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Pirfenidone Down — regulates the Expression of NOX4 in the Pulmonary Fibrosis in Mice Induced by Bleomycin. Zeng Xiangfu. Depart-
ment of Respiratory Disease, The Fourth Hospital of Changsha, Hunan 41006, China

Abstract Objective To observe the expression and role of NOX4 in the bleomycin( BLM) - induced pulmonary fibrosis in mice,
and to investigate the effects of pirfenidone on the expression of NOX4. Methods Seventy — two female adult (C57BL/6) mice were ran-
domly divided into four groups as the following( each group includes eighteen mice) ; the control group ( Group C), the bleomycin group
(Group M), the pirfenidone group( Group P). The model of pulmonary fibrosis was established through intratracheally instillation with
bleomycin (3.5mg/kg) except group C. Their pathological section of lung tissues were harvested for hemotoxylin and eosin stain and Mas-
son’s trichrome stain, so as to observe the degree of pulmonary fibrosis and to determine hydroxyproline content. Therefore, it aims to ex-
amine the distribution and the expression of NOX4 in pulmonary tissues in the above three groups through immunohistochemical method.
Results Masson staining showed that the degree of pulmonary fibrosis in Group M was severer than that in Group C at the 7", 14" and

28" day separately (P <0.05). The degrees of pulmonary fibrosis in Group P was lower than that in Group M (P <0.05). The content of

35 H07 1410006 V0 TiT A DU PR B 0 0 P9 B
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hydroxyproline (Hyp) in the lung tissue of Group M was increased than that in Group C (P <0.05). The contents of Hyp in Group P and

N were decreased obviously compared with that in Group M respectively (P <0.05). The immunohistochemical studies showed that NOX4

was mainly observed in airway smooth muscle cells, alveolar epithelial cells, lung fibroblast, vascular smooth muscle cells and endothelial

cells in lung tissues with a high level expression in Group M on the 7", 14" or 28" day respectively (P <0.05). Compared with that in

Group M, the expression of NOX4 of the lung tissues in Group C was weaker (P <0.05). The expressions of NOX4 of lung tissues in
Group P was a little higher than that in Group C (P <0.05) , but still lower than that in Group M (P <0.05). Conclusion NOX4 was

widely expressed in pulmonary fibrosis. The mechanism of up — reglation of the expression of NOX4 may participate in pulmonary fibrosis

induced by bleomycin. The pirfenidone can alleviate the degree of pulmonary fibrosis induced by bleomycin, and can play active roles in

down — regulating the expression of NOX4. It suggests that NOX4 may become the new target in the treatment of pulmonary fibrosis.

Key words Pulmonary fibrosis; Pirfenidone; NOX4; Reactive oxygen species
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