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(HE] B8 HOHEEE RS EZIR (IncRNA)MEG3 A /KF K IR S S A IR G 2 2 G R . Faik i
ST 2015 4F 1 H ~20174F 12 H FARIRITHY 75 B (ARG (I PRTTARE . 55 ZMEC10 51 UG53 413 P i R AR P BRI A2 2 A o
HRZH . SR qRT-PCR 12 71 F LA AR S P 3R 5 BB S A ) T (A IR 1 20 IncRNA MEG3 SR A SEARAS . SRR s A B
VIE20204F 8 ], EEWIFRAHNARIF R K . G55 FHIRRLZ IncRNA MEG3 AR X3k it B AR T 1E #2121 (P<0.05) , [A]
fif L PR FH R A A T 8 5 T IE N ZH L (P<0.05) o REVTHIIAD, 19 IS e, 52 e 38 0 25.33% . GRS ML, 5 &40 IncRNA
MEG3 HHX A I 2 A (P<0.05) , [R)IS HCHE DR )11 HREAL AR IR 8 T35 (P<0.05) o Z2IM 2K Cox LA TR XU AL AU 3B 45 53
7R, IneRNA MEG3 AT 257K P B A L 31 H A R 2 e AR A5 B IR ST SE AT 32 (P<0.05) o Kaplan—Meier /2
FEER T 45 R 7R, IncRNA MEG3 (R IA 2 AR5 B & 1] Ch A2 80k 17.0 0 ) Bm Fah 41 (Fh A 80k 24.0 0 ) B .45 %
(P<0.001) ; MEG3 & H HEEAL A5 52 A& 8] (R 5CA 17.0 ) Bl AR AL (P A28 60.0 0 ) B B 474 (P<0.05) . &5
W SIEW AL L, T BRRE 2 IncRNA MEG3 S35, HR 81 B80S, SR G =R S UIHG.
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Relationship between expression level and methylation status of IncRNA MEG3 and postoperative recurrence of pituitary
adenoma
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[Abstract] Objective To explore the relationship between the expression level and methylation status of IncRNA MEG3 and the
postoperative recurrence of pituitary adenomas (PA). Methods The clinical data of 75 PA patients who underwent surgical resection in
our hospital from January 2015 to December 2017 were retrospectively analyzed. The normal brain tissues obtained from 10 patients with
traumatic brain injury underwent decompression were served as the control group. The expression level and methylation status of MEG3
were detected by qRT-PCR and MSP, respectively. PA patients were followed up until August 2020, and the main endpoint was
postoperative recurrence. Results The relative expression level of MEG3 in PA tissues was significantly lower than that in normal
pituitary tissues (P<0.05), while the methylation rate of MEG3 in PA tissues was sidnificantly higher than that in normal pituitary tissues
(P<0.05). During the follow—up period, there were 19 PA patients recurred. Compared with PA tissues without recurrence, the relative
expression levels of MEG3 were significantly lower and the methylation rate of MEG3 gene promoter was significantly higher in PA
paients with recurrence (P<0.05). Multivariate Cox proportional regression risk model analysis showed that the high methylation rate of
MEG3 gene (HR=11.835, P=0.002) and the low relative expression level of MEG3 (HR=0.160, P=0.015) were independent risk factors
for postoperative recurrence of PA. The Kaplan—Meier survival curve analysis showed that the median postoperative recurrence time was
significantly shorter with low MEG3 expression and high methylation than those whithout (P=0.010). Conclusion The expression level of
IncRNA MEG3 is low and the methylation rate of MEG3 gene promoter is high in PA tissues, which is correlated to the postoperative
recurrence of PA.
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1 BAREFAE

1.1 ARA KR BEFE20154E 1 H 22017 4F 12 A &
A B AR IBR 1 75 | A iR 2l 20, o 35 27
B, 2 48 f41] ; A% 18~67 %, V-1 (46.27+12.33) %
Ire kTR BRI 46 1], Horb A= R R Mg 30 41,
FLE NI 16 4] ; Tooy REM: AR 29 141 HEBR AT
3 AR S AR R BRI L BT
At IR P W R SR GO D BES
TGN o 55 FNBC10 1 i 45 475 P s A b
% 1 I 20 2Rk B, Herp 55 3 48], 2 7 48] 5 A 1%
34~62 %, V- (47.80+9.64) % . PIZHAERE AEHIIC
Giiter 25 (P>0.05)

