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EZH2 LA 5 TR I A
S MM b 00 5 2 S TR 9T I B 5

OB A BT B e TR st R
(KEEHKEZWES—ER mEA " $@shH, KiE 116011

REKRFWE T L ERBEA, KiE  116001;° KR L ERALEA, B 110016)
WE BM BRI zeste EF IR T RIIEY) 2 (EZH2)-H3 55 27 {0 &R — B 354k (H3K27me3 ) Fli 7 HR AR L b 2 1
VB B A A7 IR BRS04 38 (ATC) IR PR A IR . ik RS 41k SP ik AG I ATC At AR i 2L 3K IR I8 ( PTC)
K955 I H HUR IR0 2 EZH2 (H3K27me3 FEXT & 5 A 8 (PAXS) | HARIRER 2 11 (TC) FHUIR IR 3% s B 1 (TTF1) iy 3%
Ko I AR RIS ( GEO) i i E— 2543t EZH2 5 HUR AR 3 fEAR 254 (PAX8 [ TTF1 TG ) Z i) (56 R o MRAMEFR ATC
I Pk 8305C F BHT-101 , 5% F S o 15k S 3 s SR -G % S b ( RT-qPCR) YA 6N 22 EZH2 #1157 ( GSK126) AL 35 iy ATC 41
ik B R AR e AR ) (TTF1 PAX8) mRNA [958 1k, #F4h GSK126 FERSMETE MITRYT SR« R FH 200 Ji 14 5 52 56 WL 4%
GSKI126 Fl22/ R IR I B L ( BRAF) 57 4E 2 9E Je 4 ATC 4 iE kR A5, 53R  EZH2 78 ATC 4412
KR AT PTC 5 55 1 5 HAR AR 4141 (P <0.05) , H3K27me3 7£ ATC 2 41 (1 35 B B AKRF PTC 141 (P <0.05),
EZH2 Y5 PAX8 Fil TG #ik/K -5 FAHE 1 5 TTF1 Fik KV ICHSEE . ZEMRIMSLEE H , GSKI126 1] Lk s AR MR Ak bn o
PAXS I TTF1 #£ ATC 2 gtk i 2R3k , GSKI126 k& BRAF #1742 HE Je v] W& P ifil ATC uipk A K. 4518 EZH2-
H3K27me3 fili 7 9 15 FFUIR A 25 40 Ak aet B ol B 24 A BZH2 0 B 2 AR IR R 0 P VB A 1A T HE A
XA EZH2;H3K27me3 ; HURBR AR 4 40IE ; 22534 s FH 5L 4k ; GSK126
mESES R736.1
TERER A CEHES 1000 - 1492(2025)04 - 0691 - 07
doi:10. 19405/j. cnki. issn1000 — 1492. 2025. 04. 015

FOPR IR 6 UL A0 A PRI L 7 2022 4 ARAEPIHVIRIRERE H (thyroglobulin, TG) | FARIR%%

ABRE IR P HEA S 1A R R AR LR
Ji% ( papillary thyroid carcinoma, PTC) & B R IR 982 11
80% ', K 4 TG B U, Hh Ji8 6 T80 2 B HRIR IR 34k
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FGIH WK AR S0 H (45 :81902382)
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sRAF 1 (thyroid transcription factor 1, TTF1) | fig X}
E3EH 8 (paired box gene 8, PAX8) fHM:FRiAk, H
MRNEAR 4340 985 (anaplastic thyroid cancer, ATC) {728
PERSHR , BAEAEWINL 3 ~5 A AP BRSO AR
B E B RE . KT ATC R IEA ¥ FH N
ATC 1 PTC AT , p A 00 FAR B 25 23 iy
BT AT B8 75 375 5 IR s A T2 25 5 22 v B B4
Mo

group was higher than that in the Anti-TeG group (P <0.05). Compared with control group, cell proliferation ac-
tivity 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 LC3-1I /LC3- 1 protein expression and the relative
protein expression of Beclinl increased in si-SOX4 + oe-Beclinl group, while the relative protein expression of p62
decreased, cell proliferation activity increased, apoptosis rate decreased, migration number and invasion number
increased (P <0.05). Conclusion Down-regulation of SOX4 can inhibit autophagy, decrease proliferation activi-
ty of NCI-H446 cells, and inhibit cell migration and invasion by inhibiting Beclinl expression.

