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Clinical characteristics and prognosis analysis of liver metastasis in small cell lung cancer patients based on SEER da-
tabase Nie Liping™ , Pan Zhanyu, Jiang Zhansheng, Yang Yinli. ™ Tianjin University of Traditional Chinese Medicine, Tian-
Jin 301600, China
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[ Abstract] Objective To analyze the clinical characteristics and prognostic factors of small cell lung cancer (SCLC)
with liver metastasis (LM) based on the SEER database.Methods Patients diagnosed with small cell lung cancer were col-
lected from 2010 to 2015 using the United States Surveillance, Epidemiology, and Outcome Database (SEER database), and
used the American Joint Commission on Cancer (AJCC) 7th edition lung cancer staging system to perform tumor TNM stag-
ing on the cases. Patients with unknown metastatic organs, survival time, and race were excluded, and a total of 26 041 pa-
tients with small cell lung cancer were ultimately screened, including 6 937 patients with liver metastasis, there were 6 247
other patients with distant metastasis, and clinical data of patients with or without liver metastasis were compared. The Kap-
lan Meier(KM ) method and Log rank test were used to compare the overall survival rate (OS) and specific survival rate of
patients with and without liver metastasis from SCLC. The COX risk model was used to evaluate independent prognostic
factors in patients with liver metastasis from small cell lung cancer, and the impact of different treatment methods on patient

survival time was analyzed. Results  The incidence of liver metastasis in small cell lung cancer patients is 26.63%, ac-
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counting for 52.6% of all SCLC patients with distant metastasis. There were statistically significant differences in gender, ra-

diation therapy, survival status, primary site and surgery, year of diagnosis, T stage, N stage, and median survival time

among patients with or without liver metastasis (P <0.05). KM analysis found that the tumor specific survival rate and over-

all survival rate of patients with SCLC liver metastasis were lower than those without liver metastasis (P <0.05), while the

tumor specific survival rate and overall survival rate of patients with SCLC liver metastasis were lower than those of other

distant metastasis patients (P <0.01). COX analysis found that independent risk factors affecting the survival time of SCLC

with LM include age, gender, radiation therapy, chemotherapy, and T, N staging, as well as the presence or absence of

brain, bone, and lung metastases. Radiotherapy and chemotherapy can significantly improve the prognosis of patients with

SCLC liver metastasis, but the impact of surgical treatment at the primary site on the overall survival rate of patients was not

statistically significant (P>0.05). Conclusion The survival rate of SCLC patients with liver metastasis is low and varies de-

pending on age and gender. The prognosis of SCLC liver metastasis is worse than other distant metastasis patients. The

prognosis of SCLC liver metastasis patients in different T and N stages is significantly different. Radiotherapy and chemo-

therapy are beneficial for the overall survival rate of liver metastasis patients.
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Tab.1 Clinical characteristics analysis of small cell lung cancer patients with/without liver metastasis
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Tab.2 Single factor KM analysis of patients with SCLC liver me-

tastasis
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Fig.2 Analysis of the OS rate of SCLC with or without liver metastasis and distant metastasis between liver metastasis and other SCLCs
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Tab.3 Cox analysis of multiple factors affecting OS in liver metastasis of small cell lung cancer
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Fig.3 The impact of radiotherapy and chemotherapy on the overall survival rate of patients with SCLC liver metastasis
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(1.498 ~5.427) ], ROC ik /R, Hb ik Alb I . PLR &5 k¢ = 35 Bk & UM A8 5 & B TS AR R ROC il 46 F R
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Analysis of the relationship between Hb, Alb, and PLR with postoperative complications and clinical prognosis after
pancreaticoduodenectomy Yang Weizhong, Ding Shuo, Li Yurjiu, Su Zhan, Che Jinhui. Department of Hepatobiliary Pan-
creatic Surgery, Xuzhou Cancer Hospital, Jiangsu Province ,Xuzhou 221000, China
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[ Abstract] Objective To analyze the relationship between hemoglobin (Hb), albumin (Alb), platelet to lymphocyte
ratio (PLR), postoperative complications and clinical prognosis of pancreaticoduodenectomy (PD). Methods From January
2019 to January 2022, 102 patients with periampullary carcinoma (VPC) who underwent PD treatment in Hepatobiliary and
Pancreatic Surgery Department of Xuzhou Cancer Hospital were selected as the study subjects. After surgery, patients were
divided into an occurrence group of 38 cases and a nonoccurrence group of 64 cases based on the occurrence of complica-
tions. All patients were followed up for 1 year. According to the follow-up results, patients were divided into a poor progno-
sis subgroup of 35 cases and a good prognosis subgroup of 64 cases. The Hb, Alb, and PLR levels of patients in each
group were compared. Use Spearman correlation analysis to investigate the correlation between Hb, Alb, PLR levels, postop-
erative complications, and prognosis in VPC patients; Logistic regression analysis of risk factors affecting the prognosis of

VPC patients undergoing PD treatment; Draw a receiver operating characteristic curve (ROC) to analyze the predictive value
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of Hb, Alb, and PLR levels on poor patient prognosis. Results The Hb and Alb levels of patients in the occurrence group
were lower than those in the nonoccurrence group, while the PLR levels were higher than those in the nonoccurrence group
(/P =6 454/ <0001, 20.333/ <0.001, 30371/ <0.001); The Hb and Alb levels in patients with poor prognosis subgroup were
lower than those in patients with good prognosis subgroup, while PLR levels were higher than those in patients with good
prognosis subgroup (#/P=11.701/ <0.001, 26.741/ <0.001, 31.135/ <0.001). Spearman correlation analysis showed that Hb and
Alb were negatively correlated with postoperative complications in VPC patients undergoing PD treatment, while PLR levels
were positively correlated with postoperative complications (/P = —0.354/0.002, —0472/ <0.001, 0513/ <0.001). Hb and Alb
are negatively correlated with poor prognosis of PD treatment in VPC patients, while PLR levels are positively correlated with
poor prognosis (#/P= —0.326/0.003, —0.453/<0.001, 0.501/ <0.001). Logistic regression analysis showed that low Hb, low
Alb, and high PLR were average risk factors for poor prognosis in VPC patients undergoing PD treatment [ OR (95% CI) =
2.100 (1,046 —3.154), 2784 (1352 —4.217), 3463 (1498 —5427)]. The Receiver operating characteristic showed that the area
under the Receiver operating characteristic (AUC) predicted by low Hb, low Alb, high PLR and the combination of the three
was 0.724, 0.781, 0.801, 0.867, respectively, and the AUC of the combination of the three was higher than the single predic-
tion (Z/P=5.071/0.006, 5.687/0.001, 6.021/ <0.001). Conclusion The abnormal levels of preoperative Hb, Alb, and PLR are
closely related to the postoperative complications and prognosis of VPC patients with PD, and are risk factors that affect the

poor prognosis of VPC patients after PD surgery. The combined detection of these indicators has high predictive value for
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the poor prognosis of VPC patients after PD surgery.
[ Key words ]

ratio; Prognosis
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Tab.1 Comparison of Hb, Alb, and PLR levels between the non

occurrence group and the occurrence group
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2.3 2 W4 HEH Hb Alb PLR KFEE WG AR

WA A Hb Alb KPR T HUS REFEZH (P <0.01),
PLR /K- TS RAFEAL(P <0.01) , i3k 2,

R2 WG RIFWA S THUG A RIAE A Hb Alb PLR /K- 1
B (x=xs)
Tab.2 Comparison of Hb, Alb, and PLR levels between patients

with good and poor prognosis subgroups

N Ik

Hb(g/L) Alb(g/L) PLR

WG RIFA 64 112.69 £10.43 39.87 +£2.27 164.39 +22.37

WEARIWLA 35 89.36+ 7.42 27.36+2.14 313.05 £24.84
{5 11.701 26.741 31.135
P1{H <0.001 <0.001 <0.001

2.4 Hb Alb PLR /KF5 VPC £ PD AJ5 3 K .
TS BIAHIETE  Spearman AHFEPE/#T 78, Hb  Alb 5
VPC 35 PD RJ5 &I AR AAHSE (r = - 0.354
-0.472,P =0.002, <0.001),PLR K FE5REH %
JERIEAMSE (r=0.513,P <0.001), Hb Alb 5 VPC
BE PDRITHIE AR 2R (r = - 0. 326,
-0.453 P =0.003, <0.001) ,PLR /KFE5Fi )54 B
EIEAMX(r=0.501,P <0.001)

2.5 HE RAFWALS G A RO K I R 7R H
B2 WAL AR BMIL A 9 Bk (%R
95 e LR O R ) T AR B ) AR v i e AT D

AHA] AEBEE] AR R E AR B R E L
TRVERM L3, 2R L8 2A = L (P 4 >0.05),
JI_ILJ%%3O

F3 TG RIFIAH S HUS A R EE L ORI
Tab.3  Comparison of baseline data between patients with good
and poor prognosis subgroups

TS REFEH PR ARIH

meH (n=64) (n=35) X/tfi P

VEI (% ) F o 31(48.44) 18(51.43)  0.081 0.776
4 33(51.56) 17(48.57)

A (2 x5, %) 59.45 +12.78 59.86 £13.45 0.150 0.881
BMI(Z +s,kg/m?) 23.76 = 2.58 23.65%2.42 0.207 0.836
BRI [ 6(% ) ] 16(25.00) 10(28.57)  0.149 0.699
L 1% ) ] 7(10.94) 5(14.29)  0.059 0.808
L HESE [ (% ) ] 4( 6.25) 3( 8.57)  0.186 0.667

FARBA](x £5,min)  416.57 +89.75 423.58 +86.37 0.376 0.707
Al (5 +s,ml)  398.75 £92.46 405.75 £90.24 0.363 0.717
LT THES e (x 25,d)  2.41+« 0.78  2.65=+ 0.85 1.418 0.159
fEBERT ] (2 £5,d) 14.21+ 3.16 14.57+ 3.25 0.536 0.593

IR RE &4k 13(20.31) 8(22.86)  0.088 0.767
[B(%) ] ok 51(79.69) 27(77.14)
IR E A% (% £5,cm) 2.32+0.29  2.41+0.34 1.388 0.168
Wk R (% ) ] 26(68.42) 16(45.71)  0.240 0.624
BIMRTEE >200 IU/L 34(53.13) 21(60.00)  0.433 0.510
[f5(%) ] <20 IU/L 30(46.87) 14(40.00)

2.6 VPC 3 PD iRy WR MG N R o br - LU
VPC B3 PDRYr HUG (UG AR =1, U5 R4 =0)
PSR, DL EREE R P <0.05 T H Jy A A i,
FTZ R Logistic [BIH70HT, 455 7, Hb R Alb {1k |
PLR RKFEPER AT PD RS R VPC BE TR A R
AfER N ER (P <0.01) WLk 4,

F4 ZHEDNAT PDIGITH) VPC BE UG R GERH R
Tab.4 Risk factors for prognosis of VPC patients undergoing PD
treatment through multivariate analysis
A & B SE{i Waldfi P{§ OR{H 95% CI
Hb {i& 0.742  0.246 9.098 <0.001 2.100 1.046 ~3.154

Alb & 1.024 0.276 13.765 <0.001 2.784 1.352~4.217
PLR# 1.242  0.318 15.254 <0.001 3.463 1.498 ~5.427

2.7 Hb Alb . PLR %} VPC ¥ PD J&¥7 HiJs A B 1)
A 2% Hb Alb PLR il VPC 3 PD 357
WG ARR ROC ik, it & T (AUC) , 45
R R, Hb (Alb \PLR K = F KA #ill VPC H3 PD
BIF UG AN L AUC 435134 0. 724 .0.781 0. 801 .
0.867, =HBEAH AUC &5 TRATFFN (Z/P =5.071/
0.006.5.687/0.001 .6.021/ <0.001) , WL 1 .5,
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1.0F
0.8

0.6H

0.4p

0.2p

B 1 Hb Alb PLR #Uill47 PD if47 (9 VPC & BUS A R Y
ROC £k
Fig.1 Hb, Alb, PLR predict the poor prognosis of VPC patients

treated with PD Receiver operating characteristic

&S5 Hb Alb PLR Xt VPC [ PD if77 HilJ5 A B A TN A
Tab.5 Predictive value of Hb, Alb, and PLR for poor prognosis
of PD treatment in VPC patients

5 br WWiH  AUC 95%CI  HURE FRSE ZBIEH

Hbf£ 96.32 g¢/L. 0.724 0.616 ~0.831 0.781 0.657 0.438
Albfilt  34.02 g/L 0.781 0.684 ~0.878 0.672 0.829 0.501

