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ABSTRACT Objective: To observe the protective effect of doxepin of stress gastric mucosal damage (SGMD) in rats and to investi-
gate the possible mechanisms. Methods: A total of 50 SD healthy male rats were randomly and equally divided into five groups: Sham
group, SGMD group, Vehicle group, doxepin group, and doxepin+LY294002 group. Stress gastric mucosal damage model was induced
by water immersion and restraint stress in water temperature (20% 1)°C. The gastric mucosal injury index was recorded. The MDA con-
centration, SOD activity. Subsequently, the expression of Bcl-2, Bax and p-Aktl was examined by western blotting. Results: The SGMD
rat model was successfully established. The results showed that compared with SGMD group, doxepin remarkably reduced the gastric
mucosal injury index and the gastric mucosal MDA contents, enhanced the activities of SOD, increase the level of phosphorylation of
Aktl and Bcl-2 expression, and decrease the level of Bax expression(P<0.05), but LY294002 reduced the above effects of doxepin(P<0.05).
Conclusions: Low dose of doxepin has a protective effect on stress gastric mucosal damage in rats, which may be related to enhancing the
activity of PI3K/Akt signaling pathway, raising the expression of Bcl-2 protein and reducing the expression of Bax protein.
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Fig.1 Gastric mucosal injury index in each group
Note: *Compared with SGMD group, P<0.05; “Compared with SGMD
group, P>0.05; * Compared with Doxepin group, P<0.05.
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Fig.2 Changes of MDA content and SOD activity in gastric mucosa

Note:*Compared with SGMD group, P<0.05; “Compared with SGMD group, P>0.05; * Compared with Doxepin group, P<0.05.
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Fig.3 Bcl-2 and Bax protein expression in gastric mucosa tissues of each group

Note: A: Sham group; B: SGMD group; C: Vehicle group; D: Doxepin group; E: Doxepin+LY group *Compared with SGMD group, P<0.05; “Compared

with SGMD group, P>0.05; * with Doxepin group For comparison, P<0.05.
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Fig.4 The expression of p-Akt and TNF-« protein in gastric mucosal tissues of each group

Note: A: Sham group;

B: SGMD group; C: Vehicle group; D: Doxepin group; E: Doxepin+LY group *Compared with SGMD group, P<0.05; “Compared

with SGMD group, P>0.05; * with Doxepin group For comparison, P<0.05.
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