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GW5074 inhibits alveolar epithelial cell mesenchymal transition caused by high - dose
small-volume radiation

Li Sanke', Hong Zhenyu', Miao Zhanhui', Huo Xiaoqing®, Wang Yingtuo®, Lu Ping"

'Department of Oncology , ’Department of Radiotherapy ,the First Affiliated Hospital of Xinxiang Medical University,
Xinxiang 453100, China

[Abstract] Objective: To assess the effect of GW5074 on the alveolar epithelial cell mesenchymal transition caused by high-dose
small -volume radiation. Methods: In cell experiments, the morphological changes of cells before and after GW5074 treatment were
observed. The expressions of C-Raf, p-C-Raf, Twistl, a-SMA and E-cadherin were detected by Western blot. After high-dose small-
volume irradiation on mouse, the epithelial to mesenchymal transition of the injured tissues was observed by means of HE staining and
immunofluorescence staining. Results: GW5074 alleviated effectively the morphological changes caused by high-dose irradiation. High
-dose irradiation may activate C-Raf protein with the strongest effect at 48 hours after the irradiation. Pre-treatment by GW5074 and sh-
Twistl before irradiation can reduce the expressions of both Twistl and a-SMA while increasing the expression of E-cadherin. The
expression of p-C-Raf in the sh-Twist] group was not significantly different from that in the irradiated group. Conclusion: By inhibiting
the C-Raf/Twistl signal path, GW5074 may effectively attenuate the alveolar epithelial cell mesenchymal transition caused by high-
dose small-volume irradiation.
[Key words] GW5074;C-Raf/Twist] ;high dose small volume ; mouse alveolar epithelial cell ; epithelial-to-mesenchymal transition
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Figure 1 Morphological changes of MLE-12 cell after high-dose radiation exposure (x200)
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Figure 2 Changes of p-C-Raf and C-Raf levels at different time points after high-dose radiation exposure
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Figure 3 Effect of GW5074 on C-Raf phosphorylation
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Figure 5 Expressions of p-C-Raf, Twistl,«-SMA , E-cadherin in MLE-12 cells treated by GW5074 and sh-Twist1l were ana-

lyzed by Western blot

A 25 [0 HRZE IR 5H4H CW5074+HR5541 B

|

Ji T AEAAR XS T AR (mm?®)

WiZL K, P < 0.05(n=5)
El6 HDSV S (75 Gy X-ray) {ERE/NRATHR M A ERFI AL BE LA (HE, x12.5)
Figure 6 Gross and histopathological changes of mouse lung tissue irradiated by HDSV radiation (HE, x12.5)
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Figure 7 Immunofluorescence staining for expressions of epithelial and mesenchymal cell markers irradiated by HDSV ra-
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