PLR 7 286.85 0.801 0.715~0.886 0.641 0.886 0.527
=EBRS 0.867 0.799 ~0.935 0.719 0.953 0.672
3 1% i

PD JEiRYT VPC YR AR, A AR TR v 425X
W1 7 ST B R W) A AL, 4 — BHERE B SR
YR AT E WX WG AR ZH R 7 , IR PR
23 W BRI , WA RO A IR T T A5 I R E 1 A A
U AT S B R, RR A AR R I | RS 1Y &
AR 2. 94% 3. 92% , RWFFELA R EA W AS
—&,HPD RAKWEAEEE L FARLEE I W
LMEAS TR, S BOR 5 HA I K e A R AT B o
ABPFELR L AR, 102 BB FH A IH KT, MR ER T
37.25% (38/102) o [N 1L, T-#&—Ff l 58 19 07 sUPEAS
VPC 3 PD RJ5 I R AE HA B2l R o it
Sb, N VPC 835 AR5 5 k2 R e, S BUHUR X
e, OB Bl PR AR 54— M2 A 85 75
BE WU, LU e Ay O & s s

B BEFE 20 B SRR A | A IS I 15 0 xet
AR R IR AR S I AR KBS BAT E 2, U
X A S A T 8 ke i FL TR B 5 % L s HL A i) 52
W, EFTAEUEST Hb FE4E B i AR R 2R
A AR Hb 7K J2 52 W0 25 1 s S8 38 T 1k S7

FERNE . B & R ET Hb KF 516 3350
JokiEd f ARG I RIEM R A KRR EY] . AR5
7~ Hb K5 VPC S35 PD AR5 I ACE S il 5 A R OG
Y], Hig & m VPC 5 Wis A Rk 7 & 15 B
K., Hb K VAR B AV E TS 2, AR FAHL
RINERIIKE , H5 FEHUAGCRENRER T , R REAR4F
HUHCHTAN FEXT BLAAR B 3084, SR Hb K SF- 1 b Jd £ &
RIGHE G RAEFERAE o A% Hb K-y g 5 2 g
o i o b HA TR I A 2 AR 28, SRR R
Sy RAERER N R ECR RIS

N TR R AR AL KA S R S
B R T ORE R R AR R I R R AR AR I
X BIRHET Alb KPR, 8835 ARG IF &E & AR XU
M, A AR B TESE T RAT Alb ZKE AR, B
B E UG 2E ., AR R B R, Alb K5
VPC 3 PD RJ5 I &G LG AR XREY, H&
R0 VPC RS TG A R M7 BRI R . X & Alb
TAFERAG, VPC B AR5 H A RE S FiE A B & A XU
Sl . HJSEE T RETE T Alb KPR T, RN E
FRRAAME, Bi T B T B, MLAKRYK &2 BE 1 T B, XT4h
S R 2 A HEPTRE ) 22, AT 5 BOT AE 1 A& A2 R
Bt S o BEAbh, Alb S 0 M 2ot B 8 1 5, WO KPR
T F B AR S M B R RS HE T, B4 AR 5 I & AE
R AN BB & A KU

FAERFFE B0 PLR 7K - 5 £ Fh W i g 1)
S BRARRAE OC R T, HGE Zo b 0 Iifyed 1) T s LA 3
e AP {EL, AnvE S | B R SF . (HE T PLR KOF
5 VPC F ARG I LA K TR 956 RF e, A
ST AT IR, 45 5 7R, PLR /K 8 T S
VPC BE ARG H LAE LG AR ZR %D, HIR
RIATHEZE T PLR 2 S WML R 1 S IR A bR 54
SRR 5 U A0 B A, KT S T
FE AR FTAILAAR 5 M S o7 2 B N, B AR )5 I B E &
AU L AN, PLR K- T 5 2 BAILAAR 9 i /i K
SR S TR AN ARG kIR ) e B Kk Ak TR 1
R AL VEVE T, T30S I eg 4 i , 175 6 40 e ) 1
B, S IR B A 1A TR AR R 2 4 , 28 T G
iR FR AR T XU

A 5T 45 A0 7, Hb  Alb  PLR 156446 0 75 )
17 PDIRYTI VPC B F E A WU AN R B AUC Ff 57 &
435109 0. 867 0. 953, ¥75 T 1l Hb  Alb .PLR /KF-if
PhFEIN . #2718 Hb, Alb PLR 7K F-B & 460 %F VPC &
#H PD ARG KA UG A R BA B & B E. 287
JEUIA : Hb AR B R HLIACE RS A, e Th ik
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T RE, R A R R 22 e ) B, S R AR AT .
Alb 7P [ AR WA PN 2 P B o A B A ip , B FR AR S
2 AFF RGBS . PLR 7K Tl il b 4 i
V5 S VRO 22 A4 A T35 P I, O 200 D ) e A i A3
AR X 3 FEARIK A AN AE N 22 75 T S e f
FI B BT B0, SO R B REME R PRAL AT PD AR
Jri) VPC BHE TS

i 1 Jnid , R Hb  Alb PLR /K F- 5% 5 VPC
H PD ARJ5 KA IT RAE R BUR R R Y], Hog
VPC 8% PD RJ5 kAT A R ERH R, ik
RIS KX VPC 85 PD AR5 HUE A R BA K& 1)
A1
P28 5 BT A VR P W0 i vh 5%
& Tk A

My AP TR BSOS ST S R 1R SR &
AR SN TS R, BORHE AR, S 5 R E e
o0 B A AT ST
&% 3k
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BhAR FeeA, L, TN, KA R

FEATUH ¢ R B AERHE O (A 2L ) T H (LHGJ20200943 )
VB B 471003 YT EE & BH , Il B R R 2 I PR 15 2 5t/ Tl T - R 2 55— B B e 91X % e ol DR S MR
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(# ZE] BE VB DRSS 5 I ReTepr A8 b K L5 R 5 ik A i 2848 (VTE) Jm)ilk 2556 %
FHOGPE, Ak BEEX 2020 4F 1 A —2022 4 10 A R RHE K258 — B s B B X 2= B ils RANEHBOIA 1% e 98 28 5 145
BTN S, Gt I8 e N ARG s B VIR S 3 A~ A W VTE &4 (4 VTE 41 117 41, VIE 24 28 f4i]) Ry &8k i
SERERSIGOL O WSS 3 d BEIL DI REFE b [ D- AR (D-D) ifi /MR IEC(PLT) (BE i B ] (TT) (EE il 58 J52 g e
(PT) \£F4E2E s (Fib) (% AL &R 2B M5 BN [E] (APTT) ], Logistic MM ARG VIE A RFEmI R R , 210 TAE
FHEMZ (ROC) 43 BT BE ML DI REFE PR X ARG VIE KA i BUMANE . Spearman AH 3¢ Z 450537 R J 58 1Ml T RE H6 A 5 = 3
WSS REAHDCE , R WMm B 145 4] VTE R E% 0 19.31% (28/145) , /i kL &5 5 R A0 15.17%
(22/145) ;VTE KB FARRY B PRIK & 28 % TR E] 5 A5 D-D PLT Fib  APTT 3% & TR & EH X' (1)/P =
4.390/ <0.001 .8.332/0.004 .6.029/ <0.001 8. 146/ <0.001 3. 350/0. 001 .6.265/ <0.001 .2.921/0. 004 | ; J5 3 ik (=
ghEERL B RS D-D PLT Fib APTT &5 F A &% (1 =10.664 4.300.7.827 5. 114, P ¥ <0.001) , H 5 7Bk e
ZERERS ELIE M (r=0. 412, 0.371.0.386.0.403, P ¥ <0.001), 1 TT.PT 5 J& 3 Wk B4 45 5 8 To A 26 (r/P =
0.191/0.413 .0.201/0.365) , &M . F AN S5 ARG D-D PLT Fib APTT J} & A A5 VIE % A 37 /&%
HZ[OR(95%CI) =2.879(1.267 ~6.543) 3.155(1.381 ~7.209) .4.565(2.013 ~10.354) .3.653(1.576 ~
8.467) .3.926(1.652 ~9.331) 3.396(1.469 ~7.853) ] ; RJ5 D-D PLT .Fib APTT B & WA G VTE % 4 fy AUC
KT & FE bR W ( Z/P =2.945/0. 003 .1.994/0. 046 2. 011/0. 042 3. 186/0.001) , £&i¢ JENIE B ARG 5
MIEE %, ARJ5 D-D PLT Fib APTT 5 VTE K Jsy itk UL 4555 B 25 VI AH 3¢, B A5 A HOKSE X AR S5 VTE &4 B
— E A E

(iR]  WEess s Sk AR i ZEE 5 bk LS5 6 8% s BE D) RE 5 1M1/ T4L

[FES%ES] R364.1°5;R737.14 [ STEkdRIRAE] A

Correlation of coagulation function with postoperative venous thromboembolism and local lymph node metastasis af-
ter electroresection for bladder cancer Lyu Weichao, Let Xiaohang, Wang Tongtong, Wang Hongyuan, Zhang Jianguo.
School of Clinical Medicine, Henan University of Science and Technology/Department of Urology, New Area Hospital of the First
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[ Abstract] Objective To analyze the changes of coagulation function after resection of bladder cancer and its
correlation with postoperative venous thromboembolism (VIE) and local lymph node metastasis. Methods From January
2020 to October 2022, 145 patients with bladder cancer who were admitted to the Department of Urology of the New Area
Hospital of the First Affiliated Hospital of Henan University of Science and Technology were selected as the study subjects.
The incidence of VIE (117 patients in the non VTE group, 28 patients in the VIE group) and local lymph node metastasis
within 3 months after laparoscopic radical resection of bladder cancer were counted, and the coagulation function indicators
(D-dimer (D-D), platelet count (PLT), thrombin time (TT) Prothrombin time (PT), fibrinogen (FIB), activated partial thrombo-
plastin time (APTT). Logistic regression analysis is used to analyze the influencing factors of postoperative VIE, and the

predictive value of coagulation function indicators on postoperative VIE occurrence is analyzed using the receiver operating
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characteristic curve (ROC). Spearman correlation coefficient analysis showed the correlation between postoperative coagula-
The incidence of VIE in 145 patients with bladder cancer
was 1931% (28/145), and the incidence of local lymph node metastasis was 15.17% (22/145). Age, incidence of diabetes, op-

tion function indicators and local lymph node metastasis. Results

eration time and postoperative D-D, PLT, Fib, APTT of VTE patients were significantly higher than those of non VTE pa-
tients [ X (¢)/P=4390/ <0.001, 8332/0.004, 6.029/ <0.001, 8.146/ <0.001, 3 350/0.001, 6265/ <0.001, 2921/0.004. The postopera-
tive D-D, PLT, FIB, and APTT levels in patients with local lymph node metastasis were higher than those without (¢ =
10664, 4300, 7.827, 5.114, P<0.001), and they were positively correlated with local lymph node metastasis (r=0.412, 0.371,
0386, 0403, P<0.001), while TT and PT were not correlated with local lymph node metastasis (#/P=0.191/0413, 0201/0.365).
Diabetes, operation time, and postoperative elevation of D-D, PLT, Fib, APTT were independent risk factors for VTE [ OR
(95% CI) =2.879 (1267 - 6.543), 3.155 (1.381 —7.209), 4.565 (2.013 - 10.354), 3.653 (1.576 - 8.467), 3.926 (1.652 —9.331), 3.396
(1469 —7853)]. The AUC predicted by the combination of postoperative D-D, PLT, FIB, and APTT for postoperative VTE
was greater than that predicted by each indicator alone (Z/P =2.945/0.003,1.994/0.046,2.011/0.042,3.186/0.001). Conclusion

The coagulation function of patients with bladder cancer after electric resection is abnormal. Postoperative D-D, PLT, Fib,

APTT are closely related to VIE and local lymph node metastasis. Joint detection of their levels has certain predictive value

for the occurrence of VTE after operation.
[ Key words ]

Platelet count

Bladder cancer; Venous thromboembolism; Lymph node metastasis; Coagulation function;

P D8 A2 e PR DL S TR, W DR LR 2 1 AR VTE 4145 VTE 40 5 1 R0k L
FEYT 7R (B AR T e L2 AR5 2R B Ak AT i ol o, Tab.1 Comparison of clinical data between non VTE group and

WRFEBERE, SR MR % FAREME

VTE group patients

4k VTE 41 VTE 4

RE 5 R IS BESRL 4 , f MK A0 768 v I S i e, (Rl I WA (n=117) (ney) VA/ULE P
BRI/ AT, W — IR IR B AR PEER wiim%)] B 86(73.50)  20(71.43)  0.050 0.824

9, BIFR Sk 6 0K I A4 #4 ZE5E ( venous thromboembolism , o 31(26.50) 8(28.57)
o B = 1 . NP _ M (x5, %) 57.49£6.27 63.155.48 4.390 <0.001
VTE) ’ﬁﬁﬁ‘ﬁmﬁtfﬂtg‘%‘%*ﬁ X;F}E 7%%32114% . SR WL 68(58.12) 15(53.57)  0.499  0.779

20% ,HEFCL R EIE 17% ~25% 7 . BEILYIRE S+ H [1(%)] E5hloht  34(29.06) 8(28.57)

A S SN 300G BE UL FR B, 35 I TR DK il A4 T2 % KERPLE 15(12.82) 5(17.86)
56w P et o s . BMI(x +5,kg/m’) 23.19£1.94 23.41+1.86 0.543  0.588
A0 EEI D RE SR 5 MR A kR IR G ] AR [ (%) ] 20(17.09) 6(21.43)  0.288 0,591
HERJG VIE LA EM R E M, I soms [ 6i(%) ) 15(12.82)  4(14.29)  0.043  0.836
BB VIR G B SR KA VIE JadBik B 457 5% AIME LR 16(13.68) 5(17.86)  0.319 0572
B . } [H(%)] MR 10( 8.55) 8(28.57)  8.332  0.004

Y PP NG I\ 5210 4

EREARICME SO AR JS VTE KA FIACRE, IR iesesrts T1-12 70(59.83)  15(53.57)  0.365  0.546

WA VIE KA SRS HKYE  Hud i [1(%)]  T3-T4  47(40.17)  13(46.43)
s R Mk 90(76.92)  20(71.43)  0.372  0.542

1 BEREFE (W(%)] &% 27(23.08)  8(28.57)
1.1 fERER $EHL2020 42 1 H—2022 4 10 H i1 R <3 em  62(52.99)  13(46.43)  0.390 0.532

[#1(%)] >3em 55(47.01)  15(53.57)

FARHEE 25— B B BB X 2= B b PR ARSI 19
T 145 RRT RN 42, BT HE IR B2 MG 1 s bk
FEHRYIAR, ARG 3 4~ H & &4 VTE 438 VIE 44
28 i, 4E VTE 40 117 f5il, VTE 20 5 #4908 & 0 R
R AR TR & T3E VIE % (P <0.01),
FAbBER LA 22 R G EE L (P >0.05) , W& 1,
ARG LE B B A 3 25 B 2 o A A o (202001126) |, i
B MR R A R B I B S R .

