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Abstract
Non-syndromic orofacial clefts and increased risk for psychiatric disorders.
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Objectives: Children with orofacial clefts (OFC) have an increased risk of poor mental health. This study aimed to investigate the risk of psychiatric diagnoses in individuals with OFC, stratified by cleft type.
Methods: A nationwide register-based cohort of all individuals born with non-syndromic OFC in Sweden between 1973 and 2012 (n=7842) was compared to a matched community cohort (n=78409) as well as to their unaffected siblings. By linking to Swedish registers, the risk of psychiatric diagnoses, suicide attempts and suicides was examined by using Cox regression, adjusted for perinatal factors, season and year of birth, sex, parental socioeconomic factors and parental psychiatric morbidity and history of suicide attempts. Effect modification by sex was investigated with interaction terms in the models.
Results: Children with OFC had a significantly higher risk of intellectual disability, language disorders, psychotic disorders, autism spectrum disorder, attention deficit hyperactivity disorder, other behavioral or emotional disorders with onset in childhood and personality disorder.  When investigating the three different subtypes of OFC, children with cleft palate only had the highest risk ratios and children with cleft lip the lowest. When stratifying on sex, we found that the risk increases were generally significantly higher for females than for males. The unaffected siblings of children with OFC were less likely to be diagnosed with a psychiatric disorder.
Conclusions: Children with non-syndromic clefts had a significantly higher risk of neurodevelopmental disorders. This increased risk was significantly higher in females and cannot fully be explained by shared environmental or genetic factors.
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