1.2 qRT-PCR # ] IncRNA MEG3 H 100 mg 20 ZHHF
JE A o FH Trizol 1877 (32 [ Sigma—Aldrich 24w ) 4
HUZH 20 RNA, i FH PrimeScriptTM RT Reagent Kit
7 £ ( H AR Takara 23 7)) 0654 5% & i cDNA, GAP-
DHENINZ ., K One Step SYBR PrimeScriptTM
PCRI&F & ( H 7R Takara 23 &) Bt il PCR SV A4 &
50 °C 2 min, 95 C 10 min, 40 PMEFR (95 CAEE 15 s,
60 CiE K FIZEM 1 min) . B 3K, KA 27411
BWHREEHE LR, MEG3 31 ¥ 551 (I [ 5
AGGGGCACTAGGTAGACAGG- 37, iF [ 5-
CGGGTCTCTACTCAAGGGGA-3", P= ¥ K/ 285 bp)
A B A T A TREABR A R SERL.

1.3 MSP ik 46 M) 28 22 IncRNA MEG3 £ B 7 £ 1Lk
A HU100 mg 44T, H QlAamp DNA Mini Kit 3245 £
(5[ Qiagen A ] ) $2HUDNA, f# F EZ DNA H 54k
IR 77 & (32 [ Zymo—Research 23 ] ) HEAT WAL AR 2R
AEFE . PCR 2514 :94 °C 5 min, 94 °C 30 s, 64.6 “CiE k
30's,72 CHEAH 1 min, 72 °C 7 min, FHIRALZ5E G 5
TE 293 R W EBE L L AT HL UK AT, 2R Hy B 34k
I HG AT, AE O TP A, B RE R AT 3
woRNE . WO AR S W R A IE W 5-
AGAGGGAATAGTTTTGAGATTTTT C- 37, J2 [i] 5~
AAAATCAACTAACGTACCTCTATACGC-3" (P2 K
/N 120 bp) o AE W B AL S F S : OE W 5
GAGGGAATAGTTTTGAGATTTTTTG- 37, J2 If] 5°-
AAAATCAACTAACATACCTCTATACACC- 3" (= ¥
K/N119 bp) o

1.4 Fi35 FEDTEUEZ 202048 H . FEWFILL S
RARJGEE K FH ) BINTF AR H 2 Rl # ki

() =l B2 2 K ] o AR S 5 R P e A e
LIAE F IR (2019) )i E AR % .

1.5 %t a2 SR SPSS 19.0 i/ AbHE ; TR TR}
Phoats 78, EAT e K 30 5 THECPERER F ? K 560 5 223 1
Kaplan—Meier A= 17 1 £k , >R FH log—ran #5565 ; K FH %
2 Cox Ho Mgl [ A XURS A8 3 A 52 00 AR I 52 % ) A B
PIE; PLP<0.05 h 22 A gt Lo

2 & R

2.1 ARG 48 42 IncRNA MEG3 & i A= & LK
A KPR S IncRNA MEG3 A2k 2 (0.69+
0.23) B WA F 1E 7 B 4141 (1.00+0.18; P<0.05) . T
1A % 988 2H 21 IncRNA MEG3 %: [ 3 3h 7 W K4k %
(77.33%,58/75) BH &b i T 1E 5 il 2141 (20.0% , 2/10;;
P<0.05) . JCURETEHE A BRI 241 4 IncRNA MEG3 #H
X5 (0.54+0.18) B WAL T A= R I 3 MR (0.79+
0.23; P<0.05) Fls 3L 25 29 (0.78+0.16; P<0.05) o

2.2 EARARIE 4 4 IncRNA MEG3 A8t & ik &A= 7 &
k&) % 7 AL IncRNA MEG3 X 6555
(0.60+0.18) B} i Ik T JE H 3£ 4k 21 (0.99£0.09; P<
0.05)

2.3 EHRIIB ARG R K F L FvieE, 36 19
W4 %, 2 % K 25.33% . ARG 5 K 4 IncRNA
MEG3 % 26 35 2 (0.44+£0.15) 8 R K 4 (0.77+
0.19) B i FAI% (P<0.05) , ) 8h T F 364k K (100.0% ,
19/19) % & 5 K& 4 (69.64% , 39/56) W &k 1 &5 (P>
0.05)