1.2 Bl eebrie (1) 99 ARRIE  £F6 5 e a1z
PRfET R B WHIE S W2 3 5 A4 Be e v )

FARESE] (% £5,min) 270.69 £18.72 295.13 £21.46 6.029 <0.001
APl (> £5s,ml) 405.41 £33.58 418.95 +£36.27 1.887  0.061
WRELEERE Fl(% )] 29(24.79) 8(28.57) 0.170  0.680

ARFEAE R 5 R A5 I Hh P0G 7 5 5 el JRR 1 22 il By 2
(ASA)I~ M. (2) HEBRARME: RETE A4 VIE skt
R s P MR RGP & 5 5 9 T IBoRER: & 4
ARFTEEMIRE T E DIRE S H 5 K BT R 25 0 H s
s RETE VIE i s s Rl g I A6 (o ST BE 25 iR
I BT ARG ERNE & 5 SO F AR PR 2
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1.3 WFE RS ik

1.3.1  BEMLTIREFR BRI ARG 3 d 434l B 7 %ot
G WEIRRIDK I 5 ml, #0250 5 B IS Frilll . R
JH CS1300 4= H 2 i 8 73 B A (I 3R 58 BRI g oA
RN F] ) Al il 3 D-— 2R 4K (D-D) (ZF- 4k 2 11 i (Fib)
K- B it B sF (i) (TT) € i g ST (] (PT) 3% AL
G- L35 B E) ( APTT) 5 >R ] BC6700 4> | 2l 732
I 40 A AT A (9 20 2% B 7 2 A PR =) A6z o
/MR (PLT)

1.3.2 VTE RARH ARG AT E &) =Cktivi 3 4~
AL G BTN VIE kAR O, #7546 VIE 12 HBitn
WS B2 R i

1.3.3  Jaifibk EL A 5L RS 1 0 « e v Bt 7 30 D Jd i b £
SEEGRENG I, R AN CT-TWIN #25% CT (i &
BT A BR 2 F) ) 6 A ik B 45 56 8%, S Ve O R
R 5 P G, LAUMR B 45 LA > 10 mm 22 Xk Jmy EB bk
REATEZ A

1.4 ZEitJrik R SPSS 22. 0 3 f: Xt Bdli 4 it
O30T IERSM TR BERILL & £ 5 IR, A1) LR
FH o K50 5 THECFR IR (% ) RoR , A IR] R
Fx° Ko, S99 RER T Ridit 4250 (U) 5 AHSE A0
K H Spearman A 5¢ RE Mk s R 2 & Logistic
BE ARG VIE &AM fa ks N 2 5 R 21l TAE
FFIE(ROC) gl ZE VAN &8 1 D REFE AR X AR5 VTE & 4
TN EE . P <0.05 A Git2#E L,

2 g B

2.1 VTE KA KRk g R i ol e e g
145 5], J@ 58 T ARG R R R YIRS 3 S A A
Az VTE 28 f1](19.31% ) , Horb B OGRS TE 1 19
), ik 7€ 9 {5 Ry bk B 25 54 A 22 41 (15. 17% ) , KR
K SRRk EL A 123 i,

2.2 2HlBEIMYIAETE bR LS VIE U H AR5 3 d
D-D .PLT.Fib  APTT & F3E VTE A% (P <0.01),
TT TP 2 4 4, 2 R IE 24 L (P >0.05) , 3% 2,
LIRS N [ i S N 2 A B | R e i E
KA Rk 285 B F R 5 D-D (PLT [Fib (APTT 5

TREAE R B SR B (P <0.01) , iR &L
SRRtk LA 56 A 3 5 LR R ik L A5 e B TTPT
e, 2257 gt B (P >0.05) , i3k 3,

K3 AR LR B HE MG (229
Tab. 3

Comparison of coagulation function indicators in patients

with different local lymph node metastases

KRBTGS KA Rk 4G

o R BR(n=123)  fi(n=22) 0 PH
D-D(p.g/L) 2.45+ 0.26 3.12+ 0.33 10.664 <0.001
PLT( x 109/]_,) 224.68 +41.22 265.41 £39. 15 4.300 <0.001
TT(s) 17.26 + 2.91 16.15+ 2.63 1.670 0.097
PT(s) 12.48 + 1.14 12.50 = 1.12 0.076 0.940
Fib(g/ll) 4.00 + 0.31 4.57 + 0.34 7.827 <0.001
APTT(s) 32.04 £ 2.51 35.12 + 3.08 5.114 <0.001

2.4 BEMDIREREVS 5 R LA R A DG R
Ji D-D PLT Fib  APTT 5 J&y 3 b [0 &5 5% £% 52 1F AH ¢
(r=0.412, 0.371.0.386.0.403, P ¥ <0.001), ffi
TT PT 55 Ja) & bk B &5 %% 5% o AH 56 ¥ (/P = 0. 191/
0.413.0.201/0.365) .

2.5 ARJ5 VIE k4 LR EK Logistic [MIIH5#7 LA
B e g R B B YDA 5 5 & A VTE (IRE: &2 17,
BRU07) KA R, DL ERgE R P <0.05 T H (i
gpp i, JREARA) S A AR i 5T Z &R Logistics [1]
53T, 255 R, G BRI T AR B R R AR
D-D \PLT Fib | APTT 7K V- 34 Jy b e 9 ;B 5 B TR IS
VTE KA s fER R R (P <0.01) L3 4,

®4 BMEEFBUARE VIE RAEMZHE Logistic [
i
Tab.4 Multifactor Logistic regression analysis of VTE in patients
with bladder cancer after electrotomy
LU Y B SE{ Waldf§ P{i OR{E 95% CI
R 0.046 0.116 0.155 0.413 1.047 0.512~ 2.140

SRR 1.058  0.354  8.924  <0.001 2.879 1.267 ~ 6.543
FARBIEE 1.149 0.381  9.096 <0.001 3.155 1.381 ~ 7.209

= D-D 1.518 0.432 12.356 <0.001 4.565 2.013 ~10.354
= PLT 1.296 0.359 13.023 <0.001 3.653 1.576 ~ 8.467
= Fib 1.368 0.426 10.307 <0.001 3.926 1.652 ~ 9.331
= APTT 1.223 0.339 13.010 <0.001 3.396 1.469 ~ 7.853

&2 F VIE 45 VTE AN EHE ARG 3 d BEMINRETEIRILEL (3 +9)
Tab.2 Comparison of coagulation function indicators between non VTE group and VTE group patients at 3 days after surgery

Ml % D-D(pg/L) PLT( x10°/L) TT(s) PT(s) Fib(g/L) APTT(s)
4k VTE 41 117 2.46 +0.28 225.43 +40.19 17.13 +2.86 12.34 +£1.09 4.01 £0.29 31.85+2.43
VTE 41 28 2.95+0.31 253.56 +38.71 16.29 +2.71 12.61 +1.15 4.40 £0.32 33.41 £2.96

t{H 8.146 3.350 1.410 1.165 6.265 2.921
P{H <0.001 0.001 0.161 0.246 <0.001 0.004
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2.6 Bk I Ty B4 b 1IN B b AR A8 A DD R 2R
VTE BYHE 22 51358 10 2] BE G b TTI0 55 1t 5 16 v
YIARJG KA VIE M8 ROC il 2k, I35 th 6 i
F(AUC) , 45 871, D-D \PLT [Fib \APTT K P Bk 5
M A S5 %8 VIE 1y AUC 4335 2 0. 752.,0. 833
0.829.0.742 0. 932, B & U (1) AUC KT 4546 bn i
P ) AUC (Z/P = 2. 945/0. 003 , 1. 994/0. 046 ,
2.011/0.042.3.186/0.001) , i 5 [&] 1.

RS BEIMIIBESEAR U 55 e s B i VIR R A A2 VTE #940

{EH L4
Tab.5 Comparison of the value of coagulation function indicators
in predicting VTE in patients with bladder cancer after

electric resection

B ) 25

W oBE RNEE AUC 9S%CI BRI S *Eﬁ
H

D-D 2.76 wng/L 0.752 0.673 ~0.820 0.857 0.598 0.455

PLT 245.21 x10°/L 0.833 0.763 ~0.890 0.678 0.829 0.508

Fib 4.29 ¢/ 0.829 0.758 ~0.887 0.714 0.855 0.569
APTT 32.36 s 0.742 0.662 ~0.811 0.857 0.616 0.473
e il 0.932 0.878 ~0.967 0.821 0.889 0.710
1.oF
0.8}
0.6
g
2]
B — DD
E 4
— PLT
— Fib
0.2 — APTT
— AT

1 |
0 02 04 06 08 10
15t 2

1 BEIMDIRESEAR UG VTE ) ROC £k
Fig.1 ROC curve of postoperative VTE predicted by coagulation

function indicators

3 3t i

[ IesE VIE & A= L5 i/ T Ak i —Pi gt
FRYGERAT AL A DG, 6 T7 AN S AT 5 R
Vit , B T SR IR B . AT AR
7,145 Bl e 5 VIE &A% 8 19.31% , 5RE:HF
TR BRI VIAR S VIE fifii,
MERFAG VIE A bR &Y B SR

VTE J& B2 P9 B2 20 6 | /N L A 9 1 46 it PR+
FHEAEHZER, D-D ] S e il 38 N 25 4 2 i i G,

HE5ARJG VIE KR EIEAL ) KGR ER,
VTE kHHZE ARG D-D KF-mFAREAEH, HE Logistic
BHEAHIESAR S D-D KT R VTE & A (44 Sr
fER N2, #278 D-D &Kl AR J5 VIE & A4 X
B X AIAESE f T D-D 7K T i v] 805 40 i 2 1 41
LU T, i Az B8k 1 25 0K 52 7, AR o I VR A F s BEAR S
5 S I/ RS (2 A AR R R I R Ui A AR
HRE RS AR LA A, 4 BEE B 1k 1t X, R ) o6 I
ARJG D-D 7K, AREAR VIE KAz KUKE o I i i iod 7%
H R K T, TR S R A A0 et 3
Jin PLT Azl ™20 IR IR B B 5 003 S 95 , T
Fib /K- FH i 2 i A T A 6 R 2522 A ge gt R
R, VTE &EF ARG PLT Fib KPR ES, H
PLT Fib KF-ThE al 84 VIE & 2E XU, APTT i J
AL AR B, B IR A P ARG R
N,VTE KA H KRG APTT & FRE4EH, ARG
APTT 34 VTE %A (7 fE i 2, v g 5 VIR )5
JE% PO s R YA T B R A TG o L AR VR B i AR 0K
TEREEA . AN, ARIFFEL Logistic [ 5 504T BoR &
HAEPRIG AR [ VTE %K A4 00k <7 fa i P %
ARGER S REAERF AR AR R R R A T
EBEIRAS PR MR T . AR E M VIE KA
FFARBAE K, X 5RO T 45 FARRL, Hs A
GG il S R N R (6 R e R 1 L B NG 2 B
VTE kAR [FB A5 &M A G D-D PLT  Fib
APTT BRETM A JG VTE K48 AUC KT 4538 Fp 5
T, 32 7R BE A AL D-D PLT  Fib | APTT X} R J5
VTE & A HAG— & Bl (e

