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FHEE: T 908 AR 208 1 A AT I 1k SR A9 (chronic unpredicted mild stress, CUMS) 7 5 (1) K R AT KR
AT R B K FLAE P ML 0025 35 . SD K BRBE ML 4 IE 5 % IR 41 . CUMS BRI 41 . CUM S+ PG 7T (10 mg-kg™)
4. CUMS+EHE (50, 100 F1 200 mg-kg ) 4. KM CUMS JEE S K RIMACERA, iR ESMEEAZ 21
Ko KW 3HE . FEKARIZSL50  SRIE VIR S I MR K BRI FARREAT 9 35 4k ELISA YA K B 5 4L
YIS ALEE (superoxide dismutase, SOD). % fL A (catalase, CAT) 1% & i% 4 (reactive oxygen species,
ROS). HIFIEE E; (PGE,y) HIE i o RT-PCR ikl i & 4 iE K ¥ 1L-18+ TNF-a #1 1L-10 ) mRNA 7KF; Western
blot YL T 9 5E K7 IL-18+ TNF-a F1 1L-10 & &L /T A% RER, SIEFERAMLL, HAH KR
KA B A ELE B0 70 KB K A 52 B2 220 IR 2 R BE (P <0.01), sRaaiis ik Ashi Bl B E K (P<0.01), 4T
B 2R 5 0T LR 0 R KA 0Z FE 0 B AL SR KN B R e K AR A R EOR, BAE KRS
ROS 1l PGE, & & 2 #F5 (P<0.01), SOD Fl CAT i B Z K (P<0.01), IL-18. TNF-a fil IL-10 mRNA
MEAKFHET R (P<0.05 8 P<0.01), &R FEMFIITIIEEA FAEHKE CUMSIBES M LR, Sk
F R B2 CUMS 51 &K RANASEEAT S, FLAE ANLEI T fe -5 AR D S0k SRR P R0 90E IR NAE %
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Anti-depressant effects of puerarin on depression induced by
chronic unpredicted mild stressin rats
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Abstract: The study is aimed to investigate the anti-depressant effect of puerarin in rat model of depression
induced by chronic unpredictable mild stress (CUMS) and to explore the relevant mechanism.  We established the
depression rat model using CUMS. Rats were randomly divided into control, CUMS model, CUMS +fluoxetine
(10 mg-kg™*) and CUMS+puerarin (50, 100, 200 mg-kg %) groups. Drugs or vehicle were administrated after
stress induction for 21 days. Open-field test (OFT), sucrose preference tests (SPT) and forced swim test (FST)
were used to evaluate the anti-depressant effects of puerarin.  The reactive oxygen species (ROS), prostaglandin
E, (PGE,) level, superoxide dismutase (SOD) and catalase (CAT) activities in hippocampus were determined
by ELISA. Expression of IL-18, TNF-a, and IL-10 was measured by qRT-PCR and Western blot analysis.
Behavioral test suggests that crossing score, rearing score in OFT and sucrose preference index in SPT of model
group were significantly lower than the control group (P<0.01), while immobility time in FST was significantly
increased (P<0.01). Compared with those in control group, the ROS and PGE; level increased significantly
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(P<0.01), SOD and CAT activities were decreased significantly (P<0.01), the mRNA and protein level of IL-15,
TNF-a, and IL-10 were increased significantly (P<0.05 or P<0.01) in rats of CUMS. Puerarin and fluoxetine
ameliorated those changes induced by CUMS.  Puerarin improved the depression-like behaviors of rats induced
by CUMS, and the mechanism may involve in the antioxidant and anti-inflammatory effects.
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Table1l Sequences of PCR primers

Gene Sequences of PCR primer

IL-18 Sense 5-TGTGATGTTCCCATTAGAC-3
Antisense  5-AATACCACTTGTTGGCTTA-3'

TNF-a Sense 5'-GTAGCAAACCACCAAGCG-3'
Antisense  5'-GGTATGAAATGGCAAATCG-3
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Puerarin/mg-keg”'

Figurel Effect of puerarin on open-field test in chronic unpredicted mild stress (CUMS) rats, number of crossings (A) and ambulation
(B). Mean=SEM, n=12. *P<0.01 vs control group; 'P<0.05, "P<0.01 vs model group. Con: Control; Flu: Fluoxeting; Mod:

Model
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Figure2 Effect of puerarin on sucrose preference test in CUMS
rats. Mean+SEM, n=12. P <0.01 vs control group; ‘P <
0.05, "P<0.01 vs model group
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Figure 3 Effect of puerarin on forced swimming test in CUMS
rats. Mean+SEM, n=12. ™P<0.01 vs control group; P <
0.05, "P<0.01 vs mode! group
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Figure 4 Effect of puerarin on enzymatic activity of CAT (A), SOD (B) and content of ROS (C), PGE; (D) in the hippocampus in
CUMS rats. Mean+SEM, n=6. “P<0.01 vs control group; "P<0.05, "P<0.01 vs model group. CAT: Catalase; SOD: Superoxide

dismutase; ROS: Reactive oxygen species;, PGE;: Prostaglandin E;
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Figure5 Effect of puerarin on mRNA levels of IL-15 (A), TNF-a (B) and IL-10 (C) in the hippocampus in CUMSrats. Mean+SEM,
n=6. "P<0.05, #P<0.01 vs control group; "P<0.05, "P<0.01 vs model group
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Figure 6 Effect of puerarin on protein expression (A) of IL-18 (B), TNF-a (C) and IL-10 (D) in the hippocampus in CUMS rats.

Mean+SEM, n=6.

#P<0.05, P <0.01 vs control group; "P<0.05, "P<0.01 vs model group
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