PP F SRS 2015 4F 7 A% 27 345 7 81 Chin Crit Care Med, July 2015, Vol.27, No.7

IRNEE YL RNA-146a X IR 4E
/N BRI R AR A

RAEE TARE A XF FRE RR ALK

[HE] BH WEURNELM/N RNA-146a (miR-146a) XTIRIERE /N BUIE AR ERT . ik ke
AR HEYE BALB/C /INER 24 W HEBHMLEL R 7E 0 M IF ARG MeEEhe L R e dl g B, Bpgl 6 H. %%
e g1 /N B2 S P T5E T A 3R] in vivo—jetPEI™ b HE ) miR—146a #5404 (agomir), % e Xof B2 i A
in vivo—jetPEI"™ b ¥ () BAMEXT BEA . H5 4 12 h G R E M 25 L 2E FLAR (CLP) il £ Ik 2 9 A5 18 5 18 AR 4l
IUIF I 6 B, RUEATEE L. BT ARIF 24 h ASEEhH, KI5 5 B R 5% 5% — R4 B X 17
(RT-qPCR) KMl 414 miR-146a 21k, I G 8 M B 008 (ELISA) Mg SO0 Ml DEV (BALF) rh i
JAIEH F — o (TNF-o ) 7K, M Il 2 20 /it (W/D) FLfE, Y8 T WEER il 20 215 Bl 0 A8 I kA 7
FER O B . B MRTRACAL BEYL2H e xt ML/ U420 miR-146a Fik 870 9 8 2T R4 K
(3.56+0.43), (27.64+3.46), (3.72+0.54) £ (P<0.05 B¢ P<0.01), ELFEYL4] miR-146a 1k LM B 5T
o BEE AL S et BRZL (35 P<<0.01) ; T S E 20 5 77 e o} B ZH 25 R TE4e i 2478 X (P>0.05). SRF R4
VoA, PR 2H YL 2 BE YL %) BR4H BALF o TNF- o /K P28 B IFE (ng/L : 511.65+43.47 ., 305.74+34.76
4922744221 I 50.72+7.23,39 P<0.01), 55441 TNF- oo /KB AR T e B 4 S s Ye o R4 (38 P<0.01).,
ST AR AL, MeREAELH Y] s e o BEL Al W/D O 2 7Hi (6.11£0.32, 5.02+0.29. 6.05+0.43 [
4.18+0.10, ) P<0.01), % YL 2H W] W AR T e mp it 20 Mo 5 Gt BREH (X P<<0.01), H% G 21 Jiti 451 47 95 BT 404
TR 2H K e o BB AL B B R I (43 6.12+0.75 1 10.53+£1.52, 9.73+1.08,3 P<0.01), &g @itk
YL in ViVO—jetPEITM T2k i miR—146a agomir AL b R e /D UM ZH2H miR—146a 23K, Ui/ il 48 Pk R
TNF=- o A7 AE AR SR8 B, kA Ml 2 2452471 o

(R RN BUN RNA-146a;  M#EAE; kML

The protective effects of transfected microRNA-146a on mice with sepsis—induced acute lung injury in
vivo Zhang Jianguo*, Ding Chengzhi, Shao Qiang, Liu Fen, Zeng Zhenguo, Nie Cheng, Qian Kejian. *Department of
Critical Care Medicine, Linyi People's Hospital, Linyi 276003, Shandong, China
Corresponding author: Qian Kejian, Department of Critical Care Medicine, the First Affiliated Hospital of Nanchang
University, Nanchang 330000, Jiangxi, China, Email: qkj0607 @sohuw.com

[ Abstract] Objective To investigate the protective effect of transfected microRNA-146a (miR-146a) on mice
with sepsis—induced acute lung injury (ALI) in vivo. Methods = Twenty—four healthy male BALB/C mice were randomly
divided into sham group, sepsis group, transfection group and transfection control group, each n = 6. Mice in transfection
group were given miR—146a agomir loaded by in vivo—jetPEI™ via airway before reproduction of model, and mice in
transfection control group were given negative control loaded by in vivo—jetPEI™ only via airway. The septic model was
reproduced by cecal ligation and puncture (CLP) 12 hours after transfection , and the mice in the sham group underwent
laparotomy and closure only without ligation and puncture of the cecum. The mice of each group were sacrificed at
24 hours post—operation. The expression of miR—146a in lung tissue was determined by real time fluorescence quantitative
reverse transcription—polymerase chain reaction (RT-qPCR), and the quantity of tumor necrosis factor— a0 (TNF- )
in the bronchial alveolar lavage fluid (BALF) was determined with enzyme-linked immunosorbent assay (ELISA).
The wet/dry ratio of lung (W/D) was determined. The pathohistological changes in the lung were observed and scored.

Results The expression of miR—-146a showed a significant increase in sepsis group, transfection group and transfection
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control group, which were (3.56+0.43), (27.644+3.46) and (3.72£0.54) folds of that in sham group, respectively
(P < 0.05 or P <0.01). The miR-146a expression in transfection group was significantly increased compared with
sepsis group and transfection control group (both P < 0.01), but no statistical difference in the expression was found
between sepsis group and transfection control group (P > 0.05). Compared with the sham group, higher level of TNF- o
in the BALF was found in the sepsis group, transfection group and transfection control group (ng/L: 511.65 +43.47,
305.74 £34.76, 49227 £42.21 vs. 50.72£7.23, all P < 0.01). The level of TNF-a in transfection group was
significantly lower than that in sepsis group and transfection control group (both P < 0.01). Compared with the sham
group, the W/D ratio of lung in sepsis group, transfection group and transfection control group showed a significant
increase (6.11+0.32, 5.024+0.29, 6.05+0.43 vs. 4.18 +0.10, all P < 0.01). The W/D ratio of lung in transfection
group was significantly lower than that of sepsis group and transfection control group (both P < 0.01). The lung injury
score of transfection group was significantly lower than that of sepsis group and transfection control group (6.12+£0.75
vs. 10.53+1.52,9.73 £ 1.08, both P < 0.01). Conclusions

into airway was able to increase the expression of miR—146a in the lung tissue of septic mice. Up-regulation of

miR-146a agomir loaded by in vivo—jetPEI™ instillation

miR-146a inhibit the release of the inflammatory cytokine TNF-a stimulated by sepsis, and alleviate inflammatory

reaction and lung tissue injury in mice with sepsis—induced ALI.
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