Jri T U EEL 5 5 A% O B O A 11 B AL RS AR AR, AR
ELEEEERE NG 0T, B I 2R S8 0S| 2F 4k 26 L A, T 3
in D-D A, HAS R A S A ARBETE S
REIR, R L8 & AE# ARG D-D K& TR
KAE, BT E S5 R B E A SR A i
IR EL S5 54 7% 1 T e Jis A 8 AR PR 988 I 2 e S IR S
#, PLT Al R A g J& Bl 2 20 Rc oo 28 1, 42 1
T ANMLEE RS, AT 55 R 2 R 2 A ECVE P, 356000 i 4 30 25
P, S /R SR A BB RE T, A 2 P e 40 i 346 A T
[ 5% S RN N 1 ks TN o B 8 N oot 2 e
HARJG PLT & TRk AE#H . HALE W] A8 b /M5
Jifr9E 0 A2 5 T M AR , AT 43I A A 1 R, i
KR A B 2 Tl DR AR 0 ek e 4 e 3 A 0 24 | A A
B, SETAE R R 56 8% . Fib n] 8005 BE 1 R 45, 4L 3
B KR AR AL U, I 2 5 A e R
RO APTT A5 4k 5 i 4 o 5% A% 5 U AR 6, A
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GERNR, JR AR A5 5 R K E ARG Fib  APTT 5
TARKA#, H Fib APTT 55 Ja) BBk I 45 5% #8522 1EAH
Feo M HIE N T AE R PLT Al B SRALASE I BisE &
GLah A e il Fib ZKF- T, Fib Al e 2e o 21 4t 1
F, 25 Mo A KR T e o 725 Fib  PLT 2 [W] 4
AT bR A M IR e RS AR AR A I BRI AR
HEEIML T, BUE APTT FE K

25 bR, B I e IR J5 & A VTE | JR) itk 2
LERERS % D-D PLT Fib APTT 7455, ¥ AR5 VIE %
A BT SE R B, B R BRI L 25 5 B 52 TEAH G, K
AR KPR S VTE & A2 BA I R BT E,
e RS S I 5 A S5 4055 245 0 I T W 0 A I 5 1 ) RE R
&, LIFEAR VTE %A XU
P28 52 BT A VR P W0 i v 5%
EE RIS

B AR E BRAL BT 5, ST TS R 18 SR E
EiB8 | AN R TSR ST T R, A R B
WSCH A TR B IRENR T, Gt 2SR SUIRE
52 3k
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(# ZE] BH UFEENUZRERE N (NMIBC) 4120 b MR 45 & 8 15 (RBMIS) 2 Foke 5 M Ik 24
(USP24) EH RIS ERRIUG LR Ak BEEL2018 4F 1 H—2020 4F 1 H P42 17 o0 & B ifg B2 E NMIBC
B 90 BIATHFE XGRS 40 AL sk AG I I S g 55 40 41 7 RBMILS \USP24 25 1134835 5 FL A AN [l I PSS BRARAE NMI-
BC {3 RBMI15 ,USP24 % [ 31K 25 5 ; Spearman BRAHIC /AT JB% e 4 41 40 b RBMI15 &5 USP24 5 (R A A G, Bl
i 3 4, i H Kaplan-Meier f£8 53047 ( Log-Rank £:%6:) RBM15 \USP24 & [ &35 % Jo itk e A= 47 HUs i 5 ; 2 I 2 COX
BRIy HT NMIBC 8 ot R LA TR g . &R @44l RBM15 USP24 [ FH R 43 31k 66. 67%
(60/90) 74.44% (67/90) , & FREZHAL 6. 67% (6/90) \11. 11% (10/90) , 2 54 i il 28 X (5 =69. 761 .73.739,
P #7<0.001) ., NMIBC 41414 RBM15 5 USP24 23k 2 IEAH:(r=0.716,P <0.001) ., NMIBC #4141 7§ RBM15 .
USP24 PR 5AE b 20301 T 1 6 3R 0 9 v 90 eb 2 500 w8 T B g 43 301 T/ Tis 390 9 B 23 AR 4% (x° /P = 11. 903/
0.001,10.866/0.001;17.457/ <0.001,11.433/0.001) , RBM15 BH:2H R 41 3 4F T 3k S8 A= FE 5643 3 h 45. 00%
(27/60) F190. 00% (27/30) . USP24 FH:LH FIFFELL 3 45 Tk B A 47243 3K 50.75% (34/67) 1 86.96% (20/23) ,
RBM15 [HYEZL \USP24 FH 1 4 B ARG iF J A 77 5 0 @ AIK T RBM1S B 1 41 . USP24 B4 4 (}*/P = 8. 057/0. 005 ,
15.379/ <0.001 ) ;COX # RIS Hr 45 R W], Mg 43300 T1 3 s #4905 203 \RBM15 [HPE | USP24 B2 NMIBC
BH T RAELE I ST R Z [ OR(95% CI) =1.614(1.227 ~2.214),1.917(1.319 ~2.799) ,1.839(1.228 ~
2.753),1.744(1.245 ~2.443) ], Z5i¢ NMIBC JE41 41 RBM15 USP24 ik 4T+, W5 i 40 B Ko B0 0 A
XK, JEF IR NMIBC 535 ok A A7 i ST FE B R & o
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Clinical prognostic significance of expression of ribonucleic acid binding protein 15 and ubiquitin specific peptidase 24
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[ Abstract] Objective To study the expression of ribonucleic acid binding protein 15 (RBM15) and ubiquitin spe-
cific peptidase 24 (USP24) in non muscle invasive bladder cancer (NMIBC) and their relationship with clinical prognosis.
Methods Ninety patients with NMIBC diagnosed and treated in the Oncology Department of Xi'an Central Hospital from
January 2018 to January 2020 were selected as the research subjects. Immunohistochemical method was used to detect the
expression of RBM15 and USP24 proteins in cancer and adjacent tissues. Compare the differences in protein expression of
RBM15 and USP24 in NMIBC patients with different clinical and pathological characteristics. Spearman rank correlation anal-
ysis was used to analyze the correlation between RBM15 and USP24 protein expression in bladder cancer tissues. Follow up
for 3 years and use Kaplan Meier curve analysis (Log Rank test) to investigate the impact of RBM15 and USP24 protein ex-
pression on the prognosis of progression free survival. Multivariate COX model analysis of the influencing factors of pro-
gression free survival prognosis in NMIBC patients. Results The positive rates of RBM15 and USP24 protein in bladder
cancer tissues were 66.67% (60/90) and 7444% (67/90), respectively, higher than that in adjacent tissues 6.67% (6/90) and
11.11% (10/90), with a statistically significant difference (X’ =69.761, 73.739, both P <0.001). There is a positive correlation
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between the expression of RBM15 and USP24 in NMIBC cancer tissue (»=0.716, P <0.001). The positive rates of RBM15
and USP24 in NMIBC cancer tissue were higher in tumor stage T1 and higher in pathological grading than in tumor stage
Ta/tis and lower in pathological grading, respectively (x'/P=11.903/0.001, 10.866/0.001; 17457/ <0.001, 11.433/0.001). The 3-
year progression free survival rates of the RBM15 positive group and the negative group were 45.00% (27/60) and 90.00%
(27/30), respectively. The 3-year progression free survival rates of the USP24 positive and negative groups were 50.75% (34/
67) and 86.96% (20/23), respectively. The cumulative progression free survival rate of RBM15 positive group and USP24
positive group was significantly lower than that of RBM15 negative group and USP24 negative group (x’/P = 8.057/0.005,
15379/ <0.001). The COX model analysis results showed that tumor stage T1, high pathological grade, RBM15 positive, and
USP24 positive were independent risk factors affecting the progression free survival of NMIBC patients [ OR(95% CI) =1614
(1227 -2214),1917 (1319 -2799), 1.839 (1228 —2.753), 1.744 (1245 —2443)] .Conclusion The expression of RBM15 and
USP24 is elevated in NMIBC cancer tissue, which is related to tumor staging and pathological grading, and is an independ-

ent risk factor affecting the progression free survival of NMIBC patients.

[ Key words]

24; Progression-free survival, Prognosis
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1 ik i 24 (ubiquitin specific peptidase 24 ,USP24) J& T
AR E AR R B SR EA EizZ R
DTEEE, RERZ RIS L B AR & B, i
Ja T b U 20 B 1 e 2 bR v USP24 iy ek B 3Rk
BEAT 0 i 38 20 MO 7, R HE IR AR AR T AR
30 3G I 1% JDE 96 2H 2 RBMILS | USP24 () &3k, 45
T I R S, BN o
1 ZEREFE
1.1 ImR%R ¥EHL2018 421 A—2020 4£1 A P44
i B B i RH2 IR NMIBC S35 90 4 9 F 524
%, 5 52 4], 2 38 4], 4EH 33 ~79 (63.17 £4.78) %
A 40 5] IR H - Fk 63 i, £k 27 15 i
A 53 : T1 151 50 4], Ta/Tis 1] 40 £51]; 95 3 73 9% - (IR 4%
SR b g 47 ), B SO R % T B9 43 4515 i Ok
/N: >3 em 29 B, <3 em # 61 fi], AWFIEIRIGEE
BEfE BEZE 51 2x R AL ESE 3 (2017MJ076) , % B
& R R 04 B s T s
1.2 ifilksebame (1) AbRHE: OB F Y2 S
RAE B e i v 1), 28 R i B W 4 12 W NMIBC
QEWIZIH , RBTARIEZ FAMIAYT ; Qh R TR FIBE S
BORLERE . (2) HEBRBRE : O-& IF HAL S BB

Bladder cancer,non muscle invasive; Ribonucleic acid binding protein 15; Ubiquitin specific peptidase

Q&I H I DI RERERT ; @G I ™ E IRIEHAE B
Wai T B 5 11 2D R B it 25 22 R T T AR ER AR

1.3 W& bR 5771

1.3.1  JFEesadi4l USP24 RBMIS & &0k AR
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RBM15 28 1A 8 (L SH M G o 7 T 4 Ha A%, USP24 k548
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Fig.1 Expression of RBM15 and USP24 proteins in NMIBC canc-

er tissue and adjacent tissues ( immunohistochemical stai-

ning, x 200)
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Tab.2 Multivariate COX regression analysis on the prognosis of
progression free survival in NMIBC patients
W% Bl SEf Wald{fi P ORff 95%CI
PB4 5 0.651 0.191 11.617  <0.001 1.917 1.319 ~2.799
PiEg 430 T1 1 0.479 0.140 11.706 <0.001 1.614 1.227 ~2.214
RBMI15 [HH: 0.609 0.206 8.740 <0.0011.839 1.228 ~2.753
USP24 [HH: 0.556 0.172 10.449 <0.001 1.744 1.245 ~2.443

& 1 RBMIS USP24 & HRIBTEA IR AR S HP LA [l(% ) ]

Tab.1 Comparison of RBM15 and USP24 protein expression in different clinical pathological parameters

i H % RBM15 [HE X i P fE USP24 [HH: P! P{H
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iU <3 cm 61 39(63.93) 0.636 0.425 45(73.77) 0.045 0.832
>3 cm 29 21(72.41) 22(75.87)

R g H Z Kk 27 20(74.07) 0.952 0.329 21(77.78) 0.225 0.635
Ik 63 40(63.49) 46(73.02)

FriryEg 2330 Ta/Tis 40 19(47.50) 11.903 0.001 23(57.50) 10. 866 0.001
Tl 50 41(82.00) 44(86.00)
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Characteristics of radionuclide gated myocardial perfusion texture in patients with breast cancer undergoing chemo-
therapy and its early predictive value for myocardial damage Ba Ya™ , Liu Lishui, Zulayati Kuerban, Xie Bin, Nazi Yi-
lihamu, Yao Juan. " Department of Nuclear Medicine, First Affiliated Hospital of Xinjiang Medical University, Xinjiang Pro-
vince, Urumgi 830011, China
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[ Abstract] Objective To analyze the characteristics of radionuclide gated myocardial perfusion texture in patients
with breast cancer undergoing chemotherapy and its value in early waming of myocardial damage after anthracycline chem-
otherapy. Methods One hundred and twenty-two patients with breast cancer who received regular chemotherapy with an-
thracyclines in the Nuclear Medicine Department of the First Affiliated Hospital of Xinjiang Medical University from January
2021 to February 2022 were included. After one course of chemotherapy, SPECT and echocardiography were used to detect
the patients' cardiac function and myocardial cell viability, and 40 texture features of myocardium were extracted through tex-
ture analysis; Follow up for 1 year, evaluate the myocardial damage of patients after chemotherapy based on cardiac toxicity
evaluation indicators, and divide them into myocardial damage group and no myocardial damage group based on this. The
clinical data of the two groups were compared, and the independent influencing factors of myocardial damage after chemo-
therapy for breast cancer were analyzed by Logistic regression; Use R language software to draw nomogram model, draw

correction curve and ROC curve to evaluate the internal efficacy of the model in early prediction of myocardial damage after
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chemotherapy for breast cancer. Results Following up for one year, 7 cases were lost, and out of the remaining 115 pa-
tients, 35 showed varying degrees of cardiac toxicity, namely 35 in the myocardial injury group and 80 in the non-myocardial
injury group. The phase standard deviation (SD) and phase histogram bandwidth (BW) of SPECT indicators in the myocar-
dial injury group after one course of chemotherapy were higher than those in the non-myocardial injury group (/P =2418/
0.017,2304/0.023). The energy, total energy, and contrast values of the myocardial damage group in texture analysis were
higher than those of the non-myocardial damage group (# =8.003, 6.178, 4911, P<0.001). Multivariate logistic regression a-
nalysis showed that increased SD, BW, Energy and Contrast were risk factors for myocardial damage after chemotherapy in
breast cancer [ OR (95% CI)=1480 (1.027 —2.134), 1615 (1.191 —2.191), 5953 (2247 — 15.766), 1.041 (1018 — 1.065)]; The no-
mogram model for early prediction of myocardial damage after chemotherapy for breast cancer was constructed based on in-
dependent related factors. The C-index was 0.915 (95% CI 0.889 —0.984), and the correction curve was close to the ideal
curve; ROC curve analysis of nomogram model showed that AUC for early assessment of myocardial damage after chemo-
therapy for breast cancer was 0.924, sensitivity was 0.886, and specificity was 0.838. Conclusion The texture features of
myocardial perfusion in early radionuclide gated imaging can predict myocardial damage after anthracycline chemotherapy
for breast cancer, which is of great significance for guiding clinical early myocardial protection and adjusting treatment plans.

