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Abstract: [ Objective | To investigate the effects of bortezomib combined with 5-azacytidine on proliferation,
invasion and miR-124,miR-7 and interleukin-11(IL-11) levels in thyroid undifferentiated cancer cells. Meth-
ods ] The ICs, values of bortezomib and 5-azacytidine was calculated , respectively. The effectts of bortezomib
(Bor group) and 5-azacytidine (5-Aza group) alone or in combination(5-Aza+Bor group) on ARO cell viability,
apoptosis rate ,migration and invasion were detected.The levels of miR-124 ,miR-7,and IL-11 in each group
were examined. Apoptosis in cell viability were detected by CCK-8 and flow cytometry. Migration and inva-
sion were detected by cell scratch assays and Transwell assay,miRNA and mRNA levels was detected by
qPCR ,and relative expression levels of proteins was detected by WB. [Results] After 24 h of culture,the
cell viability of the Bor group and the 5-Aza group was significantly lower than that of the control group,and
the apoptosis rate was significantly higher than that of the control group,and the 5-Aza+Bor cell viability
(0.44+0.08) was significantly lower than that of the Bor group and 5-Aza group(F=5.142,4.456;all P<0.001).
The apoptotic rate (19.78%+1.67%) was significantly higher than that in the Bor group and the 5-Aza group
(F=6.664;6.582;all P<0.001). After 24 h,the migration (31.78%+2.28%) and the invasive rate (28.74%=
2.15%) in the 5-Aza+Bor group were significantly lower than those in the Bor group and the 5-Aza group (F=
10.455,9.832,all P<0.001;F=11.135,10.739,all P<0.001). The levels of miR-124 and miR-7 in 5-Aza+ Bor
group were significantly higher than those in Bor group and 5-Aza group(P<0.01). The IL-11 of the Bor group
and the 5-Aza group were significantly lower in the control group (P<0.01),and the IL-11 in the 5-Aza+ Bor
group was significantly lower than that in the Bor group and the 5-Aza group(P<0.01). [ Conclusion JThe com-
bination of bortezomib and 5-azacytidine can further inhibit the proliferation,migration and invasion of thy-
roid undifferentiated cancer cells and promote their apoptosis,which may be related to the up-regulation of
miR-124. The level of miR-7 is related to the inhibition of IL-11 expression.
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Figure 1 IC,, values of bortezomib and 5-azacytidine

(A : Control group,B:Bor group,C:5-Aza group,D:5-Aza+Bor group)

Figure 2 [Effects of bortezomib and 5-azacytidine on cell migration

Table 1 Effects of bortezomib and 5-azacytidine on cell viability (OD)

Time (h) Control Bor 5-Aza 5-Aza+ Bor
12 0.42+0.06 0.35+0.05 0.30+0.04 0.23+0.03

24 0.78+0.10 0.62+0.10"  0.57+0.09*  0.44+0.08"¢
48 1.25+0.14 0.97+0.18"  0.91+0.19*°  0.72+0.12

Note:a, P<0.05 vs Control group;b, P<0.05 vs Bor group;c,P<0.05 vs 5-Aza group

Table 2 Effects of bortezomib and 5-azacytidine on cell apoptosis (%)

Time (h) Control Bor 5-Aza 5-Aza+ Bor
12 5.06+0.16  8.14+0.31 8.84+0.33 11.67+0.94
24 5.34+0.24  12.64+0.78" 13.58+0.80* 19.78+1.67%*
48 5.72+0.29  16.96+1.42* 17.47+1.32* 28.67+1.94%

Note:a, P<0.05 vs Control group;b,P<0.05 vs Bor group;c,P<0.05 vs 5-Aza group

Table 3 Effects of bortezomib and 5-azacytidine on miR-124,
miR-7 and IL-11 expression

Index Control Bor 5-Aza 5-Aza+ Bor
miR-124 1.24+0.09 2.16x0.21 2.34+0.25 4.05+£0.47
miR-7 1.18+0.13 2.21+0.24* 2.56+0.23*  4.26+0.45%

IL-11 mRNA 7.57+0.42 5.32+0.41* 5.16x0.44*  3.04+0.36™
IL-11 protein 8.84+0.55 5.93+0.56* 5.57+0.52*  3.26+0.34*
Note:a, P<0.05 vs Control group;b,P<0.05 vs Bor group;c,P<0.05 vs 5-Aza group
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