Key words small cell lung cancer; sex-determining region Y-box transcription factor 4 ; autophagy; proliferation;
migration ; invasion
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DNA HUERALAE e 1 A A= vh B S SR T, 4
ZH AR 0 WY A ] 1 o B ) BE R G zeste SR
K3 58 F [6) JR 4 2 ( enhancer of zeste homolog 2,
EZH2) B2 hiiil 52 &%) 2 W2 R 4y, i ad 9455
H3 55 27 {3 i 2 R — H B4k (trimethylated lysine 27
of histone H3, H3K27me3) 1 ] 3 K F 5., H A
EZH2 TEA[A] 9 b vh s 58, Bon 5 BV EfF &2
SOMISE, e g AL R . {0 EZH2 7 R
Ji i v A I 9 S A O . ZESE B TR 43 A EZH2 |
H3K27me3 5 HUR BRI AR S W) 1) 6 R IFH AL IR R
EZH2 X FURR g 25 20 A B i 52 ), i — 20 5%
EZH2 TEREPH 45 rp 9 7 T A ATC Y8 E /YR 9T J7
o
1 #MRi57%

L1 fRflsest ok ROE BB B o — = B
2013 48 1 JJ—2021 4£ 2 ] BRHEAS i P 5
SERE A HUR R B 47 BEARAS 88 AT FE R o I
H PTC 57 {1, s ab e ¥tk PTC 8 {51 (Jili%% #e 5 ] figi
¥ ¥ 3 1)) ,ATC 6 {9, 2 T ARG YT Ja &2 & 4 PTC 17
i, 53 A e B 62 {5l FE4y PTC H ATC Xof I 988 55 1F 4
ML B EE I R PR IE B 25 R 1, AR
26 EYERE BE & 22 it 2 ( American joint committee on
cancer, AJCC) 5.8 ik TNM 2 4t #t 47 iposd 0 84 ,2/3
R AJCC 4381 T 11 (63.16% ) . AR
T BERL R B e 5 — I B A B 2 D 2 b ofe (L v S
5. PJ-KS-KY-2023-582) ,

R1 FUARBREHY I REFE

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 1 4 9
Gender

Female 17 4 3 6

Male 40 2 5 11
Tumor size(cm)

<l 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 - -

1.2 SEANRERAE  AENIRA S &4
GUE I AT e U e o, ™ RS i IR &
U5, RSP J5 ¥ 4Gl EZH2 \H3K27me3 |
PAXS I TTF1 A2 ik, FH R X IR LA FL IR 6 41 41
1 100 #ik, S/ Bl TeG 1 B IR . EZH2 Ji ik
1 H3K27me3 HifAt4) ) F 925 Cell Signaling Tchnol-
ogy A F)(17%5:5246 9733) , PAX8 Hi ikl A L 5t
B EYEAA R A (1745 : ZM0468 ) , TTF1 4
PRI B A& N 08 AR W) B R I kA R (18 5
MABO0599) , 1 2 {37 HAT 5% o i) BB R iR IUE
P R IF AT S A A R e . AR AZ AN ()
Jif I3 v R A A 5 URE AN Dy B €5, R
e BRI S SR RR Y R RS
HO o, REO2 50, BRe 03 70 4= B 40
A3y 4 90 ToFIHIR A0 R 0 43 ,1% ~ 10%
FIGAL 1 43, 11% ~50% K 1T %id 2 4,51% ~
80% M IZKic 3 71, >81% 1V il 4 73, HFHIARA
JE AR R 2 IRVEAr AR (0 ~ 12 43) ,9 ~ 12
oy HaEkH S ~8 R AE B, 1 ~ 4 2 g 55 EH A, O
o3 N

1.3 EEFHRIAF  ATC 40 fk 8305C Fil BHT
- 101 (Hr EREA BE E ZOAUE AL ) 765 10 % 2k
I35 (3£ Gibeo 24 7]) 0. 1 mmol/ml PYHEHER 54 SO
U/ml FEZF150 pg/ml 56852 (I Gibeo 247
i) EMEM ( Invitrogen , 11090081 ) ¥ = % 7, 75 37
C.5% CO, fEIEMRIE AN IR . 525041 8305C
A1 BHT - 101 46 i9 43 %) FH ¥ BF >4 10 nmol/L 100
nmol/L, 1 wmol/L fJ GSKI26 ( APEXBIO, 1§ 5.
A3446) JbHE, X BEZH ] DMSO (26 [ Gibeo 23 /) Ab
o,

