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Usnic acid attenuates hypoxia/reoxygenation induced myocardial cell injury by regulating the sphK1/S1P signal-
ing pathway HU Danyang, WANG Yan.Department of Critical Medicine , Ningbo Medical Center Li Huili Hospital , Ning-
bo 315000, China.

[Abstract] Objective To investigate the impacts of usnic acid (UA) on myocardial cell injury induced by hypoxia/
reoxygenation (H/R) and its mechanism.Methods The H/R model of H9¢2 cells was constructed, H9¢2 cells were pre-
treated with 0.5~64 pmol/L UA, and the concentration of UA was screened by MTT method.H9¢2 cells were randomly di-
vided into control group,model group,low dose of UA group (1 wmol/L), medium dose of UA group (4 pmol/L) , high
dose of UA group (16 pwmol/L),and high dose of UA+Benzyl butyl phosphate (BBP) group (16 wmol/L UA+100 nmol/
L. BBP).The proliferation activity , apoptosis , the level of interleukin (IL)-18,IL.-6, malondialdehyde (MDA ), superoxide
dismutase (SOD) , adenine nucleoside triphosphate (ATP) , sphingosine kinase 1 (SphK1) , sphingosine 1—phosphate re-
ceptor 1 (SIPR1),and extracellular regulated protein kinase 1/2 (ERK1/2) proteins were detected in each group.Re-
sults UA at concentrations above 1 pwmol/L can significantly increase the proliferative activity of H/R induced H9¢2
cells (P<0.05).Compared with the control group, the cell proliferation ability and the content of ATP and SOD in the
model group were decreased, the cells apoptosis rate and the expressions of IL-13, IL-6, MDA, SphK1, S1PR1, and
ERK1/2 were increased (P<<0.05).Compared with the model group,the cell proliferations ability and the content of ATP
and SOD in the low, medium, and high dose UA groups were increased , the cells apoptosis rate and the expression of IL-
18, 1L-6, MDA, SphK1, S1PR1, and ERK1/2 were decreased, the intervention effect was concentration dependent (P<
0.05).BBP completely silenced the therapeutic effect of UA on H/R induced myocardial cells. Conclusion UA attenu-

. o ates the injury of H/R H9¢2 cells, which is related
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to inhibition of the SphK1/S1P signaling pathway.
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PP B Ty h 28 = KA A 7 A7 s PVDF
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ah259902) . 411 Jd 41 8 15 & ¥ 1/2 (ERK1/2,
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JEHRNT 96 fLAk P TETC TR M T R % 24 h )R L #%
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% 5%C0,.21%0, 7155 F 1597 6 h, 45 H/R H92 4
A RIS i 0.0.5.1.4.16.64 wmol/L UA 43l
TUALPE HOC2 MM 24 b, PHUEAT BRI AL B, 45 I
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122 SrZAAREE O H9e2 4Hi AN H/R AR HOC2 4

53  Fh T 24 FLAR 85 SR 24 h, H9e2 4 AR A XF
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7.96.9.55,P¥<0.05),
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1.57)nmol-mg™"-L."" .(17.91+1.64)nmol-mg™"-1."" .(21.44+
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JB, TT LAY Bast v R B2 1 39 1 AL A AR B 400 i B 32 405
F ARG LB, UA B REAEFFAIC H/R HO9e2 4
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PH, H/R H9c2 40 s SphK1 . SIPR1 2 3534 i, 3t W
SphK1/S1P {55 34 1% , UA T Wi i % F ¥4 H/R H9c2
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