[ Key words] Breast cancer; Myocardial damage; Anthracyclines; Nuclide gated imaging; Texture analysis
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Tab.2 Comparison of cardiac function between patients without myocardial damage and those with myocardial damage

W 151 %% LVEF(% ) LVEDV (ml) LVESV (ml) LAD(mm) AO(mm)
To O R E H 80 69.81 £6.47 72.89 £12.37 23.03 +6.79 30.38 £5.11 26.51 +4.25
O WEA 35 69.73 +6.41 73.22 +14.46 22.88 +7.02 30.59 +4.86 26.43 £3.57
i 0.061 0.125 0.108 0.206 0.097
P 1Y 0.951 0.901 0.914 0.837 0.923
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Tab.3 Comparison of SPECT indicators between patients without myocardial damage and those with myocardial damage

4 1115 PFR(EDV/s) SD(°) 15 (%) BW(°)
oL IR EH 80 2.64 +0.54 8.77 +2. 14 35.72 +5.19 29.32 +8.43
LW EH 35 2.66 £0.68 9.86 £2.41 35.64 +5.52 33.43 +9.61

i 0.169 2.418 0.075 2.304
P 0.866 0.017 0.941 0.023

R4 TLONHRFA SN F AT R E OIS PTRE LA (2
Tab. 4 Comparison of myocardial texture analysis characteristics between patients without myocardial damage and those with

myocardial damage

%x A LU BRI oMU FEH (n =80) DU FEH (n =35) B P1H
—Brgita Energy( x 10%) 4.46+  0.78 575+  0.83 8.003 <0.001
Total energy 10.12 = 2.25 12.96 = 2.31 6.178 <0.001
mean absolute deviation 54.39 = 8.92 54.41 = 7.79 0.011 0.991
Entropy 5.28 £ 0.38 5.31 0.29 0.417 0.678
Variance 5799.39 1 423.45 5725.44 £1 331.75 0.261 0.794
i SR AR Contrast 99.81 + 35.67 135.53 + 36.39 4.911 <0.001
Imel -0.57 = 0.08 -0.54 = 0.09 1.781 0.077
Imc2 0.996 + 0.004 0.997 + 0.002 1.402 0.164
Idm 0.16 = 0.04 0.15 = 0.03 1.324 0.188
Inverse difference 0.23 = 0.03 0.24 + 0.05 1.327 0.187
Inverse Variance 0.14 £ 0.03 0.15 % 0.03 1.645 0.103
Difference average 8.42 + 0.84 8.37 + 0.71 0.307 0.759
Difference entropy 4.27 = 0.29 4.25 + 0.27 0.347 0.729
Joint entropy 7.54 + 0.36 7.53 = 0.41 0.131 0.896
&S5 Logistic [T ZLIREE ALY T IS O IR T A RH DG A R
Tab.5 Logistic regression analysis of related factors of myocardial damage after chemotherapy for breast cancer
LiBSEY B1E SE {8 Wald K PE OR 1K 95% CI
Wi -25.530 5.115 24.910 <0.001 <0.001
SD 0.392 0.187 4.419 0.036 1.480 1.027 ~ 2.134
BW 0.480 0.155 9.529 0.002 1.615 1.191 ~ 2.191
Energy 1.784 0.497 12. 885 <0.001 5.953 2.247 ~15.766
Total energy 0.058 0.047 1.526 0.217 1.060 0.966 ~ 1.163
Contrast 0.040 0.011 12.478 <0.001 1.041 1.018 ~ 1.065
0 10 20 30 40 50 60 70 80 90 100
s 1. 01
SDE* ) 5678 9101112131415 2 0.8
= p
BW () 1020 340 5 f_ 0.61
—PGN R ——————————— =
Energy (X109 2 2.5 3 3.5 44.5 5 556 6.57 7.5 8 8.5 5 04 ——
Pl Ao . [ e
G 5070 60 50 100 120140160180200 220 240 # 4l 7 — Rk
B4 .
0 20 40 60 80 100 120 140 160 180
S Pa=R=sd 28 o 3 8 3 .
beltsiaie 0.06 0.30.60.9 0.99 ‘ 02 TW(EWL " i%& i R
B L PP L RS A B2 HZk FRR Y N AR E 2k

Fig.1 A column chart model for evaluating myocardial damage Fig.2 Internal correction curve of the column chart model
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Fig.3 ROC curve of nomogram model for early prediction of myo-

cardial damage efficacy after chemotherapy for breast cancer
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The effect of synchronous dose radiotherapy on bone metastasis of breast cancer and its influence on bone pain, PSA
and NGF levels Liu Xiaojing, Feng Changfu, Xu Zaihua, Xia Yang. Department of Radiotherapy, Friendship Hospital of Ili
Kazak Autonomous Prefecture, Xinjiang Province ,Ili 835000, China

Corresponding author: Liu Xiaojing, E-mail: bodil2015@ 163. com

Funding program: Natural Science Foundation of Xinjiang Uygur Autonomous Region(2019D01C213)

[ Abstract] Objective To observe the effect of synchronous push radiotherapy on bone metastasis of breast
cancer. Methods From December 2019 to March 2022, 92 patients with bone metastases from breast cancer were treated in
the Department of Radiotherapy, Friendship Hospital, Ili Kazak Autonomous Prefecture. They were randomly divided into an
observation group and a control group, with 46 cases in each group. The control group received routine radiotherapy, while
the observation group received synchronous push dose radiotherapy. Calculate the 5-week treatment effect of radiotherapy,
as well as the actual radiation dose to the tumor target area (GT'V), clinical target area (CTV), and planned target area (PTV).
Record the volume percentage of the 10 Gy and 20 Gy cardiac and pulmonary radiation doses; Compare the degree of bone
pain, serum prostate specific antigen (PSA), and nerve growth factor (NGF) levels before and after radiotherapy; Count the
occurrence of adverse reactions and investigate the repair of osteolytic lesions after 3 months. Results The disease control
rate in the observation group was higher than that in the control group (9348% vs. 7826% , X’ /P =4.390/0.036). The GTV
dose in the observation group was higher than that in the control group, while the PTV dose was lower than that in the
control group (/P =4932/<0.001, 4494/ <0.001). The volume of the heart and lungs exposed to 20 Gy of radiation in the
observation group was significantly smaller than that in the control group (#/P=2.975/0.004, 4.969/ <0.001). The degree of
bone pain in the observation group after 3 weeks of radiotherapy was milder than that in the control group (Z/P =2.285/
0.022). The levels of serum PSA and NGF in the two groups after 3 weeks and 5 weeks of radiotherapy were lower than be-
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fore radiotherapy, and the levels after 5 weeks of radiotherapy were lower than those after 3 weeks of radiotherapy. The lev-

els in the observation group were lower than those in the control group (F/P=13.746/ <0.001, 11.942/0.002); The overall inci-

dence of radiation damage in the observation group is lower than that in the control group (x°/P =4483/0.034). The repair

rate of osteolytic lesions in the observation group was higher than that in the control group ( x’/P =4.089/0.043).Conclusion

Synchronous dose radiotherapy for bone metastasis of breast cancer has a good effect, which can improve the local anti-

tumor effect, reduce the radiation dose endangering organs, accelerate the relief of bone pain symptoms, promote bone calci-

fication, and has high safety.
[ Key words)]
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Tab.1 Comparison of clinical data between the control group and the observation group
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HHR ARO[ B(% ) ]~ W 13(24.07) 16(28.57) 0.286 0.593
g8 12(26.09) 14(30.43) 0.215 0.643
A 6(13.04) 7(15.22) 0.090 0.765
ik 13(24.07) 11(19.64) 0.151 0.698
TR A 10(18.52) 8(14.29) 0.360 0.549
HHBEALIH(%) ] LV3 40(86.96) 38(82.61) 0.337 0.562
Z Kk 6(13.04) 8(17.39)
Z ZHMERBCH [ F(% ) ] BRI 14(30.43) 15(32.61) 0.050 0.822
ZHEIA 2( 4.35) 3( 6.52) <0.001 1.000
M SZ AR LR (% ) ] 16(34.78) 17(36.96) 0.047 0.828
PR Z RBP4 (% ) ] 17(36.96) 15(32.61) 0.192 0.662
R RN FZAR2 AR ](%) ] 10(21.74) 9(19.57) 0.066 0.797
AT INEIT IR [ ] (% ) ] 33(71.74) 32(69.57) 0.052 0.819
BEIYRIT LR (%) ] 10(21.74) 9(19.57) 0. 066 0.797

e R AL SHCH 56 M, X BRALE e B g kE SECH 54 4,

WMES R Z AR B R 2 R B R A K
ZAR2 B B A T N IR R SR RHAYT o
1.4 SEHRFRS5 7k
141 JRIFECR HOT 5 RS2 SeUAR I R 7 350
NFRIE AL 36T A . 58 2 2 M (complete remis-
sion,CR) : BB kL 58 T4 0%, FREERT ] =4 75 %
539 fif (partial remission, PR) : B R ki KR Z M
4 /N =30% (HH kLA S T O FREErt ] =4 J7 s Ben
FasE (stable disease, SD) : ‘B4 B kb fir K AR 22 A
> <30% SN < 20% , FRER i) =4 JA ;5 i
(progressive disease, PD) : ‘B %5 2 5 k- /% K #e Z2 Fl 8
M=20% ,FFLLmf ] =4 J&, B GIE = (CR +
PR +SD) /B4 x 100% .

1.4.2 ¥R i 2 47 5 BRF PTV CTV
GTV &I X 52 bR 7 i it o

1.4.3 0o it s 37 REAARAR - 40301 L8O JUE 2 it i
IR 10 Gy 20 Gy WA E 4 b, b5 2
AR 95% ~ 105% , 115 71 =[] ) fii 350 8 S 1
T <20% , SR RS ATR < 109 00 [ 5 K B 5
& <35 Gy,

1.4.4  HIRFE DRIl 3 (NRS) #E 17
F5E 30 ~ 10 F3, 43 F B 5 2 B AR Bk ™ 1, 58 5 AR

HHFETER A SR IECE o 1 ~3 RN R
PN 4 ~6 3R T BRI, 7 ~ 10 43 3R7R B IR,
VA I B A O R BT 3 R BT S AL

14,5 g bn R W R« 807 i LY 3 8 T S
JE, SR s R DKL 3 ml, 0 B B T MG IR AR
7, VAR A Uy R B2 R R A e 0 251U 50) A
) 1M V75 17 80 BR A SB J5L ( prostate specific antigen, PSA)
IRV, LIz (17 ) AR R AT RS ) TR f0 928 1k ik
IR o v AR 28 AR K T (nerve growth factor,
NGF) 7K,

1.4.6 AR N 27 (36 [ E S8 AE U 58 i i ML 8¢
PRI ERRAEY ) HRE 2 AR RO, A3 B R R L
TR RSP I AIE SO R PR %

147 ekt B0 BT 3 A1, eEGE
SESE TS S ER I B AAR O0 , Horh 58 A 85 A i A 1
kb oE B 5 TR A I B M kS S R T
T AR 50% LA L, 242R R X 2 ) ECT $9 42 €
HOTT A R THIE

1.5 ZEit*#J5ik R SPSS 22. 0 B b # A i
PO AR PRI x = s 4077, 2 41 1L 4R
FHRSEAEAS ¢ K56, AN [) I [] 1o %5 o B 52 0 2 5 22
IR THRCSTRE DI AR (% ) o, 21 IA) HE R
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xR SFGIORER ARG B . P <0.05 22 A
Gt E L,

2 # R

2.1 24APRCRILER BT 5 AR WSO 1
il 464 93.48% , v T xf BREH 14 78. 26% , 22 5+ AT G it
FRX(P<0.05), )F 2.