1.4 RT-qPCR 3 ™% 4% M TRIzol 5] ( 36 [
Invitrogen ], 525 : AM9738 ) filfj#2 &1 RNA , 34
JEIGRETHA I RNA (Y2 B AR B2, fdf i 5 5t
& (Mat Vazyme A, 585 :R111-01) L 1 pg &
RNA RS H [ 5% 5%y ¢cDNA . SEE RT-PCR R
Roche SYBR Green PCR Master Mix, A Light Cycler
LC480 ¢yt 7€ 7 PCR {¥ (3% [E Roche Diagnostics 7%
H]) §7 1 cDNA B, SRR R 20 pg. 51EA
Sangon Biotech /A #], TTF-1 E 5| 47:5'-CGCGTT-
TAGACCAAGGAAC-3', T iif 51 #: 5'-GAGTGTGC-
CCAGAGTGAAG-3';PAX-8 Lii#5|4):5'-AGGTGGT-
GGAGAAGATTGG-3’, T 5|4y :5 -ATAGGGAGGT-
TGAATGGTTG-3"; N % GAPDH _L3ii#5|4y.5'-CAC-
CATGAAGATCAAGATCATTGC-3', T it 5| ¥ 5'-
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GGCCGGACTCATCGTACTCCTGC-3",

1.5 CCK-8 %ill7FE BRAFV60OE HIHI FI4 T Ef
F1 GSK126 1€ FH T 8305C 1 BHT-101 ZH Ry OD
& ¥ ATC 4T LA 1.5 x 10° A/ L % B $ Fh T
96 fLARH, A HEE R 1 wmol/L B94ER JEJE (3£
APEXBIO A&, 585 : A3004 ) 11 500 nmol/L [
GSKI126 [y FR B ATAL B, /E S L0020 s A& A
%557 DMSO Ay 4% 732 BE A HRAE 23 L0 BB Bl S T
BT 37 CHER 5% CO, G F A8 h k1T 5 5% 1R
72 h )5, LA CCK-8 3807, B 2258 S d
Wige. ArFEIA CCK-8 XK 5545 1.3.5 d il
o IR (SE[E Epoch, Bio Tek 22 7]) 46 #%
FLAE 450 nm P T HY OD fH.,

1.6 EWEBREST MEKEFKIXIL S (gene ex-
pression omnibus, GEO) #¥iE Tk T &8 17 MK
1A HCR T 98 0 20 A4S FRCR R R 0 Ak 98 19 B3 90 4R
GSE76039, >k ] Pearson #H¢ R ¥4 H By B 2
(] A Sk o

1.7 Zit=403 SR HA] SPSS 26. 0 F/F i ¥4 ik
159007 o S0 B 1) 25 5ok F Fisher a0 4G 50 2517
53 M o Pearson AH5C KRB T EZH2 BRIk KF 5
FUR IR A AR 5 W AR G 23 Bre. A P <0.05
ZEFAGIFE L

2 HR

2.1 ARBEAARESEEHAL R EZH2,
H3K27me3 fYR1EER  EZH2 78 PTC 4 28 e 5%
IEFEHA PRI KTEZR LG =B X ME
ATC H4irh EZH2 (1) 23k 7K B 8 & F PTC 4140
e o5 IE W AL (P <0.05) (£ 2 fKE 1),
H3K27me3 #£ ATC 41 Z41rh i35 7K - B BAIK T PTC
A, ZRAGITFE (P <0.05) (F£3 K 2),

®2 EZH2 HERIRIREHRRIE

Tab.2 The expression of EZH2 in thyroid carcinoma

Groups Total ~ EzH2 -

Positive Negative
Adjacent normal tissues 62 0 62
PTC 57 0 57
Recurrent PTC 17 0 17
Metastatic PTC 8 0 8
ATC 6 3 3
P value <0.05

2.2 EZH2-H3K27me3 % 5 RRIR SR EW R
REER MR RS R R EZH2 5 DR
iR A hr &) (PAX8 [ TTF1 | TG) Z [a] A4 22 57 o4 it
I X (F4) GG GEO B d I 7 M 45 2R R,

A Adjacpnt PTC Recurrent Metastatic ATC
normal tissues PTC
%20
EZH2
x40
* #

B 100f [] EZH2 Negative
= Bl EZH2 Positive
= L
< 75
=
.2
£ sof
o
I3
o
=
g 251
m

0
Adjacent Recurrent Metastatic
normal tissues PTC PTC PTC ATC

1 EZH2 7£ IR R 40 42 B PR SR BE 61

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;*P <0. 05 vs ATC group.
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Recurrent PTC

