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[Abstract] Objective To investigate the targeting relationship of miR-149-5p and fibroblast growth factor 21 (FGF21),
and the effect of miR-149-5p on hypoxia/reoxygenation (H/R) injury of rat's cardiomyocytes. Methods Ten male CS6BL/6]
mice were used to construct the cardiac ischemia-reperfusion (I/R) models, and qRT-PCR was performed to detect the changes of
miR-149-5p levels in the heart tissues of I/R mice. H9¢2 cells cultured to logarithmic phase were divided into control group, H/R
group, H/R+miR-149-5p inhibitor group, H/R+miR-149-5p NC group, H/R+miR-149-5p mimics group and H/R+miR-149-5p

(BEE£MB] A DA REREZRMIT H (202213014836)
[MEFRIN] CEoCUl, WiEaroeAd, FIREIN, A0 NETEAE Ty i SR 5T
[iﬁfﬁ'ﬂf%] 5K, E-mail: zhangy20052005@126.com



WREESAGE 200331280 Hasks 3

mimics+FGF21 group, and induced H/R model and transfection treatment. The activities of lactate dehydrogenase (LDH) and
creatine kinase (CK) in H9¢2 cardiomyocytes were detected by ELISA; Cell viability was detected by MTT assay; apoptosis was
detected by flow cytometry; the level of miR-149-Sp was detected by qRT-PCR; the expression levels of Bcl-2, Bax, cleaved caspase-3
and FGF21 proteins were detected by Western blotting; the targeting relationship between miR-149-Sp and FGF21 were determined
by dual luciferase assay. Results Compared with the sham operation group, the level of miR-149-5p in the heart tissue of I/R
mice was significantly increased (P<0.05). Compared with those in control group, the apoptosis rate, LDH and CK activities and
Bax, cleaved caspase-3 protein expression levels of H9c2 cells in H/R group were significantly increased (P<0.0S), cell viability and
FGF21, Bcl-2 protein expression levels decreased significantly (P<0.05). Compared with those in H/R group and H/R+miR-149-5p
NC group, the apoptosis rate, LDH and CK activities and Bax, cleaved caspase-3 protein expression levels of H9¢2 cells in H/R+
miR-149-5p inhibitor group were significantly decreased (P<0.05), cell viability and FGF21, Bcl-2 protein expression levels were
significantly increased (P<0.05). Compared with those in H/R group, the apoptosis rate, LDH and CK activities and Bax, cleaved
caspase-3 protein expression levels of H9¢2 cells in H/R+miR-149-Sp mimics group were significantly increased (P<0.05), cell
viability and FGF21, Bcl-2 protein expression levels decreased significantly (P<0.05). Compared with those in H/R+miR-149-Sp
mimics group, the apoptosis rate, and LDH and CK activities of H9c2 cells in miR-149-5p mimics+FGF21 group were significantly
decreased (P<0.05), cell viability was significantly increased (P<0.05). The result of dual luciferase assay indicated the targeted
regulatory relationship between miR-149-5p and FGF21. Conclusions MiR-149-5p is up-regulated significantly in the myocardial
tissue of I/R mice, and negatively regulate the level of FGF21, leads to decreased cell viability and increased apoptosis of H/R-treated

rat's cardiomyocytes.
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1 pg/mlfEGF21M . #:4keh)m, W H 5 10% FBS
FIDMEMZKZERE 5% . 24 hi, dJEATH/RIEAILEH

Med J Chin PLA, Vol. 48, No. 3, March 28, 2023 @

WAEH 41 H F it — 24317

1.4.4 MTTEAMAIIETE S KHIQAIMELIL x 10°
A /LB R R 96 F LA Y, 2R 1.4.3 0 IR EE YL A
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Fig.1 Effect of ischemia-reperfusion on level of miR-149-5p
in cardiac tissue of mouse
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Fig.2 Effect of miR-149-5p on cell viability of H9c2 rat's

cardiomyocytes
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Fig.3 Effect of miR-149-5p on activity of LDH and CK in
H9c¢2 rat's cardiomyocytes
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Fig.4 Effect of miR-149-5p on apoptosis of H9c2 rat's cardiomyocytes
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Fig.5 Effect of miR-149-5p on expression of apoptosis-related proteins in H9c2 rat's cardiomyocytes(Western blotting)
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Fig.6 DPrediction of binding sites on FGF21 3' UTR with

miR-149-5p and the results of dual-luciferase reporter assay
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Fig.7 Effect of miR-149-5p on expression of FGF21 in H9c2

rat's cardiomyocytes (Western blotting)
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