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Introduction: Idiopathic pulmonary fibrosis (IPF) is a fatal pulmonary disease. Despite its promising anti-fibrotic
effect, patients' toleration of Pirfenidone (PFD) in full dose is low. Combination therapy enhances PFD's therapeutic
efficiency and reduces its dosage. The present study evaluated the effect of a combination of losartan (LOS) and PFD
on oxidative stress parameters and the epithelial-mesenchymal transition (EMT) process induced by bleomycin (BLM)
in human lung adenocarcinoma A549 cells.

Methods and Materials: The non-toxic concentrations of BLM, LOS, and PFD were assessed by the MTT assay.
After single and combined treatments, we evaluated EMT in BLM-exposed A549 using migration and western blot
assays. We also assessed MDA and antioxidant enzyme activity, including CAT and SOD.

Results: The combination treatment led to a significant reduction in cellular migration compared to both single
and BLM-exposed groups. Additionally, it markedly improved cellular antioxidant markers and increased epithelial
markers while decreasing mesenchymal markers.

Conclusions This in vitro study suggest that combining PFD with LOS might be more protective against
pulmonary fibrosis (PF) than single therapy because of its greater efficacy in regulating the EMT process and reducing
oxidative stress. The current results might offer a promising therapeutic strategy for the treatment of lung fibrosis.
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