H3K27me3

lov}

100 -

75+

S50

251+

H3K27me3 expression(%)

PTC Recurrent PTC

Metastatic PTC ATC

x40

B H3K27me3 Positive
[ H3K27me3 Negative

Metastatic PTC ATC

2 H3K27me3 7 FIR BRI A 27 B0 PR SR LL 1
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 7 FURBRIE P HYRIE
Tab.3 The expression of H3K27me3 in thyroid carcinoma

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

EZH2 5 PAX8 HlIl TG #9345 /K - 2 G AH 3¢, M
EZH2 5 TTF1 Z 8] 22 5% L 4E it 52 75 S (& 3A -
3C) . FEMANSZEG 1, ATC 41l & 8305C il BHT-
101 2 GSKI126 4b ¥ f5, PAX8 F1 TTF1 mRNA f{) 3
IRF R 5 (] 3D - 3G) , /sl i EZH2 Al L)
WG HUAR I 3 AL bR A5 W 78 ATC 20 i b 1y 0K
CCK-8 5250 45 R 7, = 7l i GSKI126 A BE 11 il
ATC Ay A o TR 2255 50 3R W, GSKI26 REHS i
5 BRAF A1 ] 77) 4 % Al JE PR S0 1 3 i 1) 2%
R B4R AR ESOR WA R (K 3H 31) 0 X

SeA KRN, EZH2 AIRES S T HUR IRE 1 25 2304k
R, PR EZH2 S — AR T HE A

F4 REHNEKE G EZH2 SRRESUREMHXER
Tab.4 The relationship between EZH2 and thyroid differentiation

markers in immunohistochemistry experiments

EZH2
Groups
r value P value
PAXS8 -0.25 1
TG 0 1
TTF1 0 1
3 itig

ATC AL 7 FROPR IR I 1 3 P e e 1) 28, {HL
B2 A SR yT ik, HBUS MR 2 i PTC
23 FARYIBR O R RHG T  ZE R IR 67T
A ARAG B U . P, BF 5Bk AL PTC i)
ATC % 73 A6 19 73 5 HLHI A T 9T 4008 25 SR R R I
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A Relationship between EZH2 and PAX8 B Relationship between EZH2 and TG C Relationship between EZH2 and TTF1
8 8 8
7 7 7
o o
2 2 s
m 5 NS m 5
4 4 4
3 L L L 3 I I 1 3 1 1 |
5 paxs | 9 5 G 10 15 75 rpp 80 8.5
D CODMSO E CODMSO F
B _ 257 m10nmol/L < 3T =10 nmol/L g 257 CIDMSO
=g == 100 nmol/L . S == 100 nmol/L X7 = 10 nmol/L
S & 2.0 mmlpumol/L = 2 * ] pmol/L = £ 2.0 =m100nmol/L
=3 * £ © g2 = | pmol/L *
38 =5 2 55 "
E3c 15 é“‘é g5 L5 *
u= o = ° =
£E 1.0 > e 2E 10
S e < o S 0
S 2 gz S
B O g k=
Z e 0.5 ) T o 0.5
> =8 = S
= 0 25 =
0
PAXS8 TTF1 PAXS TTF1 PAXS TTF1
G JDMSO q .
10 nmol/L 251 o
- : DMSO
3 — 25 : 100 HT/(;}/L 2.0 -IDMSO * --¢- Vemurafenib
E 9 20 pmo * EGSK126 500 nmol/L 2.0F — Vemurafenib+GSK126
< o .
Eg
S< 1.5 :
DE 10 ° *
=
£ 2
0. 05
=)
= ]
2 0
PAXS TTF1 0 1 3 5 ' 6
Time(d) Time(d)

E 3 EZH2-H3K27me3 i 5FRIR A LIREYRIZN X R
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-101
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 ;1; 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.

JIERA EE S MR W EZH2 £ ATC 4
SRR R T PTC AR, /Ny Tea ) EZH2 1
R SFPEA A7) GSK126 1] LI$2 = PAX8 I TTF1 £
mRNA /K, EZH2 AJRE7E PTC ] ATC f 2404k i
P R AR T, A B ATC ¥R T IR T
Mo JEARR , FRAIBAL I U e JihE P (4 A 2 T

UM BE R AR A SR g e,

H3K27me3 , H3K4me3 " 5 H3K9me3'"' |, 7£ K [A] 1%
0T AT S R B R 2R GK , = 5 MR 0 R A R
Ji&. EZH2 ATifs S 4 28 A AE 27 i s iR &tk =
Ak, TR SE R ik . ATERRSE ! 261 EZH2
FEMIRE S R 2k, B I SR S E i AR
R VA A S RORR G, T AE F R AR U 2 ATC
R B A