R2 RHRLLE VS TR B R R AR
e [B1(%) ]
Tab.2 Comparison of treatment effects between the control group

and the observation group

L
(%)
11(23.91) 25(54.35) 10(21.74) 78.26
WAL 46 0 19(41.31) 24(52.17) 3( 6.52) 93.48
U’ i U=2.092 x> =4.390
Py 0.036 0.036

4 piE CR PR SD PD

XPHRZH 46 0

2.2 2HHLIXFIE LR 2 4 CTV FlHE e = 0
Gt E R X (P >0.05) , W4 GTV Fl & T X% IR
4, PTV FIRAR T XA (P <0.01) , 3K 3,

R3O ORI L LR B B R AN [ DX o
W (x s, Gy)
Tab.3 Comparison of doses in different target areas between the

control group and the observation group

Mo B GTV CTV PTV

XF IR ZH 46 51.32+3.08 50.44 +4.21  49.21 +3.43

WEELH 46 54.27 +2.64  51.27 +3.35  46.16 £3.07
i 4.932 1.046 4.494
P {H <0.001 0.298 <0.001

2.3 2 LU WE B 7 BRI AR AR 2 A0 R
filiEhaz B 10 Gy 7 & AR B 4 25 53 G i 4 78 &
(P>0.05) . WEALOME LAl 32 16 20 Gy (R BU/NT
XTHRZH (P <0.01) , W5k 4,

R4 N IR G WUELH LRI B AL R0 O M R il & 52 )
HBULEL (xx5,%)
Tab.4 Comparison of cardiac and pulmonary radiation dose-vol-
ume between the control group and the observation group
Lo JE it
10 Gy 20 Gy 10 Gy 20 Gy
46 31.33+£2.65 9.28 £1.95 26.53 £3.05 12.09 +1.92

Aol Bk

XF IRZH

WL 46 30.52+2.78 8.11 £1.82 25.44 £2.86 10.24 +1.64
t{H 1.430 2.975 1.768 4.969
P{a 0.156 0.004 0.080 <0.001

2.4 2HEUTETE BRSO BT 3 s
HIRFE RO A (Z/P =2.285/0.022) , BT HI
BT S R 2 AE R BREREER TSI E X
(Z/P =0.349/0.727 .1.201/0.230) , W3 5.

RS OUHHRALS MEAFL R B A SR R A

ek [Hil(%) ]
Tab.5 Comparison of bone pain levels between the control group

and the observation group

41 5 mE B Tz HE

DO <= i i) 9(19.57) 17(36.96) 20(43.48)

(n=46) JUF3 8 11(23.91) 23(50.00) 12(26.09)

TS 25(54.35) 12(26.09) 9(19.56)

WEA WO R 7(15.22) 18(39.13) 21(45.65)

(n=46) BUF3JH  24(52.17) 14(30.44) 8(17.39)

TS 31(67.39) 10(21.74) 5(10.87)

Z/P Xt A M E 1.366/ 0.172 1.548/ 0.122 0.105/0.916
Z/P MEHNH 3.659/ <0.001 4.805/<0.001 1.303/0.193

2.5 2 HHUTHIEMBAR S LR ST R A,
JHOF 3 8.5 JE 2 41T PSA NGF 7K SEFAE, FLT 5
JEF AT 3 (P <0.05) , MARALIL PSA NGF /K
LT IR (P <0.05) , L4 6,

RO X IRALE LS TR B 5 B B IR bn S A
iR (& +s,ng/L)
Tab.6 Comparison of tumor marker indicators between the control

group and the observation group

4 Bl s} [i1) PSA NGF

Xif AR 2 i eRgil] 523.86 +82.47 664.82 £93.05
(n=46) e 3 4 406.57 +77.13 506.37 +79.21
T S 330.56 +72.49 401.37 +74.63

WL BT H 552.48 +91.32 692.38 +84.19
(n=46) W 3 4 352.05 +70.69 458.72 +75.56
ey 5 269.81 +68. 44 349.43 +68.22

F/P % B4 {E 72.332/<0.001  118.086/ <0.001
F/P WA NE 161.572/ <0.001  242.408/ <0.001
F/P 307 I 4 B {E 13.746/ <0.001 11.942/ 0.002

2.6 2 HRKE N R WRER AL SR AR K
AR T XA (P <0.05), 2 ZEaEml . 8 hmiE
SN B R IR T AR R A R B, 22 5 S
HEX(P>0.05) , W& T,

2.7 WEWAEERLE KU A WA e
FEAL 1451, R 54k 13 4515 X HRZH A DL 58 4 854k 5k 1]
FBATESAL 6 i, WEEE AW E e kB 0 30, 43%
(14/46) , & X IRALRY 13. 04% (6/46) , 2 %A Geit
Y (' =4.089,P =0.043) ,
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RT XM EWEH IR S B E AR RN R AR (%) ]
Tab.7 Comparison of adverse reaction rates between the control group and the observation group
HHl %5 A 5175 i3, 35 W R S PER
papitskiel 1~24 19(41.30) 7(15.22) 38(82.61) 10(21.74) 22(47.83)
(n=46) 3~4% 1( 2.17) 0 7(15.22) 3( 6.52) 2( 4.35)
Bt 20(43.48) 7(15.22) 45(97.83) 13(28.26) 24(52.17)
WELH 1~2% 14(30.43) 8(17.39) 39(84.78) 9(19.57) 13(28.26)
(n=46) 3~4 % 2( 4.35) 1( 2.17) 4( 8.70) 2( 4.35) 1( 2.17)
Bt 16(34.78) 9(19.57) 43(93.48) 11(23.91) 14(30.43)
/\/Z/Pfﬁ 0.730/0.393 0.303/0.582 0.261/0.609 0.226/0.635 4.483/0.034
39t i B MR AR S, Eak g SRR R AL HE ST A B T

B AE LI (B B UL, 24 o L A
Fers BE R 75% , AT PEA LAY o BEE B T B 5
FER L BT R R L SR T T R B
BAF 1L RACR , HLRERT I HEIR 5 Fe A, 455 XUBERREE |
LIRS VB IR SCRFAF AT 2R T IO IR R E BT TR
EH RO AATE — 8 SR BRI, 25 (1) e
TEH LU " A BRI RO T 790 45 (2) B DX 4 5
BOROT SRt AT AR B S SR T ] o PR, 3R
FEHARE 2 Ao )T AR A R

e 25 g Ay ] 819 A [ 08 DX 590 S 56 3 A
PP o A R S ) 4[] e R B AR X o ) X 41
UK, ELROTY JR 4 S O e T 4R S in i, A 1
TARRLIRS T I ] AR B U, S IO A L RA
WA SARIE o A7 2 0 T A A T P T
i A, K BRIR) 2D iy 7 ) A R R G AR AiE
KA R AAE " o ARG (W) A 4 ey i L
JHRARE B T R ST, A R I s WL 2 5 4 o A ] A B
S GO 5 AN TR B DGR o, A R 4 GTV
FR B g (PTV 50 S, 10 T3 oo 0 P ) A AN [ 5
DR B TR B i R . AT E— 2 A,
Oy 3 JAL\S JE 2 A PSA NGEF JK-F 28 TR, H.
WS T R B R . PSA (e PEAR N 274 T3
i\ B S AFE AR R R A R, PR L S R T 2R
TR R OK B, IR 4SS5 S2 R PSA LA
e 5 AR ARTVRCR L& RN 73 1 PSA R, S BUL
FEILE 5 RS i PSA KF-HR AT
A M A, R Aol A R MR L, g PR A B A
PRSP FIFAEE S . NGF HA i ik 3L R 40 M i
A, TR R i AR R N T 1, A S A0 M
FEMELEE 3 S8/ 85 FORE B £330 %, 380 i 40 i
DNA - Ji#%6 i hIAF , 38 i i Ab 5 B XU 7 [
I} NGF BEi i 52 i Jif e 4 13 1 2 13 R 2 3 e A
it A ) 400 e 00 10 286 BREVE L A BTl g
AL REMERE " o PSA NGF 357 AT 1 LIS 5 56 8%

HE— A ARG OR . T 3B i AR LR A
TR IR A0 B, 45 72 PR 0 ke B s kIR 50 A B T
SRR R 5 R A R e A e AR R P R T
fire Tk RRICTT 30 3 A1 347 50 P R B, A6 42 T 1 3 4180
005 Al o s ek g, X R v T AR A B
/ﬁz}zﬁ[l%lsj .

RS L T iR R B R
B RS TR 2N AR 2R T 4 S A 3
P 7 I B P REER , LI 7 (A0 st R ] Bl 2 L
224N IBRRRBE IR T FLIR RS IR 2R PO 1 R i
BRI . ARBFIE R B, T S R 2 B R R
TEH 25 S THOT 3 8 LS L 9 AR B A 0] B A o
8 B ) B T A B T IR G . B
BEPR TR TR AR SR E AR E
JSE TR, T T AT AR I AN, 3 R I
LR AR AL A T, AT B TR R, 5 T ) A4
RO T R A R SR S A R 4 o R, A B T 4 G
R 2 B2 B, LS L B
Fli3 32 B8 20 Gy PRFR/INT A BRLH, FLCH M40 005 % A
ST, 3 Ui A [ A5 4 de iy AT 3 5 e 118 1% 28 T TR
SHARFR LK B RS T3 005 18 B 19, 3878 55 B0k
T AH HCEA B 2 A

AW — L GETT T 07 5 7B A A5 AL 0
BEFE RIS 56 T IH 77 T 9 R0 A 2, 205 S S 7 WL 4
VR E R TR IR, — AN, BT R
VER BB R JC BB S AR R, B A8 R 2 e U
TRk AE LB AR TR N B S, HOOR O e 2 TR
FEHPAFRINESE P A S 4% SR 2 WO X
J M 2 A RO T, HLJBE PR AT RETE T RCPT AT A AR K
Pl 200 ML, 90 s 9 200 L RGP B PR IR, 45 U R
RS N B P R RO A B T s B s 2 AR
FH T [0 A5 4 F 7 T 7 3 HUOT il 5t — A5 348
POMIRROR , LR BESZ 38 RS (k. f s th i 2, AR
FE BTN 1A A J T Bl 20 , 6 T [R) A5 4 ey o
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#ibi
i 3 o0 5 < AT A 7 R 2 o
W%ﬁﬁ%m

Bed DO 3, S Tl 1 i SRS s B F 48
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TOP2A BKG miR-21 K )7 & 55098 I T
N E PEAL R E

VLR I ek = a2 SHE .

HEWH : Wb A RRLEI LI H (WJ2019A265)
YE& BT : 430000 2RI, ROUTT A =B e =B (O f il RAT 228k HHE RS ) 5430060 s 2E N R B B lc =R (HEdh)
SEAEVEH . T, E-mail : kivi2008@ 163. com

(# ZE] BH# SV HINRAE T o(TOP2A) B miR-21 K504 & B i X WU A i, &
PEFE 2015 4F 1 H—2016 4F 12 A RIUATH = BERE AU 22 A R EE B id = FH2 iR B S B0 B3 (CVC 41) 80 fil J2
1R PEPO 8E (CON 41)45 BISRRFSERT 4, >R F S0 225 %€ & PCR (qRT-PCR) #;:11 CVC 2 il CON 21 = #i2H 41
TOP2A J miR-21 K3k, Hh#g CVC 4[] I PR s 28 R 2 b i jgd 20 20 TOP2A f miR-21 ik 925 55 2041 TOP2A |
miR21FX 5AFHNCR . RAZKE TAEFHE(ROC) 4534 TOP2A F miR-21 Tl & 5 1 AR HUS A B A4
{8 ; ZHE Logistic MIAATE IR T AR KR, 4R CVC 4185 WREA L TOP2A J miR-21 REH B EHTF
P50 4 . CON 21 (F/P =83.181/ <0.001,106.861/ <0.001) , 4k AR b A =505 G3 UZ IR IETRE =
172 Ak S FIGO 4TI + VI 38 TOP2A Je miR-21 K3k s T WA BE h— i 40 fk (2= 0 4G + G2,
WUZ B EHEE < 172 ok g5 % T + TR (TOP2A . +/P =15.341/ <0.001.9. 687/ <0.001 .18.459/ <0.001 ,
9.812/ <0.001 .21.722/ < 0. 001 ; miR-21:¢/P =9. 052/ < 0. 001 . 10. 441/ < 0. 001 ,17. 391/ < 0. 001 . 8. 457/ <0.001 ,
18.236/ <0.001) ,CVC 41 & %isi TOP2A=1.82 H miR-21=1.36 & i £ FHILF TOP2A <1.82 5 miR-21 <1.36
8 (Logrank =8.645,P =0.003) , TOP2A, miR-21 J ZFH G FIE i 1 FHUS A R A2 mAR (AUC) 4351
0. 815 .0.831.,0.927 , " F B A1) AUC 2 (Z/P =2.542/0.018 2.218/0.021) , A LEEEE (RN b (A Z12 43 2% G3 |
WUZRETREE =172 A ME L% FIGO #4111 + IVH] TOP2A ik =1.82 miR-21 Fik=1.36 & ITFEIL T
SfER R Z [ OR (95% CI) =1.978 (1. 134 ~5.792) 2. 085 (1. 027 ~5.092).2. 252 (1. 131 ~ 4. 877)
3.425(1.361 ~5.082) 4.297(1.245 ~6.138) 2.654(1.189 ~6.712) 2.512(1.182 ~5.956) ]|, &t ‘HIUEEE
g 214 TOP2A Jz miR-21 FRik WETL &, S0 A 42250 % U2 RIE TR B Ok 45 8 (FIGO 43 iAH ¢, ]
VER B U IE RS TPAN AR ) . TOP2A B miR-21 Aar I AT i 25 4 g 00 2 350 1005 AS R B9 (AL

