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HFT & (caspase—1 ., pro—caspase—1), IL~1 B K H AT (pro-11~18 ) MEHFKL, R O Sxax@E4
A EE, 50, 100, 200 me/L () MTDs il 3 41 40 i _F 3% W h TNF- o\ TL-18 | 11L-18 & & 3 i 3% T+ i ( TNF-«
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14753.29+950.31 [t 19222.50+1234.13, 9981.06+673.63 I 12759.26+574.69, ¥ P<0.05), pro—caspase—1
Ko pro-TL-18 15 T A28 1k (A {H : 17856.08 £ 1076.20 Ft 17059.01 +966.37, 23020.19 +3463.57 Lt
20642.36+1714.36,3) P>0.05), Z5i& MCCI50 BEALIH /> MTDs 1753 1 Mili g6 5 05 40 i 4% 4 PR 7436, T R
T R AR R AR

[EEIF] 2RI LEEIE ;. BB TFHRI ;. MCCOS0;  RIERN ;  RPEM

ESTIE: HFH KR4 (81460292, 81260288, 81460015) ; VI.74H 45 # & JT Bl 2% £ A #BF 5% W H
(GJJ150240) 5 B B R2EWTFEAEBIBN T U5 &30 W0 H (ex2015192)

MCC950 alleviate the inflammatory effect of mitochondrial damage associated molecular patterns in alveolar
macrophages Peng Feifei, Zeng Zhenguo, Shao Qiang, Zhao Ning, Jiang Rong, QianKejian, Liu Fen
Department of Critical Care Medicine, the First Affiliated Hospital of Nanchang University, Nanchang 330006, Jiangxi,
China
Corresponding author: Liu Fen, Email: liufenicu@163.com

[Abstract] Objective To observe the effect of a chemosynthetic small molecule substance MCC950 on the
inflammatory mediators in alveolar macrophages (AM) induced by mitochondrial damage associated molecular patterns
(mitochondrial DAMPs, MTDs), and analyze its potential molecular mechanism. Methods Differential centrifugation
was used to extract MTDs derived from liver of SD rat. The rat AM NR8383 cell was cultured in vitro, which was divided
into five groups: blank control group, LPS positive control group (stimulated with 1 mg/L. LPS for 12 hours), MTDs
group (stimulated with 50, 100, 200 mg/L. MTDs for 12 hours), MCC950 group (stimulated with 0.1 umol/L. MCC950 for
30 minutes), and MCC950+MTDs group (stimulated with 0.001, 0.01, 0.1, 1.0 umol/L. MCC950 for 30 minutes before
stimulated with 100 mg/L. MTDs for 12 hours). The supernatants and cells of each group were collected, and the enzyme—
linked immunosorbent assay (ELISA) was used to assay the contents of tumor necrosis factor— a (TNF- o), interleukins
(IL-1B and IL-18), the Western Blot was used to assay the expression of caspase—1, pro—caspase-1, IL-1 and
pro—IL-1B in the cell. Results (D Compared with the blank control group, the contents of TNF-a, IL-18,
IL-18 insupernatants in the 50, 100 and 200 mg/L. MTDs group were significantly higher [TNF- o (ng/L): 459.17 £66.71,
968.274+124.29, 1128.6£172.02 vs. 34.67+11.66, IL-1B (ng/L): 341.57 £38.09, 685.00+75.36, 784.97 +89.28
vs. 26.33+£8.04, IL-18 (ng/L): 175.87437.43, 364.23 £39.24, 370.60+44.55 vs. 73.77£12.10, all P < 0.05],

in a dose—dependent manner; with the similar inflammatory effect in lipopolysaccharide (LPS) positive control group.
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@ Compared with the MTDs group, the contents of 1IL-1 8, IL-18 in the 0.01, 0.1 and 1.0 umol/L. MCC950+MTDs
group were remarkably decreased [IL-13 (ng/L): 334.23 £33.56, 38.67 £ 12.89, 36.13 £17.69 vs. 724.00 £77.45,
IL-18 (ng/L): 165.77+25.47, 71.37+5.99, 66.80+14.61 vs. 412.23 £40.15, all P < 0.05], and 0.1 umol/L is the
optimal effective concentration of anti—inflammation. The influence of MCC950 in various concentrationson the
TNF-a was little. @) Compared with the MTDs group, the expression of caspase—1 and IL-1f in the 0.01 umol/L
MCC950 group was inhibited significantly (4 value: 14753.29+950.31 vs. 19222.50+1234.13, 9981.06 +673.63
vs. 12759.26 £574.69, both P < 0.05), but the change of pro—caspase—1 and pro-IL-1f was incomparable
(A value: 17856.08 +1076.20 vs. 17059.01 +966.37, 23 020.19 +3463.57 vs. 20642.36 = 1 714.36, both P > 0.05).
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Conclusion Inflammatory mediators secreted from MTDs induced—AM could be reduced by MCC950, which may be

the effect of inflammasome inhibition.
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