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Invovlvement of increased vascular permeability in bortezomib-induced lung
toxicity
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In this study, we attempted to elucidate the pathogenesis of bortezomib

(BTZ)-induced lung injury. In vitro experiments using monolayer cultures of human alveolar capillary
endothelial cells (HPMECs) suggested that BTZ-induced vascular permeability was associated with
decreased expression of molecules that control adhesion between vascular endothelial cells, such as
Claudin-5, Occludin, and VE-cadherin. In vivo experiments using BTZ-induced lung injury model mice
showed that the pathology of BTZ-induced lung injury changed over time, with interstitial lung
disease accompanied by inflammation of the alveolar interstitium occurring early after BTZ
administration, followed by obstructive lung disease accompanied by destruction of the lung
parenchyma.
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