[X8iA]  =HIUE; MINFAEG T o miR21 551 ; WU ; 6 KM E

[FES%ES] R737.33 [ ktRiE] A

The value of TOP2A combined with miR-21 detection in evaluating the condition and prognosis of cervical cancer
Wan Jingjing” , Yao Li, Li Menglin, Gan Yanling, Wang Jing. * Department of Obstetrics, Wuhan Third Hospital, Hubei
Province, Wuhan 430000, China

Corresponding author. Wang Jing, E-mail: kivi2008@ 163. com

Funding program . Natural Science Foundation of Hubei Province ( WJ20194265)

[ Abstract] Objective To analyze the value of Topoisomerase II o (TOP2A) combined with miR-21 detection in e-
valuating the condition and prognosis of cervical cancer. Methods  Eighty cervical cancer patients (CVC group) and 45 cer-
vical benign disease patients (CON group) who were diagnosed and treated in the Obstetrics and Gynecology Department
of Wuhan Third Hospital and Wuhan University People's Hospital from January 2015 to December 2016 were selected as the
research subjects. Real time fluorescence quantitative PCR (qRT-PCR) was used to detect the expression of TOP2A and
miR-21 in cervical tissues of the CVC group and CON group, and to compare the differences in tumor tissue TOP2A and
miR-21 expression in different clinical and pathological factors in the CVC group. Analyze the relationship between TOP2A,
miR-21 expression and survival. The value of using ROC curves to analyze TOP2A and miR-21 in predicting 1-year poor

prognosis of cervical cancer; Multivariate logistic regression analysis of risk factors for cervical cancer death. Results The
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expression of TOP2A and miR-21 in tumor tissues of patients in the CVC group was significantly higher than that in adja-
cent cancer tissues and the CON group (F/P=283.181/<0.001, 106.861/ <0.001). The expression of TOP2A and miR-21 in pa-
tients with low differentiation, histological grade 3, depth of muscle infiltration = 1/2, lymph node metastasis, and stage Il +1IV
was significantly higher than that in patients with medium to high differentiation, histological grade Gl + @, and depth of
muscle infiltration <1/2 Patients without lymph node metastasis and stage I+ Il (TOP2A: #/P=15341/<0.001, 9.687/ <0.001,
18.459/ <0001, 9.812/ <0.001, 21.722/ <0.001; miR-21: /P =9.052/ <0.001, 10441/ <0.001, 17391/ <0.001, 8457/ <0.001, 18236/
<0.001). The median survival of patients with cervical cancer TOP2A = 1.82 and miR-21 = 1.36 in the CVC group was low-
er than that of patients with TOP2A <1.82 or miR-21 <136 (Log rank =8.645, P=0.003). The area under the curve (AUC) of
TOP2A, miR-21, and their combination for predicting 1-year poor prognosis of cervical cancer were 0.815, 0.831, and 0.927,
respectively. The combination of the two had the highest AUC (Z/P=2.542/0.018,2218/0.021). Low differentiation, histologi-
cal grade 3, depth of muscle infiltration = 1/2, lymph node metastasis, FIGO stage IIl + IV, TOP2A expression = 1.82, miR-
21 expression = 136 are independent risk factors for cervical cancer death [ OR(95% CI) =1978 (1.134 —5.792), 2.085 (1.027
-5.092),2252 (1.131 —4.877),3425 (1361 —5.082), 4297 (1245 - 6.138),2.654 (1189 —6.712),2.512 (1.182 — 5.956)] .Conclusion

The expression of TOP2A and miR-21 in tumor tissue of cervical cancer patients is significantly increased, which is related
to the degree of differentiation, histological grading, depth of muscle invasion, lymph node metastasis, and FIGO staging. It
can be used as a biomarker for evaluating the condition and prognosis of cervical cancer. The combination of TOP2A and
miR-21 detection can significantly improve the predictive value of poor prognosis in cervical cancer.

[Key words]  Cervical cancer; Topoisomerase II o;; Micro RNA-21; Disease condition; Prognosis; Clinical value
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Tab.3 Relationship between the expression of TOP2A and miR-21 in cervical cancer tumor tissue and clinical pathological factors
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Fig.1 ROC curve of TOP2A and miR-21 predicting 1-year poor

prognosis in cervical cancer
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Tab.4 Comparison of the efficacy of TOP2A and miR-21 in pre-
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Tab.5 Logistic regression analysis of risk factors for death in cer-
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[ Abstract] Objective To investigate the expression and clinical significance of lysophosphatidylcholine acyltrans-
ferase 1 (LPCAT1) in cervical cancer. Methods ~ One hundred and sixty-three patients with cervical cancer who underwent
gynecological surgery at the First Affiliated Hospital of Hainan Medical College from January 1, 2012 to December 31, 2022
were selected as the observation group, and 77 patients who underwent total hysterectomy for uterine leiomyoma during the
same period were selected as the control group. Immunohistochemical method was used to detect the expression level of
LPCAT!I protein in cervical cancer tissue and normal cervical tissue, and the differences in clinical pathological characteris-
tics of different cervical cancer patients were compared. Kaplan Meier method was used to analyze the relationship between
LPCAT!1 protein expression and postoperative prognosis of cervical cancer patients. Cox regression model was used to ana-
lyze the influencing factors of postoperative prognosis of cervical cancer patients. Results The high expression rate of LP-
CATI protein in cervical cancer tissue is significantly higher than that in normal cervical tissue (x° = 18.509, P<0.001); High
expression of LPCAT]I protein in cervical cancer tissues with FIGO stage III-IV, infiltration depth > 1/2 muscle layer, lymph
node metastasis, high differentiation in tissues higher than FIGO stage I-II, infiltration depth < 1/2 muscle layer, no lymph
node metastasis, and low differentiation (xZ/P=5.501/0.019, 20463/ <0.001, 5.979/0.014, 21.675/ <0.001). The overall survival
rate of individuals with high expression of LPCATI protein is significantly lower than those with low expression (x’ =4.791,
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P =0.029); FIGO staging stages III-IV, tumor infiltration depth >1/2 muscle layer, lymph node metastasis, medium to high dif-

ferentiation, and high expression of LPCATI protein are independent risk factors for postoperative prognosis of cervical
cancer patients [ HR95% CI) =1.564 (1284 —2.122), 1.376 (1.069 — 1.972), 2.439 (1.300 — 3.950), 2.690 (2.049 - 3.699), 1.302
(1.068 —1.590)]. Conclusion The LPCATI protein is highly expressed in cervical cancer tissue, and its high expression can

indicate poor postoperative prognosis in cervical cancer patients. LPCATI protein may have the potential as a biomarker for

early diagnosis and prognosis prediction of cervical cancer.
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[# ZE] BHE SPr2E8ER A mms (AML) B4 M LncRNA XIST miR-196b ik 5 I PRFHARE LK BiUfS
FIXFR, FiE HEE2016 453 H—2020 4F 3 A 52 BERFR 2% MR B2 B 0l RIS AML 35 88 4y AML 4,
73] 48 5 o R Ay R 40 467 g { B o L2 SR FH S ) 5% O 2 3R G 4 S 1% ( RT-qPCR) 35 460 I 1 3% LncRNA
XIST .miR-196b &3k, HLHA [B] i s BRARAE AML 52 3% 13 LoncRNA XIST . miR-196b ik % 5, 23 #7 LncRNA XIST
5 miR-196b > [A]#H G LA % LncRNA XIST .miR-196b 5 AML BB ¥ B X R, &8 AML 4 7% LncRNA XIST,
miR-196b 253k &5 T %t B4 (/P = 12. 820/ <0.001 ,14. 405/ <0.001) . NCCN 4354 &5 f BE/MEE | F40M 5 =
10 x 10°/L #) AML 3 1137 LocRNA XIST \miR-196b ik 2. %755 T NCCN /34K /e  JCBESMNZIE | (40 %1 < 10 x
10°/L () AML ## % (LncRNA XIST: t/P = 8. 410/ < 0. 001 . 5. 830/ < 0. 001.5. 430/ < 0. 001; miR-196b: t/P =
7.261/ <0.001 .5.658/ <0.001.10.329/ <0.001) , AML F 3 I35 LncRNA XIST 5 miR-196b 3235 5 IFAH 3 (/P =
0.423/ <0.001) o7 LncRNA XIST %3k 55 miR-196b Fik AML B3 0S ZALTFAL LncRNA XIST %3k ik miR-196b %
K (*/P=12.290/ <0.001.5.413/0.012) , Cox [H[JH43H7 7% , NCCN 434 /&5 & BESMEIE . 3 4% =10 x 10° /L.
5 LncRNA XIST #53k | i miR-196b £k 25 AML B4 B A R WG K FE[ OR(95% CI) =1.881(1.201 ~
2.947) 1.540(1.113 ~2.133) .1.484(1.180 ~1.767) .1.655(1.172 ~2.337) .1.508 (1. 171 ~1.942) ], #5it AML
FBA MY LncRNA XIST \miR-196b A1, H5 AML I PRI BURAE LA RAS R TS 1R A 6
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The expression and clinical significance of serum LncRNA XIST and miR-196b in patients with acute myeloid leuke-
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[ Abstract] Objective To investigate the relationship between the expression of serum LncRNA XIST and miR-
196D, clinical pathological features, and prognosis in patients with acute myeloid leukemia (AML). Methods A total of 88
AML patients admitted to the Hematology Department of Inner Mongolia Medical University Affiliated Hospital from March
2016 to March 2020 were selected as the AML group, while 41 health examination volunteers from the hospital during the
same period were selected as the healthy control group. Real time fluorescence quantitative polymerase chain reaction (RT-
qPCR) was used to detect the expression of serum LncRNA XIST and miR-196b. Compare the expression differences of ser-
um LncRNA XIST and miR-196b in AML patients with different clinical and pathological characteristics, analyze the correla-
tion between LncRNA XIST and miR-196b, and the relationship between LncRNA XIST and miR-196b and the prognosis of
AML patients. Results The expression of serum LncRNA XIST and miR-196b in the AML group was higher than that in
the control group (¢/P=12.820/ <0.001, 14405/ <0.001).The expression of serum LncRNA XIST and miR-196b in AML pa-
tients with NCCN grading high-risk, extramedullary infiltration, white blood cell count =10 x 10°/L is higher than that in NC-
CN grading with low to medium risk, no extramedullary infiltration, and white blood cell count < 10 x 10°/L AML patients
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(LncRNA XIST: #/P=8410/ <0.001, 5.830/ <0.001, 5430/ <0.001; miR-196b: /P =7261/ <0.001, 5.658/ <0.001, 10.329/ <0.001).
There is a positive correlation between serum LncRNA XIST and miR-196b expression in AML patients (/P =0423/ <0.001).
The OS rate of AML patients with high LncRNA XIST expression and high miR-196b expression is lower than that of low
LncRNA XIST expression and low miR-196b expression ( x’/P=12290/ <0001, 5413/0.012). Cox regression analysis showed
high risk of NCCN grading, extramedullary infiltration, and white blood cell count = 10 x 10°/L, high LncRNA XIST expres-
sion, and high miR-196b expression are risk factors for poor prognosis in AML patients [ OR (95% CI) =1.881 (1201 —2.947),
1540 (1.113 —2.133), 1484 (1.180 — 1.767), 1.655 (1.172 —2337), and 1.508 (1.171 —1942)] .Conclusion The expression of Ln-
cRNA XIST and miR-196b in serum of AML patients is increased, which is related to the malignant clinical and pathological

characteristics of AML and the occurrence of adverse prognosis.

