the need for caution when
comparing results across studies. In the clinical context, these findings offer valuable insights

for healthcare professionals treating patients with PD, emphasizing the importance of
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recognizing pain as a relevant symptom from the early stages of the disease and adjusting
treatment strategies according to the intensity, location, and frequency reported by each patient.
The implementation of multidisciplinary and multifactorial approaches is essential to

effectively address chronic pain in PD and, thus, improve the quality of life of these patients.
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ADDICTIONAL - MOOSE (Meta-analyses Of Observational Studies in Epidemiology)

Checklist (Brooke, Schwartz e Pawlik, 2021).

classified and coded (eg, multiple raters,

Reporting Criteria Reported Reported on Page
(Yes/No) No.

Reporting of Background

Problem definition Yes 6-7

Hypothesis statement Yes 7

Description of Study Outcome(s) Yes 7-8

Type of exposure or intervention used Not applicable

Type of study design used Yes 8

Study population Yes 8

Reporting of Search Strategy

Qualifications of searchers (eg, librarians and | Not applicable

investigators)

Search strategy, including time period included | Yes 8

in the synthesis and keywords

Effort to include all available studies, including | Not applicable

contact with authors

Databases and registries searched Yes 8-9

Search software used, name and Not applicable

version, including special features

used (eg, explosion)

Use of hand searching (eg, reference lists of | Yes 8-9

obtained articles)

List of citations located and those excluded, | Yes 8-9, 25

including justification

Method for addressing articles published in Not applicable

languages other than English

Method of handling abstracts and unpublished | Not applicable

studies

Description of any contact with authors Not applicable

Reporting of Methods

Description of relevance or Yes 6-7

appropriateness of studies assembled

for assessing the hypothesis to be tested

Rationale for the selection and coding Yes 6-7

of data (eg, sound clinical principles or

convenience)

Documentation of how data were Yes 6-7

comparability of cases and controls in
studies where appropriate

blinding, and interrater
reliability)
Assessment  of confounding (eg, Not applicable

Assessment of study quality, including blinding
of quality assessors; stratification or regression

Not applicable
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on possible predictors of study results

Assessment of heterogeneity

Not applicable

Description of statistical methods (eg, complete
description of fixed or random effects models,
justification of whether the chosen models
account for predictors of study results, dose
response models, or cumulative meta-analysis)
in sufficient detail to be replicated

Not applicable

Provision of appropriate tables and graphics Yes 25-36
Reporting of Results

Table giving descriptive information for each | Yes 25-36
study included
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analysis)

Indication of statistical uncertainty of findings | Not applicable

Reporting of Discussion

Quantitative assessment of bias (eg, publication | Yes 13-18
bias)
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non—English-language citations)
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domain of the literature review)

Guidelines for future research Yes 19
Disclosure of funding source Yes 19
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