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ABSTRACT Objective: To explore the possible roles of NETs in the silicosis via constructing silica-induced silicosis animal
models. Method(s): Male C57BL/6 mice were randomly assigned to four groups: 1) PBS group(PBS, n=20); 2) DNase I group(DNase I,
n=20); 3) silica + PBS group (SiO,+PBS, n=20); 4) silica + DNase I group (SiO,+ DNase I, n=20). After anesthesia, mice were instilled
with a single intratracheal dose of SiO, at 0.2 g/kg. The same dose of PBS was served as vehicle control. After SiO, treatment, mice was
treated with DNase I (5 mg/kg, once per day). Lung tissue samples and bronchoalveolar lavage fluid (BALF )were collected at 28 day
after SiO, treatment. Part of the left lung were collected for hemotoxylin and eosin (HE) staining, Mason staining. The IL-13, IL-6 and
TGF-B1 in BALF were measured by ELISA. The free DNA (cf-DNA/NETs) level in BALF was detected by PicoGreen fluorescent dye.
The expression of Cit-H3 in lung tissue were measured by Western blot. Result (s): Compared with the PBS group, after 28 days of SiO,
intervention, the lung tissue of silica group showed severe inflammation injury and fibrosis, a large number of silica nodules were formed,
and the levels of NETs, IL-1B, IL-6 and TGF-B1 in the lung tissue were significantly increased. After intervention with DNase I, the
levels of NETs in lung tissue were significantly decreased, and silica-induced lung inflammation injury and fibrosis were significantly
reduced. Conclusion(s): The increase of NETs may mediate the lung inflammation and fibrosis in silica-induced silicosis.
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Fig.1 Comparison of the level of NETs between mice in different groups
Note: PBS: PBS group; DNase I: DNase I group; SiO,+PBS: SiO,+PBS group; SiO,+ DNase I: SiO,+ DNase I group;

Data are expressed as x+ SD, n=5. *P< 0.01, compared withPBS group; *P<0.05, compared with SiO+PBS group.
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Fig.2 Comparison of the pathological changes of lung tissue between mice in different groups(200% )

Note: A: PBS group; B: DNase I group; C: SiO,+PBS group; D: SiO,+ DNase I group; Data are expressed as x+ SD, n=5. “P< 0.01,

compared withPBS group; *P< 0.05, compared with SiO,+PBS group.
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Fig.3 Comparison of the inflammatory factors in the BALF of mice in different groups
Note: PBS: PBS group;DNase I: DNase I group; SiO+PBS: SiO+PBS group; SiO;+ DNase I: SiO,+ DNase I group; Data are expressed as x+ SD, n=5.
“P< 0.01, compared with PBS group; *P< 0.05, compared with SiO,+PBS group.
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Fig.4 Comparison of the fiber deposition in the lung tissue of mice in different groups(200x )

Note: A: PBS group; B: DNase I group; C: SiO,+PBS group; D: SiO,+ DNase I group;Data are expressed as x+ SD, n=5.
“P< 0.01, compared withPBS group; *P< 0.05, compared with SiO,+PBS group.
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Fig.5 Comparison of Hydroxyproline Content in Lung Tissue and TGF-g1 Level in BALF of mice in different Groups
Note: PBS: PBS group; DNase I: DNase I group; SiO,+PBS: SiO,+PBS group; SiO,+ DNase I: SiO,+ DNase I group;

Data are expressed as x+ SD, n=5.P< 0.01, compared withPBS group; *P< 0.05, compared with SiO,+PBS group.
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