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Abstract
Mixed connective tissue disease (MCTD) is a rare systemic autoimmune disorder characterised by overlapping features of multiple connective tissue diseases and the presence of anti-U1 ribonucleoprotein (U1-RNP) antibodies. Despite being increasingly recognised as a distinct entity, its clinical heterogeneity and the absence of universally accepted classification criteria continue to pose diagnostic and prognostic challenges. Data on MCTD remain limited, particularly at the national level in Portugal.
This multicentre observational cohort study aims to characterise patients with MCTD enrolled in the Portuguese Rheumatic Diseases Registry (Reuma.pt). The primary objective is to describe the demographic, clinical, immunological and outcome features of the Portuguese MCTD population and compare them with the current published literature. Secondary objectives include identifying predictors of disease severity—such as major organ involvement and mortality—and exploring clinical and laboratory subgroups, including analyses stratified by anti-U1-RNP antibody titres and classification criteria fulfilment. 
Longitudinal data will be analysed to assess disease evolution and to identify factors associated with a more aggressive disease course, including interstitial lung disease and pulmonary hypertension. By improving the understanding of MCTD in a real-world national cohort, this study aims to support earlier risk stratification and more tailored monitoring strategies.
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