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WE: B¢ RABR=DHEW AT e (CUMS) AT 8K RAPARARAT A 69 BEAE A A L3t AKT/GSK3B/Nrf2/
HO-1:i@ 3489 if b, Fik KA CUMS ik = K SAPAREEA!, MM Astie 2L, A4, AHITA (0.0036gke').
BARA=AIKF T (2.5 gkg!) ABERIHHHETH (10g-kg"), HAI2R, LA FERRNGEAETLHE 1K, @
SRR U39 F I BRI & RALTENAPACAEAT 45 ELISA AN LR 5- 2 &k (5-HT). % ek (DA) A&k
*FHEIRE (NE). WE LA #%E (ACTH) KF; HEERE. REKFEEREHFLEINRE DAY % TR 5AB ek
#1; RT-qPCR #= Western blot #] i % AKT. GSK3B. Nrf2. HO-1 mRNA A& @ &k, &% Laflamik, #Am K
BB B K. BAKBITERY TR E TR (P<0.01), #HLLLRS5-HT. DA F&iF NERIL, ACTHHF (P<
0.05. P<0.01), #LAPEAHT FI. READKRRY, B AEARKEMRY; HHAL AKT. GSK3B. Nrf2. HO-1
) mRNA 5% & A X K-FHEETHE (P<0.01)., SR AL, B GHH ZAARAE TAKRRTEZEKEE. K
Tt R %)t 55 (P<0.05, P<0.01); #5204 5-HT. DA4 &R hiF NEKRFFE2EHZ (P<0.05,
P<0.01), & ACTH KPR F B4k (P<<0.05, P<0.01); #HLZTMGARKE;, #HDLY AKT. GSK3B.
Nrf2. HO-1 /£ mRNA 5 & & & & 69 & X K-PF AR LA (P<0.05, P<0.01). %# BRRA=HTHKXKECUMSHF
8 R FATAMEAT A, EHBI T 48 5 455 5 0 22 AKT/GSK3/Nrf2/HO-112 58 %% . B 4240 2 A515 F e~
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Antidepressant-like effects and mechanism of Suanzaoren Decoction on chronic
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Abstract: Objective To investigate the ameliorative effects of Suanzaoren Decoction (SZRD) on depressive-like behaviors induced
by chronic unpredictable mild stress (CUMS) in rats and its regulatory mechanism on the AKT/GSK3p/Nrf2/HO-1 signaling
pathway. Methods A rat depression model was established using the CUMS method, and the rats were randomly divided into the
control group, the model group, the fluoxetine group (0.003 6 g-kg"), the low-dose SZRD group (2.5 g-kg™), and the high-dose
SZRD group (10 g-kg™), with 12 rats in each group. The drug-administered groups received intragastric administration once daily

simultaneously with model establishment. Depressive-like behaviors were evaluated using the sucrose preference test, open field
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test, and body weight changes. The levels of hippocampal 5-hydroxytryptamine (5-HT) and dopamine (DA), as well as serum
norepinephrine (NE) and adrenocorticotropic hormone (ACTH) were measured by ELISA. Hippocampal neuron pathology and
ultrastructure were observed using HE staining, Nissl staining, and transmission electron microscopy. The mRNA and protein
expression levels of protein kinase b (AKT), glycogen synthase kinase-3 beta (GSK3p), nuclear factor erythroid 2-related factor 2
(Nrf2), and heme oxygenase-1 (HO-1) in the hippocampus were detected by RT-qPCR and Western blot. Results Compared with
the control group, the model group showed a significant decrease in body weight gain, sucrose preference rate, and open field
scores (all P<0.01),and the levels of hippocampal 5-HT and DA, and serum NE were significantly decreased, while serum ACTH
level was increased in the model group (P<0.05, P<0.01); Moreover, the model group exhibited disordered arrangement of
hippocampal neurons, reduced Nissl bodies, and ultrastructural damage; And the mRNA and protein expression levels of AKT,
GSK3p, Nrf2, and HO-1 in the hippocampus were significantly down-regulated (all P<0.01). Compared with the model group, the
high-dose SZRD group and the fluoxetine group showed significantly increased body weight gain, sucrose preference rate, and
open field scores (P<0.05, P<0.01); The hippocampal 5-HT and DA levels and serum NE level were significantly elevated (P<
0.05, P<0.01); Serum ACTH level was significantly decreased (P<0.05, P<0.01); Hippocampal neuronal damage was markedly
improved; And mRNA and protein expression levels of AKT, GSK3f, Nrf2, and HO-1 in the hippocampus were significantly up-
regulated (P<0.05, P<0.01). Conclusion Suanzaoren decoction can effectively improve CUMS-induced depression-like behaviors
in rats, and its mechanism may be closely related to upregulating the AKT/GSK3B/Nrf2/HO-1 signaling pathway in the
hippocampus and alleviating neuronal damage.

Keywords: Suanzaoren Decoction; depression; chronic unpredictable mild stress; protein kinase b/glycogen synthase kinase-3

beta/ nuclear factor erythroid 2-related factor 2/heme oxygenase-1 signaling pathway; hippocampal neurons
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x1 FWF5H
37| s (5'~3D LI (5'~3D PV fbp
AKT TAGCCATTGTGAAGGAGGGC CCTGAGGCCGTTCCTTGTAG 139
GSK3p CAATCGCACTGTGTAGCCGTCTC GGTGTGTCTCGCCCATTTGGTAG 201
Nrf2 TGACAATGGGTTTTTTCGGCCTACG GGAGAGGATGCTGTGTGAAGGAATC 172
HO-1 AGAGGCTAAGACCGCCTTCC AGCGGTGTGTGTGTGTGGATGAACT 118
GAPDH GAGTCAACGGATTTGGTCGT GACAAGCTTCCCGTTCTCAG 142
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