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Abstract ; This study aims to explore the antidepressant mechanism of icariin. Mice (SPF,KM) were randomly divided into
five groups,including the control group, model group, fluoxetine hydrochloride group, high-dose icariin group, and low-dose
icariin group. Mice were subjected to different stressors for 56 days except control group mice. Meanwhile, groups of mice were
intragastrically administered fluoxetine hydrochloride (10 mg/kg) ,high-dose icariin (50 mg/kg) ,low-dose icariin (25 mg/

kg) or a vehicle once per day for 56 consecutive days. On the 53 th-56 th day after administration, behavioral tests were per-
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formed. At the end of the treatment,blood was collected using cardiac puncture under anesthesia. ELISA was used to detect
interleukin-6 (IL-6) ,1L-10,5-hydroxytryptamine (5-HT) ,dopamine (DA) ,and norepinephrine (NE) level. The expression
of IL-6,1L-10, inducible nitric oxide synthase(iNOS) and cluster of differentiation 206 ( CD206) mRNA in brain tissue were
detected using quantitative real-time PCR ( RT-PCR). Western blot was used to detect the expression of iNOS and CD206
protein in brain tissue. BV-2 cells were cultured in vitro,and CCK-8 method was used to detect the cytotoxicity of icariin. Af-
ter the exposure of BV-2 cells to lipopolysaccharide (LPS) (100 wg/mL) and icariin (15,25 pg/mL) for 24 h. The expres-
sion of iINOS and CD206 mRNA in brain tissue were detected using immunofluorescence. We found that the model of depres-
sion caused by chronic unpredictable mild stress was successful. Icariin reduced the level of IL-6 and the expression of 1L-6,
iNOS mRNA in the brain tissue of depression mice,increased the level of IL-10,5-HT,DA NE and the expression of 1L-10,
CD206 mRNA ,inhibited the brain iNOS protein and increase the expression of CD206 protein,and improved depression-like
behavior in model mice. The results of in vitro studies show that icariin could reduce the expression of iNOS and protein in
BV-2 cells stimulated by LPS,and increased the expression of CD206 and protein. The results show that icariin inhibits the

M1 phenotype transformation of microglia and promotes the M2 phenotype transformation, thereby improving the depression-
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like behavior of model mice.

Key words :icariin ; depression ; microglia phenotypic transformation ; cellular inflammation model
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SR T B AR DA K B R R, BT
HBAE S LE W) 2 LT RN AR 2 R 58, K pL
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CY5993, Abways Technology) ; /3 k7% 206 ( cluster of
differentiation 206, CD206 ) HT /A& (L5 YT5640, Im-
munoway ) ; 4L Goat Anti-Rabbit IgG ( H + L) HRP
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2l (low-dose icariin,ICA-L,25 mg/kg) . [as H4Hsb, H
/IR TS, TIEAREER 1 d, A B W], 25 24541
TENARRL R 25, B K 1 4K, 32k 56 d I IAFL 0. 1
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Table 1  Primer sequences
S 5147A1(5'3) P
Gene Primer sequence(5 '-3") Product
length (bp)
1L-6 F:TCTATACCACTTCACAAGTCGGA 23
R:GAATTGCCATTGCACAACTCTTT 23
1L-10 F:GCTCTTACTGACTGGCATGAG 21
R:CGCAGCTCTAGGAGCATGTG 20
iNOS F:GGAGTGACGGCAAACATGACT 21
R:TCGATGCACAACTGGGTGAAC 21
CD206 F:CTCTGTTCAGCTATTGGACGC 21
R:CGGAATTTCTGGGATTCAGCTTC 23
GAPDH F:AGGTCGGTGTGAACGGATTTG 21
R:TGTAGACCATGTAGTTGAGGTCA 23
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Fig. 1  Effect of icariin on depression-like behaviors of depression model mice(; +s,n=6)
S Ag I, P<0.05,% P<0.01; 518140 [ 4F, * P <0.05,* * P <0.01, F[F, Note:Compared with Con,” P <0.05,* P <0.01.
Compared with Mod, * P <0.05, " * P <0.01 ,the same below.
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Fig. 2 Effect of icariin on brain monoamine neurotransmitters of depression model mice(x +s,n=6)
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Fig. 3 Effect of icariin on brain IL-6 and IL-10 levels and expression of 1L-6
and TL-10 mRNA of depression model mice(; +5,n=6)
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Fig. 4  Effect of icariin on microglia phenotypic transformation of depression model mice(x +s,n=3)
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KA, AT RESR R FAE BRI E AL 2 —, 52
HAHE — 3, (HE AT A /N B Al
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