2.4 EAKIRIGERE B R AR E ZIKE Cox LI
[l =3 RS TR S B s SR s, g R DI Jivee 42
7% IncRNA MEG3 A 7K P FEAIK . MEG3 J:[H i 2l +
Ak Sk = A iR 988 R 5 5 & it ST A S PR R (P<
0.05;%1),

2.5 IncRNA MEG3 483t & ik & 4= 7 AR S 5 £4K
W ARG B R MK R AL IncRNA MEG3 A1k
HOE R 0.68, <0.68 MALF IR, =0.68 =ik
4= Kaplan—Meier ML 4 B 278, IncRNA
MEG3 XA 5 & Lt E (A 5k 17.010H)
B R R A (PR 240 4 H ) B 845 48 (P<
0.001), MEG3 A H B 2H A J5 52 & Bisf 1] (Hr i 2
R 17.0 40 ) B AR FAL A (R A %50k 60.0 0~ H ) B
455 (P<0.05), WL,

3 it it

HE R S — i UL B ST R AR L 240 o it
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F1 75 BIEERERFEERZIMEZH Cox LL I VARBE LR 5347 45 R

% LZIHZ
ol —— MR
AR (95% B AR IXE])  P{E U L (95% B AR IXE])  PE
0.901(0.362~2.241) 0.823
PN (B ) 0.941(0.379~2.390) 0.898

ARATIRIAEFL (<9 em?/=9 em?)
JisEg IR RE CR 4 IR/ 2 DIRR )
iR 1R 2% (J2/17)

IR 5 (2 /15)

S EIZ KT (DI RETE/ O RETE )
MEG3 ik (<HPi /= i H)
MEG3 Ji&i 3+ H B4k (F Rk /AE T R 1)

1.919(0.755~4.880)  0.171
9.655(2.226~41.881)
3.512(1.904~7.981)  0.002
2.619(1.615~5.264)  0.013
1.662(0.598~4.618)  0.330
0.081(0.019~0.352)
22.363(4.548~153.975) <0.001

<0.001 6.643(1.982~19.627)  <0.001
2.738(1.465~6.059)  0.008
1.426(0.536~3.795) 0.477
<0.001 0.160(0.036~0.701)  0.015

11.835(1.769~84.109)  0.002
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E 1 Kaplan—Meier # & 57 IncRNA MEG3 A8 & A B4 P AR S L5 BB K )E L LMK F

IR 119 109%") o STAER , Bl 2 35 DRES 1 e
J¥ Ran Pull-down &5 R 119 % & , 1 22 IncRNA #% &
NS5 E Y2 R . Li 5595 A RNA-seq
FEAKF AR 1 i 5 22 M s AR AE o ARl 23k
319 IncRNAs #1722 41 5007, Hidf MEG3 J2 78
AR A 20 h RB A P R IHE 22—, Gejman
G\ MEG3 & R H 356 4 2 TG ) B 2 14 Big 9 v
MEG3 Fik Bl i) —Fh F st L HLl . A SCTETIRE
T 598 20 21 IncRNA MEG3 A X #6355 0] BT
fetER R iR, (e 5 IE W AU L, e 2
RE I T AR R A0 2 TC T RE A R, IncRNA MEG3
FEIRIKF- BB B REAG . B IE, FRATTHE BT IncRNA
MEG3 AJ fig £ 2 i TR B 98 8 3R 43 W I O AR I IR
TCT e IR 22 R AL A AR S e 3 B v R A A
o BRICLIAN , FRATAUESS , TR MR 4 2T MEG3 %
R E R T RE SRR sh FH R . X5
Gejman ZEMURF S 4516 —80. 1AM, AT LB MEG3
RFRIE T RS2 5 e (A R R 5 52 R i B vy [
2, UL MEG3 FJ fig 5 gd &2 i ot 2653 13 6
5, T 30 6 50 [ 1T A8 A2 1) B 1 M8 AR TG ) e e

2R ILFRIMLE] . Uroda Z5¥% 3 MEG3 Fl p53 48
Z AR B IE 2, MEG3 (335 S350 p53 B A4
it SR A A pS3 TR I A 1 B T

(&% 3k]
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