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(Abstract] Objective To investigate the effect of Xixin Decoction on JAK2/STAT3 pathway and insulin degrading enzyme
(IDE) protein expression in mice with type 2 diabetes mellitus (I2D) combined with Alzheimer’s disease (AD), and to elucidate the
molecular mechanism of its reduction of AD-related symptoms. Methods T2D-AD mouse model was established by intraperitoneal
injection of streptozotocin (STZ) to APP/PS1 mice, and then aricept and Xixin Decoction were given by intragastric administration.
They were divided into four groups: control group, T2D—AD group, aricept group and Xixin Decoction group. The spatial memory
ability of mice was investigated by navigation experiment and space exploration experiment. The expression level of IDE mRNA
was detected by qRT-PCR. The inflammatory factor levels (TNF-a, 116 and 11.-8) were detected in the brain tissues of each group
by ELISA. Western blot was used to detect the protein expression levels of JAK2, STAT3, IDE and AB in the brain tissues of mice
in each group. Results Compared with the control group, the escape latency of mice in T2D-AD group was significantly increased
(P<005), and the retention time of target platform quadrant and the times of crossing platform were significantly decreased (P<0.05);
compared with T2D-AD group, the escape latency of mice in aricept group and Xixin Decoction group was significantly shortened
(P<005), and the retention time of mice in target platform quadrant and times of crossing platform were significantly increased (P<0.05).
Compared with control group, the inflammatory factor levels (TNF—a, IL-6 and IL-8) were significantly increased in brain tissues of
T2D-AD group (P<005); compared with T2D-AD group, the inflammatory factor levels (INF-o, 1L-6 and IL-8) were significantly
decreased in aricept group and Xixin Decoction group (P<0.05). Compared with the control group, the levels of phosphorylated JAK2
and STAT3 in brain tissues of mice in T2D-AD group were significantly increased (P<0.05); the levels of phosphorylated JAK2 and
STAT3 in the brain tissues of mice in Xixin Decoction group were significantly lower than those in T2D-AD group (P<0.05).
Compared with control group, IDE mRNA and protein levels in T2D-AD group were significantly decreased (P<0.05), and A
protein level was significantly increased (P<0.05); compared with T2D-AD group, the mRNA and protein levels of IDE in Xixin
Decoction group were significantly increased (P<0.05), and the protein level of AR was significantly decreased (P<0.05). Conclusion
Xixin Decoction can inhibit the activation of JAK2/STAT3 pathway in T2D-AD mouse model, alleviate the inflammatory response in
mouse brain, promote the expression of IDE protein and the degradation of Af protein.

(Keywords) Xixin Decoction; Alzheimer’s disease; type 2 diabetes mellitus; insulin degrading enzyme; JAK2/STAT3
pathway; amyloid— peptides
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