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Apatinib inhibits malignant biological behavior of esophageal cancer cells by modulation of miR-129-5p/
PBX3 axis

HE Haifa", WAN Lixin", LI Kai?, LI Yin}, WANG Yuan',DU Yunhui®

(1.a Department of Pathology , b Department of Oncology, ¢ Department of Gastrointestinal Oncology , Nanyang Central Hospital , Nanyang
473000, China;2.Zhang Zhongjing Institute of Chinese Medicine, Nanyang Institute of Technology, Nanyang 473004, China;3.Depart—
ment of Pathology , Nanyang Medical College , Nanyang 473004, China )

Abstract Objective:To investigate the effect of Apatinib on the malignant biological behavior of esophageal carcinoma cells by regulat
ing the pre—B—cell leukemia homeobox gene 3(PBX3) through microRNA (miR ) —-129-5p. Methods: The CCK-8 assay and scratch
assay were used to detect the proliferation and migration ability of KYSE450 esophageal cancer cells after treatment with different con—
centrations of Apatinib; KYSE450 cells were divided into the KYSE450 group,the Apatinib—H group,the Apatinib—H+miR-129-5p
mimic group, the Apatinib—-H+miR-129- 5p mimic+oe—PBX3 group. The expression levels of miR-129-5p and PBX3 were detected by
qRT-PCR and immunofluorescence.EdU, Transwell and TUNEL methods were used to detect cell proliferation, invasion and apoptosis,
and the levels of proteins associated with the Janus kinase 2 (JAK2 )/signal transducer and activator of transcription 3 (STAT3) signaling
pathway were detected by Western blotting. The 293T cells were divided into 293T +mimic NC group and 293T+miR -129-5p mimic
group, and Dual luciferase reporter gene assay was used to verifiy the miR—129-5p/PBX3 targeting relationship. Results:20,40, and 60
pmol/L of Apatinib inhibited the proliferation (1=4.416,11.331,13.121,all P<0.01) and migration (1=2.277,4.286,6.722, all P<0.05) of
the KYSE450 cells;there was a targeting relationship between miR—129-5p and PBX3. Compared with the KYSE450 group, miR-129-
S5p mRNA levels were increased (1=6.327,P<0.01),PBX3 mRNA and protein levels were decreased (1=6.098,10.403 , both P<0.05)
in the Apatinib—H group. Compared with Apatinib-H group,the addition of miR-129 -5p mimics reduced the proliferation rate,the
number of invasion and the level of key proteins of JAK2/STAT3 pathway, and increased the apoptosis rate of KYSE450 cells(t=
3.112,2.428, 4726,3.619,4.258,all P<0.05),and overexpression of PBX 3 reversed the above changes (1=3.698,3.199,4.082,3.563,5.840,
all P<0.01). Conclusion: Apatinib may target down—regulate PBX3 by up-regulating miR—129-5p,and inhibit the malignant biological
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FFE IR A BRI s R  ARAE G278
SRR R I 2250 Mr ek ¢ K56 AN R 2 550805 , P<
0.05 h 2R BEAG I FRE L

2 R

21 REREFT AR R FHABEYHR
TR SRS R BN, 5 28 K, 5 A4,
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Fig.1 Effect of Apatinib on the growth of subcutaneous transplanted tumor of esophageal carcinoma
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Fig.2 Effects of Apatinib on the proliferation and migration of KYSE450 cells
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Fig.5 Effects of Apatinib on levels of miR-129-5p and PBX3
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Fig.6 Comparison of cell proliferation,invasion and apoptosis in each group
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Fig.7 Comparison of JAK2/STATS3 signaling pathway protein
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P <0.001 <0.001
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