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Body: Background IL33 has been highlighted as a potential key player in several chronic respiratory
diseases with a fibrotic aietiology. IL33 expression is thought to be predominantly in "lining cells"i.e airway
epithelia, suggesting this may be a primary source of IL33; as an alarmin in response to epithelial insult. Aim
To evaluate expression of IL33 and release in response to airway epithelial damage. Methods BAL was
prospectively collected from post lung transplant patients (n=230) levels of IL33(ELISA) and relationship to
Broncholitis Obliteran Syndrome (BOS) evaluated. Explant lung tissue from patients with
IPF(n=3),COPD(n=3), Bronchiectasis(n=3) and CF(n=3) was identified and expression of IL-33 evaluated
(immunohistochemistry). Epithelial damage was induced in Primary Bronchial Epithelial Cells and A549
cells by oxidative stress (H2O2) and freeze/thaw and release of IL33 evaluated(ELISA and Western Blot).
Results IL33 conc. in post-lung transplant BAL trended towards an increase following diagnosis of BOS but
did not reach statistical significance. However, elevated levels of IL-33 were associated with positive
microbial culture (mean 178.197pg/ml± 42.89vs 71.31pg/ml±20.12 p=0.007). IL33 was strongly expressed
in airway epithelia with a predominant nuclear location.IL33 was not detected in response to epithelial cell
damage. Conclusion IL33 is strongly expressed in the airway epithelium of chronic respiratory conditions but
does not appear to be released as an alarmin in response to airway epithelial cell damage. Elevated IL33
associated with infection in the post transplant population may contribute towards allograft dysfunction but
further work is required to evaluate the cellular mechanistic pathways.
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