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group was higher than that in the AntidgG group ( P<0. 05) . Compared with control group cell proliferation activi—
ty decreased cell apoptosis rate increased migration number and invasion number decreased in si-SOX4 group ( P
<0. 05) . Compared with the si-SOX4 group the ratio of LC3—I[ /LC3-1 protein expression and the relative protein
expression of Beclinl increased in si-S0X4 +oe-Beclinl group while the relative protein expression of p62 de—
creased cell proliferation activity increased apoptosis rate decreased migration number and invasion number in—
creased ( P<0.05) . Conclusion Down-regulation of SOX4 can inhibit autophagy decrease proliferation activity of
NCI-H446 cells and inhibit cell migration and invasion by inhibiting Beclinl expression.
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Tab.1 Clinical features of thyroid carcinoma
PTC ATC Metastatic PTC ~ Recurrent PTC
Groups
(n=57) (n=6) (n=8) (n=17)
Age( year)
=55 10 5 4 8
<55 47 I 4 9
Gender
Female 17 4 3 6
Male 40 2 5 11
Tumor size( cm)
<1 28 0 3 -
>1 29 6 5 -
Single /Multiple
Single 47 6 4 -
Multiple 10 0 4 -
Lymphatic metastasis
No 21 3 - -
Yes 36 3 - _
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15" -GGCCGGACTCATCGTACTCCTGC3
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1.5 CCK=3 BRAFV600E
GSK126 8305C BHTHO01 oD 2.1 EZH2.
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( Epoch Bio Tek ) Tab.2 The expression of EZH2 in thyroid carcinoma
450 nm oD ° Groups Total — EZH2 -
Positive Negative
1.6 ( gene ex— Adjacent normal tissues 62 0 62
pression omnibus GEO) 17 PTC 57 0 57
Metastatic PTC 8 0 8
Pearson ATC 6 3 3
o P value <0. 05
1.7 SPSS 26.0
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- Pearson EZH2 EZH2
o P<0.05 ( PAX8.TTF1.TG)

1 EZH2
Fig.1 The ratio of positive expression of EZH2 in thyroid cancer tissues
A: Expression of EZH2 in adjacent normal tissues PTC recurrent PTC metastatic PTC and ATC; B: The differential expression of EZH2 in adjacent

normal tissues PTC recurrent PTC metastatic PTC and ATC; * P<0. 05 vs ATC group.
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2 H3K27me3

Fig.2 The rate of positive expression of H3K27me3 in thyroid carcinoma tissues

A: Expression of H3K27me3 in PTC recurrent PTC metastatic PTC and ATC; B: The differential expression of H3K27me3 in PTC recurrent PTC

metastatic PTC and ATC; * P<0. 05 vs ATC group.

3 H3K27me3
Tab.3 The expression of H3K27me3 in thyroid carcinoma
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Tab.4 The relationship between EZH2 and thyroid differentiation

markers in immunohistochemistry experiments

H3K27me3
Groups Total . -
Positive Negative
ATC 6 1 5
PTC 57 56 1
Recurrent PTC 17 15 2
Metastatic PTC 8 8 0
P value <0. 05
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3 EZH2-H3K27me3
Fig.3 The relationship between EZH2-H3K27me3 axis and the expression of thyroid differentiation markers
A-C: Correlation analysis of EZH2 and PAX8 TG TTF1 in GSE76039; D E: The mRNA levels of PAX8 and TTF1 in ATC cell line 8305C treated
with EZH2 inhibitor GSK126 for 24 hours and 48 hours were verified by RT-qPCR; F' G: The mRNA levels of PAX8 and TTF1 in ATC cell line BHT-01
treated with EZH2 inhibitor GSK126 for 24 hours and 48 hours were verified by RT-qPCR; H: CCK-8 was used to detect the effect of high concentration of
GSK126 on the growth of ATC cell line 8305C; I: CCK-8 was used to detect the effect of BRAF inhibitor vemurafenib alone and combined with BRAF in—
hibitor vemurafenib and GSK126 on the activity of ATC cell line 8305C cells; * P<0. 05 vs DMSO group.
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To investigate the role of enhancer of zeste homolog 2 ( EZH2) - trimethylated lysine 27 of
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male SD rats were randomly divided into control group PCPA model group ( PCPA group) chemical activation
group ( hM3Dq+CNO group) and chemical control group ( hM3Dq+Saline group) . The anxiety level of experimen—
tal rats was evaluated through open field experiments and elevated cross maze experiments. In vivo electroencephalo—
eraphy ( EEG) was used to record propofol induced sleep and cortical EEG changes and immunofluorescence stai—
ning was used to observe changes in c¥os positive protein expression in 5-HT neurons. Results The behavioral re—
sults showed that compared with the chemical control group the anxiety level of the chemical activation group was
significantly lower ( P<0.05) and sleep duration was significantly prolonged ( P<0. 05) . The expression level of
c~Fos positive protein in DRN5-HT neurons in the chemical activation group was higher ( P<0. 05) . The EEG re-
sults showed that the percentage of 8-band power between the chemical activation group and the chemical control
group was higher ( P<0.05) the power percentage in the a-band was relatively low ( P<0. 05) . Conclusion
Chemical activation of S-HT neurons in the DRN region can improve anxiety levels and increase sleep duration in
PCPA induced insomnia rats.
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( 696 )

histone H3 ( H3K27me3) axis in the dedifferentiation of thyroid cancer and its clinical value as a potential target
for the treatment of anaplastic thyroid cancer ( ATC) . Methods Immunohistochemical SP method was used to de—
tect the expression of EZH2 H3K27me3 paired box gene 8 ( PAX8) thyroglobulin ( TG) and thyroid transcrip—
tion factor 1 ( TTF1) in ATC and papillary thyroid carcinoma ( PTC) and their adjacent tissues. The relationship
between EZH2 and thyroid differentiation markers ( PAX8 TTF1 TG) was further analyzed by gene expression
omnibus ( GEO) database. ATC cell lines 8305C and BHT-101 were cultured in vitro. Real<time reverse transcrip—
tion PCR ( RT-qPCR) was used to detect the expression of thyroid differentiation markers ( TTF1 PAX8) mRNA
in ATC cell lines treated with EZH2 inhibitor ( GSK126) and evaluate the potential therapeutic effect of GSK126
in vitro . The effects of GSK126 and BRAF inhibitor vemurafenib on the proliferation of ATC cell lines were ob-
served by cell proliferation assay. Results The expression of EZH2 in ATC tissues was significantly higher than
that in papillary thyroid carcinoma and adjacent tissues ( P<0. 05) . The expression of H3K37me3 in ATC tissues
was significantly lower than that in PTC tissues ( P<0. 05) . EZH2 was negatively correlated with PAX8 and TG ex—
pression levels but not with TTF1 expression level. In vitro experiments GSK126 could reverse the expression of
thyroid differentiation markers PAX8 and TTF1 in ATC cell lines. GSK126 combined with BRAF inhibitor vemu—
rafenib could significantly inhibit the growth of ATC cell lines. Conclusion The EZH2-H3K27me3 axis plays an
important role in regulating thyroid specific markers and the inhibition of EZH2 by small molecular compounds is a
promising target for ATC treatment in the future.
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