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Abstract: Objective To study the anti— pulmonary fibrosis effect of the petroleum ether extract of Lonicerae
japonicae (PL)) and predict its potential pharmacodynamic components. Methods An in vitro EMT cell model was
established in A549 cells incubated with 5 ng+mL™" of TGF-B1, blank control group, model group and petroleum
ether part of Lonicera japonica groups were set up. RT-PCR was applied to detect mRNA expression level of EMT
related genes (Col I, Vimentin, E-cadherin and a—SMA) in A549 after drug intervention; ELISA was used to
detect the content of HYP. 36 C57BL/6 male mice were randomly divided into sham operation group, bleomycin
model group, pirfenidone group and petroleum ether part of Lonicera japonica groups at different doses, 5 mg-mL™
of bleomycin was intratracheally injected to establish the pulmonary fibrosis mice model. 7 days later, pirfenidone

and petroleum ether part of Lonicera japonica were daily orally administered, and all mice were sacrificed on the
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28th day. The pathology of lung tissues was observed by HE and Masson staining, ELISA was used to detect HYP in
lung tissues, and the expression of EMT related genes was detected by RT-PCR. The components of petroleum ether
extract of Lonicerae japonica were qualitatively analyzed by the UPLC-Q-extractive/MS. Results Compared with the
model group, petroleum ether part of Lonicera japonica can effectively inhibit the expression of Col 1, a=SMA and
Vimentin(P <0.05, P<0.01) mRNA in TGF-B1-induced A549, promote the expression of E—cadherin mRNA (P <
0.01, P<0.05), reduce the content of HYP (P <0.05, P<0.01). In addition, petroleum ether part of Lonicera
Japonica can improve the degree of pulmonary inflammation and fibrosis in mice, decrease the expressions of Col
I, a—SMA and Vimentin(P <0.05, P<0.01) mRNA, increase the expression of E—cadherin mRNA (P <0.05,
P<0.01), and decrease the content of HYP(P <0.05, P<0.01). LC-MS results showed that a total of 14 chemical
constituents were identified from the PLJ, among which phenols and flavonoids were the main constituents.
Conclusion PLJ has anti-pulmonary fibrosis effect via inhibiting the process of EMT, phenols and flavonoids are
potential medicinal components.
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(NM_004360.3)
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Vimentin Forward: TGACATTGAGATTGCCACCTACAG
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Table 2 UPLC-Q-Extractive/MS analysis results of PLJ

iy PO ek 0 BRI e sprs R

1 0.65  D-MLmEHZ CHRO,  179.0552 179.0550 0.195 [34,35] 161.044 4.,119.033 5,101.022 9.89.022 8.71.012 2,59.012 2

2 195 FHER CHO,  167.0339 167.0338 0.025 [35,36] 123.043 7,152.009 5,120.897 5

3 298 MR CiHi0, 353.086 7 353.0875 0.841 [36,38,41,42] 191.055 3.179.034 0.135.043 8.173.044 5.127.039 1,111.043 6
4 3.82 mmkER CHO,  179.034 1 179.033 8 0.215 [36] 161.044 6,135.043 8.93.033 0,178.021 3

5 387  LRER CiHi0, 354087 1 3530871 1.998 [38,41,42] 191.055 2,179.033 9., 173.044 6.135.043 6.161.023 3
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13 734 WIMERRHER CoHi0s  193.049 8 193.049 5 3.896 [34,36,38] 108.020 2.,109.023 3,93.033 0

14 784 RBE%EZ CHi0; 315.0512 3150499 0.584 [35,36,40] 151.002 3,300.027 8
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a—SMA £ Vimentin mRNA Fi58H & 7+ (P<0.01), 20 Col 1. a—SMA Fi Vimentin mRNA %3k B i T+
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E—cadherin mRNA F357HE (P<0.05, P<0.01). 0.05, P<0.01), Col I . a—SMA HI Vimentin mRNA
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Figure 2 Effect of PLJ on the expression of E-cadherin, Vimentin, a—=SMA, Col I mRNA in A549 cells(x =5, n=3)
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Figure 3 Effect of PLJ on the expression of E-cadherin, Vimentin, a—SMA, Col I mRNA in lung tissues(x s, n=6)
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Figure 5 Effect of PLJ on bleomycin—induced HYP content in

lung tissues(x s, n=6)
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Figure 6 The pathomorphological changes of lung tissues (HE, Xx200)
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Figure 7 The pathomorphological changes of lung tissues (Masson staining, %200)
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