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Abstract: Objective  To compare the differences of the syndrome of the two strains of Balb/c and 129/SImice in
different depression models, and the effect of Yueju pill on the phenotype of depression and the related molecular
pathways of the two—strain mice after suffered chronic unpredictable and mild stress (CUMS). Methods social defeat
stress (SD) and CUMS were used to induce depression on Balb/c and 129/S1 inbred mice. Through sucrose preference
test, forced swimming test, novelty suppressed feeding test to assess depressive/anxiety—like behavior in mice, and
forelimb grasp strength, claw color and exhausted swim of mice were tested to evaluate the qi deficiency syndrome.
Model mice of CUMS were divided into model group, Yueju pill group and fluoxetine group. After one week of
administration, a series of behavioral tests were conducted to evaluate the improvement effect of Yueju pill on depression
and qi deficiency syndrome. Western Blot was used to detect the protein expression of the PKA-CREB signaling
pathway in the muscle and hippocampus tissue of mice. Results male Balb/c and 129/S1 mice showed significantly
reduced sucrose preference, significantly prolonged forced swimming time or significantly shortened social interaction
time and other depressive behaviors under the two models, while Balb/c mice showed qi deficiency syndrome in grasping
strength degree of claw color phenotype, while 129/S1 mice showed no similar syndrome. Behavioral results further
showed that Yueju pill could reverse the depression phenotype of mice of both strains after CUMS, but could not reverse
the gi—deficiency phenotype of Balb/c mice .At the protein level, we observed that compared with the depressed mice,
the expression of PKA and CREB phosphorylated protein in hippocampus and muscle in the two strains of Yueju pill
group was significantly up-regulated. Conclusion In the SD and CUMS depression modols, both Balb/c and 129/S1
mice showed depression—like behaviors, and only Balb/c mice showed qi deficiency syndrome. Yueju pill can reverse the
depression-like behavior of the two strains of mice after CUMS, it cannot effectively reverse the syndrome of qi
deficiency in Balb/c mice, and the antidepressant effect of Yueju pill is related to the activation of the PKA-CREB
signaling pathway.

Keywords: Depression, Syndrome differences, Yueju pill, Social defeat stress, Chronic unpredictable stress, The PKA-
CREB signaling pathway
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