EZH2 5 5 H3K27 () = H 34k, # g -
H3K27me3 7K1 1% 5 EZH2 (1) 7K1 52 1EAH G

SRTMAEIZ I I A B0 W 35 1 1EAH G 1, 7T RE
PRI ATC 1 A 3R AH B FEAS B3/, F7 AR —
SERY R o TELAIERIBESE o, WAFAE ATC RUREAS
BNTE L, Pellecchia et al'™ fF5E o ATC Y RE
A& 11, Borbone et al " 5T 1 ATC [JyREA &
& 12, FET H3K27me3 X 5L A A 40 i/ i i0F 5%
I HAR B 73 A6 bR 590 (TTFL (PAX8 FI TG) 1 R34
Al REYE EZH2-H3K27me3 HHTTEBR , {HiZ W58 45 R K
AE 7~ EZH2 Hl H3K27me3 5 HURIR7MEAR W) Z
] 52 (ARG, X Al RE S REA BBV IMY . R, — T
PRAMIESE ™ 28T, il EZH2 0] LA S 3k Se b a5 4
KK, GEO dls 4 rb B A S 20 B o it — 20
SR T Ao A OCHE T F W] BRAF 4]
RGP A R 1E ATC B & h R B BP0 O, I
HUCEE TR E . BT UL R TR
BCA i 1] GSK126 5 BRAF #1554 & Jé ik 3
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ATC 4 e 3 , 2R WX A 245 4 A 400 i ok e A= 4 el
HAYMNRVER, IARA ATC 1943 FIGI7 R4 T AE
(A 25

G — R B R R YE . 155, ATC MR &
I R BRI T e 2 A6 43 BT A RE AR 2, 3 AT BB S I
FEABEE /N B E A SPE DL 5 B8 H3K2Tme3 3
IIA—E FEER . W e RIS T
WATERN AT UE. TR N 0T &R
A%, P REAFTER P S5 19 245 S vl e -5 AR Hh 52 56 1 45
A= 55 =,z W55 2 B EZH2 7E PTC
FIEH FUR RS P i R IBK T 2R XS E
S 3% 5 AR RS 45 SRR —3

i LTk, 5 PTC 4141 b, EZH2 7E ATC 4]
iR Rk, EZH2-H3K27me3 Al 75 9 5 H AR Bt 43
s ik ol A T, GSK126 X} EZH2 iy
HIE R AT RERCA ATC G Y7 1 — M E A A
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The relationship between EZH2 methylation and thyroid cancer

differentiation-related markers and its therapeutic value
Jing Lin', Jiang Qi*,Gu Jiangning’ , Luo Haifeng® ,Guo Xiaoyi*,Shen Tianci*,Dai Zihao',Chen Dan'

(' Dept of Pathology ,* Dept of General Surgery, The First Hospital of Dalian Medical University, Dalian
*Dept of Pathology, Affiliated Zhongshan Hospital of Dalian University , Dalian
*Dept of Endoscopy, General Hospital of Northern Theater Command , Shenyang

Abstract Objective

116011 ;
116001 ;
110016)

To investigate the role of enhancer of zeste homolog 2 (EZH2) - trimethylated lysine 27 of

(4% 706 W)
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niques, and to explore whether it has a regulatory effect on comorbidities of insomnia and anxiety. Methods 32
male SD rats were randomly divided into control group, PCPA model group ( PCPA group), chemical activation
eroup (hM3Dq + CNO group) , and chemical control group (hM3Dq + Saline group). The anxiety level of experi-
mental rats was evaluated through open field experiments and elevated cross maze experiments. In vivo electroen-
cephalography (EEG) was used to record propofol induced sleep and cortical EEG changes, and immunofluores-
cence staining was used to observe changes in c-Fos positive protein expression in 5-HT neurons. Results The be-
havioral results 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 expres-
sion level of c-Fos positive protein in DRN5-HT neurons in the chemical activation group was higher (P <0.05).
The EEG results showed that the percentage of 8-band power between the chemical activation group and the chemi-
cal control group was higher (P <0.05), the power percentage in the a-band was relatively low (P <0.05).
Conclusion Chemical activation of 5-HT neurons in the DRN region can improve anxiety levels and increase sleep
duration in PCPA induced insomnia rats.
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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 I (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
expression 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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