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Body: Background The epidemiologic association between exposure to smoking and ACPA (anti
citrullinated proteins antibodies)-positive rheumatoid arthritis (RA) suggests that the immunologic process in
RA might start in the lungs. To test this we investigated structural changes in the lungs in a cohort of RA
patients with early disease. Material and methods A total number of 105 patients with early, untreated RA,
median diseases onset 6 months, and 43 healthy non-RA individuals were performed inspiratory and
expiratory scans by high resolution computer tomography (HRCT). Bronchoscopy and bronchoalveolar
lavage were performed in 21 out of 105 RA patients. Presence of ACPA and total levels of IgG were
detected in serum and BAL fluide by anti-CCP2 ELISA and radial immunodiffusion assays with rate
nephelometry respectively. Results 51% (54/105) of the RA patients and only 28% (12/43) of the controls
had any lung structural abnormalities (fibrosis, ground glass opacities, bronchioectasis, Nodules larger than
5 mm, emphysema) identifiable on HRCT (p<0.05). Fibrosis of any grade 11% (12/105) and ground glass
opacities 4% (4/105) were found only in RA patients. Air trapping was found in 51% (52/105) of RA patients
compared to 28% (12/43) in control, (p<0.05). ACPA presence rather than smoking status associated with
the presence of lung abnormalities on HRCT. IgG ACPA values corrected for total amount of IgG were
higher in BAL as compared to blood compartment. Conclusion Presence of ACPA associates with early
pulmonary changes on HRCT. Smoking may promote citrullination in the lungs leading to generation of
ACPA immunity.
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