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Impact of evodiamine on the proliferation, migration and invasion of trophoblastic cells induced by high
glucose and its mechanism

WANG Lijuan', LIU Yuantao’, TIAN Pengfei’ (1. Dept. of Endocrinology, Zibo First Hospital, Shandong Zibo
255200, China; 2. Dept. of Endocrinology, Qingdao Branch, Shandong Qilu Hospital, Shandong Qingdao
266011, China;3. Dept. of Geriatrics, Zibo First Hospital, Shandong Zibo 255200, China)

ABSTRACT OBJECTIVE To investigate the impact of evodiamine on the proliferation, migration and invasion abilities of
trophoblastic cells induced by high glucose and its potential mechanism based on advanced glycation end products (AGE )/receptor
for advanced glycation end products (RAGE) signaling pathway. METHODS Human trophoblastic cells HTR-8/SVneo were
divided into control group, high glucose group, evodiamine low-dose group (2 wmol/L), evodiamine high-dose group (4 wmol/L),
pc-NC group (transfected with pc-NC plasmid+4 umol/L evodiamine), and pc-RAGE group (transfected with pc-RAGE plasmid+
4 pmol/L evodiamine). Cells in all groups except for the control group were cultured in a high sugar (25 mmol/L glucose)
environment, and cells in all groups except for the control group and the model group were transfected with the corresponding
plasmids and/or received the corresponding drug interventions. The survival rate, apoptotic rate, scratch healing rate, and invasion
number, as well as the protein and mRNA expressions of AGE, RAGE, nuclear factor- kB p65 (NF- kB p65) , matrix
metalloproteinase-2 (MMP-2) , and MMP-9 were examined in each group. RESULTS Compared with the control group, the cell
survival rate, scratch healing rate, invasions number, and the mRNA and protein expressions of MMP-2 and MMP-9 in the high
glucose group significantly decreased (P<<0.05), while the apoptotic rate, the mRNA and protein expressions of AGE and RAGE,
the mRNA expression of NF-kB p65, and the phosphorylation level of NF-kB p65 protein significantly increased (P<<0.05) ;
compared with the high glucose group, the above indexes of cells in evodiamine low-dose and high-dose groups were significantly
improved, and the effect of the high-dose group was significantly better than that of the low-dose group (P<C0.05); overexpression

of RAGE attenuated the ameliorative effect of evodiamine on
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cells and ameliorate their functional impairment, and the above effects are associated with the inhibition of the AGE/RAGE

signaling pathway.

KEYWORDS evodiamine; high glucose; trophoblast cells; proliferation; migration;invasion; AGE/RAGE signaling pathway
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D. S R e 4 . peNCAL F. pe-RAGE 4]
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R 31294226 10.07£593 || REAWREEA 2578193 10017451
e 1153143 6233346 || pe-NCA 064207 98334445
SEFHIEEL 16294158 8583£3.9°| | pe-RAGE4 18351845 8967407
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35 REUEWEMNESEFSMNLFEMEBEXEARIE
B0

Xt RRd] e, 40 40 i AGE \RAGE H H i
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popicei 045£005 0512006 038003 0842008 089£009
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po-RAGE# 052£006  073£007 067007 0551005  064+005%
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Bl 20 L, P<<0.05;d: 5 RSBk R e 4 LR A, P<<0.055e: 5
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