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ABSTRACT

Patients with inflammatory bowel disease (IBD) may suffer from numerous forms of extra-
intestinal manifestations. Among them, several neurological disorders were observed, have
imprecise prevalence, are partly unknown or unrecognized, which makes them the object of
increasing attention in clinical trials and in the literature. In this research, we studied the onset and
evolution of neurological disorders over 10 years in a cohort of patients with IBD conducted at the
Hospital Universitdario Walter Cantidio. We evaluated 248 patients with IBD, 114 with Crohn's
disease (CD) and 134 with ulcerative colitis (UC). Significant differences (p<0.001) between the
beginning and end of the cohort were found in the following conditions: any neurological
impairment, any neurological impairment without headache, any neurological impairment without
headache/syncope/hypoacusis, peripheral neuropathy (PN), small fiber neuropathy (SFN), large
fiber neuropathy (LFN), polyneuropathy and mononeuropathy. Differences were also observed in
restless legs syndrome (RLS) (p=0.001), myeloneuropathy (p=0.003) and radiculopathy (p=0.032).
Earlier, no patient was diagnosed with any type of PN, trigeminal neuralgia, RLS,
myeloneuropathy, myelopathy, myopathy, myasthenia gravis, chorea, Alzheimer's, radiculopathy
and central venous thrombosis, all discovered during the cohort. Most frequently identified
neurological disorders were tension headache, migraine, NP, SFN, LFN, polyneuropathy and
mononeuropathy. Univariate analysis of these conditions identified their risk factors and was
followed by multivariate regression. The neurological disorders that showed association with the
IBD group compared with the control were epilepsy (p=0.049), LEN (p=0.0009), SEN (p=0.004)
and any neuromuscular disorder (p<0.0001). Similar associations were seen with the DC group. In
univariate and multivariate logistic regression analysis to verify the probability of the IBD, CD and
UC groups concomitantly manifesting some type of PN with some type of headache, 25 of the 27
analysis did not show a statistically significant association and two showed that, respectively, in the
IBD group, PN is a protective factor for headache (adjusted OR=0.59; 95%CI 0.35-0.98; p=0.012)
and in the CD group, PN is a protective factor for migraine (adjusted OR=0.36; CI95% 0.12-0.94;
P=0.045). The following studies were produced that addressed specific neurological entities:
secondary hypokalemic periodic paralysis, myasthenia gravis and Parkinson's disease. We also
carried out an investigative survey to assess the patient's level of awareness about the neurological
disorders that affect him. In summary, patients with IBD manifest a wide variety of neurological
disorders, sometimes undersized, which suggest the need for close interaction between specialists.
Headache and PN affect different groups of patients with IBD.

Keywords: Headache. Crohn's disease. Parkinson's disease. Inflammatory bowel disease. Migraine.
Myasthenia gravis. Peripheral neuropathy. Secondary periodic paralysis. Ulcerative colitis.



RESUMO

Pacientes com doenca inflamatéria intestinal (DII) podem padecer de intimeras formas de
manifestagdes extra-intestinais. Entre elas, diversos agravos neuroldgicos foram observados, t€ém
prevaléncia imprecisa, sdo em parte desconhecidos ou ndo reconhecidos, o que os torna objeto
crescente de atencdo nos ensaios clinicos e na literatura. Nesta pesquisa, estudamos o surgimento e
evolugcdo de agravos neuroldgicos ao longo de 10 anos em uma coorte de pacientes com DII
conduzida no Hospital Universitdrio Walter Cantidio. Avaliamos 248 pacientes com DII, 114 com
doenca de Crohn (DC) e 134 com retocolite ulcerativa (RCU). Diferengas significativas (p<0.001)
entre o inicio e o final da coorte foram encontradas nas seguintes condicdes: qualquer agravo
neuroldgico, qualquer agravo neurolégico sem cefaleia, qualquer agravo neuroldgico sem
cefaleia/sincope/hipoacusia, neuropatia periférica (NP), neuropatia de fibras finas (NFF), neuropatia
de fibras grossas (NFG), polineuropatia € mononeuropatia. Diferencas foram também observadas
em sindrome de pernas inquietas (SPI) (p=0,001), mieloneuropatia (p=0,003) e radiculopatia
(p=0,032). No inicio do estudo nenhum paciente trazia diagndstico de qualquer tipo de NP,
neuralgia do trigémeo, SPI, mieloneuropatia, mielopatia, miopatia, miastenia gravis, coreia,
Alzheimer, radiculopatia e trombose venosa central, todas descobertas no decorrer da coorte. Os
agravos neuroldgicos identificados com maior frequéncia foram cefaleia tensional, enxaqueca, NP,
NFF, NFG, polineuropatia € mononeuropatia. A andlise univariada destes agravos identificou seus
fatores de risco e foi seguida da regressdo multivariada. Os agravos neuroldgicos que mostraram
associacdo com o grupo DII em comparacdo com o controle foram epilepsia (p=0,049), NFG
(p=0,0009), NFF (p=0,004) e qualquer desordem neuromuscular (p<0,0001). Associagdes
semelhantes foram observadas com o grupo DC. Em andlises de regressdo logistica uni e
multivariada para verificar a probabilidade dos grupos DI, DC e RCU manifestarem
concomitantemente algum tipo de NP com algum tipo de cefaleia, 25 das 27 andlises ndo
apresentaram associacdo estatistica significativa e duas mostraram que, respectivamente, no grupo
DII, NP ¢ fator protetor para cefaleia (OR ajustado=0,59; IC95% 0,35-0,98; p=0,012) e no grupo
DC, NP ¢ fator protetor para enxaqueca (OR ajustado=0,36; 1C95% 0,12-0,94; P=0,045). Em linha
com o acompanhamento da avaliagdo dos pacientes, foram produzidos os seguintes estudos que
abordaram entidades neuroldgicas especificas: paralisia periddica hipocalémica secunddria,
miastenia gravis e doenga de Parkinson. Realizamos também um inquérito investigativo para aferir
o nivel de consciéncia do préprio paciente acerca dos agravos neurolégicos que o acometem. Em
resumo, pacientes com DII manifestam uma grande diversidade de agravos neuroldgicos, por vezes
subdimensionados, que sugerem ser necessdria estreita interacdo entre os especialistas. Cefaleia e
NP afetam diferentes grupos de pacientes com DII.

Palavras-chave: Cefaleia. Doenga de Crohn. Doenca de Parkinson. Doenga inflamatéria intestinal.
Retocolite ulcerativa.
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