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Effect of lactic acid accumulation on proliferation,differentiation and apoptosis of hepatic stellate cells”
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[ Abstract] Objective To investigate the effects of lactic acid accumulation on the proliferation, differen-
tiation and apoptosis of hepatic stellate cells (HSCs). Methods The HSCs was cultured in vitro. Lactic acid
with the final concentration of 0 mmol/L. (control group),0. 5 mmol/L,1. 0 mmol/L,and 2. 0 mmol/L were
cultured with HSCs for 72 h. The specimens were collected for the following tests,the effect of lactic acid on
HSCs proliferation was determined by MTT assay; Flow cytometry was used to detect the effect of lactic acid
on apoptosis rate and cell cycle in HSCs; Real-time PCR was used to detect the expression of a-SMA mRNA
and Fasl mRNA; The activity of caspase-3 was detected by immunofluorescence assay. Results MTT assay
showed that low concentration of lactic acid (0.5,1.0,2. 0 mmol/L) significantly promoted the proliferation of
HSCs (P<C0. 05). Then, with the increase of the concentration of lactic acid, the toxicity of lactic acid on HSCs
increased,and it had obvious inhibitory effect on HSCs (P<C0. 05). The results of flow cytometry showed
that,compared with the control group,the apoptosis of HSCs was decreased when the lactic acid concentration
was 0.5 mmol/L,1. 0 mmol/L and 2. 0 mmol/L respectively (P<C0. 05) ;the cell cycle was regulated by low
concentration of lactic acid,the cells in G,/G; phase were decreased (P<C0. 05) ,and the cells in S phase were
increased (P<Z0. 05). The results of real-time PCR showed that low concentration of lactic acid (0. 5 mmol/L,
1.0 mmol/L,2. 0 mmol/L) could significantly stimulate the expression of the e-SMA mRNA (P<C0. 05),and
reduce the expression of Fasl. mRNA (P<C0.05) when compared with control group. Immunofluorescence as-

say showed that low concentration of lactic acid(0.5,1.0,2. 0 mmol/L) decreased the activity of caspase-3 when
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compared with control group. Conclusion

FTHRES 2019458 A% 18 55 16 M

Low concentration of lactate can promote the proliferation of HSCs

and the synthesis of extracellular matrix, inhibit the apoptosis of HSCs, differentiate HSCs into fibroblasts,

and increase the risk of liver fibrosis.
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15 min, {f A4 H 2l B AR AR 490 nm Ab i WO B
(AXff., HSCs BEHE MBI HR (%) = (1 — K L4 A
{8/ % IEZH A B X 100%

1.2.4 40 M A0 HSCs 4 1= F0 248 s 4 15
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B MR WL B 1 mL TR L &R L (1000
r/min.5 min) J5 5 FIEW L A 50 pLl T4 7Y 41 i 2
W VK 10 min, FE2A 1 000 r/min &> 5 min, 57 |
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