[ Key words)

= PEBE £ F1L% (acute myeloid leukemia, AML) &
S5 L B — 4R 28 1 2 e ot R PR, RS R 7 A i 4
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il RNA X e 68 A % 7% 47 5 1k %% 5% IRl F ( LncRNA
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AML; Qi PRBTRL 785 ; @7 2 Blivi . (2) HEBR AR
OB TR 1 3 AV MR, b dn 2 ik 2 240
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1.3.1 LncRNA XIST .miR-196b FEiAf M . AML B
NG H (g RREOOT IRZH R ARG 24 H ) SR A 25 IR A1 Ji) i ik
I3 ml AT, B B S L2 S O, B
FEW - 80°C PRAFAFR o BRI 5 AE AR >R FH 1L RNA
o3 E ) & (38 1 FE BT W) i R T A 4R RS
RINA, S5Ol &8 e i VK 2 U G (8 260,280 7E 1. 8 ~
2.0 ¥ 3 RNA, % ] RT-qPCR it %] & ( 22 [E Promega
NED B RNA 485 558 ¢cDNA, Real-Time qPCR iz
A& (78 QIAGEN 24 #]) ,7500 s2i} PCR £ 48 (3 [
Applied Biosystems 2\ ] ) € 5 Kl LncRNA XIST . miR-
196b %3k, 2| ¥ ¥ 51 LncRNA XIST, iF [i] . 5'-AAT-
GACTGCCACTGCTGGG-3', Jz [n], 5'-GTGTAGGTGGT-
TCCCCAAGG-3’;miR-196b, 1F Ja] ,5'-TAGGTACCACTT-
TATCCCGTTCACCA-3', % In], 5'-ATCTCGAGGCAGG-
GAGAGAGGAATAA-3"; U6, IF [1, 5'-CTCGCTTCG-
GCAGCACA-3', )% [n],5'-AACGCTTCACGAATTTGCGT-
3’0 WA :95°C 15 min 94°C15 5.55°C30 s.,70°C30
s, 340 MG, AR Z : Power SYBR® Green PCR
Master Mix 2.5 pl, ¢cDNA 2 wl(12.5 ng) ¥ 55514,
RNase-Free ddH,0 21 pl, LI U6 HNZS, KH 2 ~AACGHy
I LncRNA-XIST .miR-196b A%} ik .

1.3.2 Ffiyi: AML 8835 H B f5 240 300 v 4 Bl 17 LA &
MN2EEBI1HEE3ANMAEE IR, ZEB6MHE
A1 BT 2023 4R 3 H, il st E A,
SAAHH(0S) & Lo 312 W 3 T A Ji K 58 T2 5 i
J& — UK B 7 s ]

1.4 Geitsdrik SRA] SPSS 25.00 Btk A 7 8ds o
Bro FFEIESI M EGORILL & £5 o, A TR
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K FHIAST FEAS ¢ #4656 ; Pearson AH ¢ /3 81 LncRNA XIST
5 miR-196b Z [a]#H <1 ; Kaplan-Meier 1 Log-Rank #6;
5 ANTE LneRNA XIST ,miR-196b 3k AML &35 4 1%
2R COX B 73 Hrst e AML 25 U5 19 s s
N, P<0.05 AZEFAGIFE L.

2 5# R

2.1 2 4% LncRNA XIST,miR-196b ik L4
AML 40 3% LncRNA XIST .miR-196b &3k & T-fat g %)
MR (P <0.01), W51,

F 1 AML AT B4 13 LneRNA XIST ,miR-196b &1k
AL (x%9)
Tab.1 Comparison of serum LncRNA XIST and miR-196b ex-
pression between AML group and healthy control group

HH %k LncRNA XIST miR-196b
fe Xt B4l 41 2.12 £0.63 1.12 +£0.45
AML 4 88 5.23 +1.49 3.65 +1.08
¢ {E 12.820 14. 405
Py <0.001 <0.001

2.2 N[EEFARAE AML BB 3 1% LncRNA XIST

miR-196b FikHE  NCCN 732 &1 (BEAMR I L 140
JEHE=10 x 10°/L f¥) AML 8 i ii§ LncRNA XIST
miR-196b ik & F NCCN 43 A i JCBE AN |
MR <10 x 10°/L 5 AML 2% (P <0.01) , 'R
[R50 A% L AMIL 3 B B D 4 40 i B 51 AMIL 8
F M3 LncRNA XIST \miR-196b ik [ 4825 R gk it
(P >0.05), W52,

2.3 LncRNA XIST 5 miR-196b FIAH ST AML
B M LncRNA XIST 5 miR-196b 63k 5 1F AH ¢
(r=0.423,P <0.001)

K2 ANFEPFFHEEFE AML #8235 1% LncRNA XIST .miR-196b 3k H %

2.4 AR[A] LncRNA XIST miR-196b 221k AML (& A A7
3pr PR S1(36 ~72) 4 BEVIIRIZET: 55 4],
1735 33 fl, & LncRNA XIST ik ( =5.23,45 #i) .5
miR-196b ik ( =3.65,46 i) AML £ 3 0S 535K
24. 44% 28. 26% , 43 WK F X LncRNA XIST 3 ik
( <5.23,43 fi]) Ik miR-196b &3k ( <3. 65,42 i) 1y
51. 16% . 47. 62% , 7% 55 ¥ B 5 11 2% = X ( Log-Rank
X' /P =12.290/ <0.001,5.413/0.012) , WL I&| 1,
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Fig. 1

AJF) LncRNA XIST .miR-196b ik AML A4 17 dh 2k
Survival curve of AML patients with different LncRNA
XIST and miR-196b expressions

(x£s)

Tab.2 Comparison of serum LncRNA XIST and miR-196b expression in AML patients with different pathological characteristics

W H % LncRNA XIST /P14 miR-196b /P

4531 5B 59 5.29 +1.36 0.564/0.574 3.70 0. 89 0.681/0.498
°s 29 5.11 £1.50 3.55+1.12

G <50 % 55 5.19+1.43 0.369/0.713 3.52+1.21 1.507/0. 135
=50 % 33 5.30 £1.21 3.87 +0.72

AML 4351 M2 M3 62 5.29 +1.09 0.777/0.439 3.75+1.02 1.414/0. 161
M4 M5 26 5.09+1.13 3.41+1.05

NCCN 4344 ke 46 4.63 +0.73 8.410/ <0.001 3.22+0.69 7.261/ <0.001
Efe 42 5.89 0. 67 4.12 +0.43

BEINEE H 21 5.92 +0.53 5.830/ <0.001 4.23 +0.41 5.658/ <0.001
X 67 5.01 £0.65 3.47 £0.57

P S 4 41 g L) <50% 25 5.16+1.13 0.433/0. 666 3.52 £1.06 0.828/0.410
=50% 63 5.26 +0.91 3.70 0. 86

[EE ) IR <10 x10°/L 57 4.93+£0.72 5.430/ <0.001 3.31+0.45 10.329/ <0.001
=10 x10°/L 31 5.79 £0.69 4.28 +0.36
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2.5 W AML % fUS ) Z R COX [l 73 #r
PL AML 83 #U5 o4 NS B (R 0 = 773, 1 = 4L
T2), KL EiRg R P <0.05 T 1 o [ A8 i, 17 AML
BHETE R Z AR COX B 734, 45 2R 75 : NCCN
SRR G BESMR I L LA 4= 10 x 10°/L % Ln-
cRNA XIST &3k | & miR-196b Fik 2520 AML &
PURA RAERINER (P <0.01) WL 3,

R3O AML B H PR Z R COX [alH 5347
Tab. 3

COX regression analysis of multiple factors affecting the

prognosis of AML patients

E B SEH Wald{i P18 HR(95% CI)

R 10.658 2.452 18.893 <0.001 -

NCCN 434 & fe 0.6320.229  7.617  0.0011.881(1.201 ~2.947)
RSN 0.4320.166 6.773  0.0021.540(1.113 ~2.133)
WBC=10x10°/L  0.3950.117 11.398 <0.0011.484(1.180 ~1.767)
LncRNA XIST % 0.504 0.176  8.200 <0.0011.655(1.172 ~2.337)
miR-196b & 0.4110.129 10.151 <0.0011.508(1.171 ~1.942)
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et B X FRZH I 2 9, H. LncRNA XIST i £ ik 5
NCCN 434 = 16 BEAMS T 4B T 508 in AR AR A7
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9o 15 A O R R R TS 0 & A
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ER,,, .Slope,,, fE % T W8 2 , ADC {B 5 TWE g 4H (1/P = 6. 711/ < 0. 001 ,4. 220/ <0. 001,12. 959/ < 0. 001 ) ;
ER,,, .Slope,,, ADC F = H B2 W1 4 ] BB U 1) AUC {E 2k 0. 827 ,0.744 0. 768 ,0. 933, = H kA 5 T H
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[ Abstract] Objective To explore the value of magnetic resonance imaging (MR) and diffusion weighted magnetic
resonance imaging (DWI) in the differential diagnosis of benign and malignant superficial soft tissue tumors. Methods
Eighty patients with pathologically confirmed superficial soft tissue tumors admitted to Shijiazhuang People's Hospital from
June 2021 to June 2022 were selected as the study subjects, including 50 cases in the benign tumor group and 30 cases in
the malignant tumor group. All patients underwent routine MR scanning and DWI examination to compare the MR imaging
features of the benign and malignant tumor groups. The maximum enhancement rate (ER,,,), maximum slope of increase (Sl-
ope,..), and apparent diffusion coefficient (ADC) values were compared between the two groups. The efficacy of subject

operating characteristic curve (ROC) analysis of ER ., Slope,.., and ADC in distinguishing benign and malignant soft tissue

tumors was also evaluated. Results There were statistically significant differences in tumor size, tumor boundary, tumor
signal, invasiveness, and enhancement mode between the benign tumor group and the malignant tumor group in MR exami-
nation (P <0.05). The coincidence rates of MR, DWI, and MR combined with DWTI in diagnosing malignant tumors were
66.7% , 733% , and 833%,, respectively. The coincidence rates of MR, DWI, and MR combined with DWTI in diagnosing be-
nign tumors were 76.0% , 80.0% , and 88.0% , respectively. MR combined with DWI detection was higher than MR and DW1
single detection (Z =3208, 3412, P<0.05). The ER,,, and Slope

in the malignant tumor group, while the ADC values were higher than those in the malignant tumor group (#/P=6.711/ <

values in the benign tumor group were lower than those

max
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0.001, 4220/ <0.001, 12959/ <0.001); The AUC values of ER,,, Slope,.., ADC, and their combination in the diagnosis and
differentiation of benign and malignant soft tissue tumors were 0.827, 0.744, 0.768, and 0.933, which were higher than those of
single detection (Z/P=4212/<0.001, 3451/ <0.001, 3425/ <0.001). Conclusion MR and DWI parameters are helpful in the

differential diagnosis of benign and malignant superficial soft tissue tumors, and the combination of ER_,,, Slope,,,, and

ADC values can improve the accuracy of diagnosis.
[ Key words]

magnetic resonance imaging; Diagnosis
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Fig.1 MR images of benign MR images of malig-

soft tissue tumors nant soft tissue tumors
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Tab. 1

Comparison of imaging features of benign and malignant

soft tissue tumors in MR imaging

RPEMRA R

GESHIE (n=50) (n=30) X i P A
Jii98d F /N (em?) 10.243  0.001
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=25 15(30.00) 20(66.67)

JitR T A 0.213  0.644
[RIJE 5 4 B 26(52.00) 14(46.67)
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h 2.872 0.090
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BOR 14(28.00) 14(46.67)

5%
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DWI J MR 256 DWI 12 Wi % 1 g 1 745 5 55 3 o
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Tab.2 Comparison of imaging features between benign and malig-

nant soft tissue tumors in DWI
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Tab.3 MR, DWI, and their combined diagnosis of benign and
malignant soft tissue tumors
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Fig.5 ROC curve for distinguishing benign and malignant soft tis-
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3.457/ <0.001,4.147/ <0.001,4.471/ <0.001,4.336/ <0.001) , #FM:J0Hr K —JC Logistic [0l 743422 W IfiL 1 Z Wb
s LG 3 T miR-155 K BMALL mRNA Fik/K T 553402 COPD 835 & A R IR A fa [ [N [ OR(95% CI) =
1.578(1.061 ~2.123) .1.955(1.208 ~3.164) 2.476(1.430 ~4.287) 2.574(1.357 ~4.885) |, H:HH [l V5 4/ 16 {4 A fii o2 i
PR ¥E miR-155 . BMALL mRNA K PU T4 Tl COPD i 2 42 iR AE & 42 A% AUC 433114 0. 679 0. 706 0. 719 ,0. 733
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The expression levels of miR-155 and BMALI mRNA in serum extracellular vesicles and alveolar lavage fluid in male
COPD patients with insomnia and their correlation with insomnia Mu Qingshuang* , Liu Shun, Ruila Yahefu, Yang
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[ Abstract] Objective To explore the expression levels of miR-155 and similar protein 1 (BMALI) of aromatic hy-
drocarbon receptor nuclear transporters in brain and muscle tissue in male patients with chronic obstructive pulmonary dis-
ease (COPD) complicated with insomnia and its correlation with insomnia. Methods Sixty male COPD patients diagnosed
and treated in the Neurology Department of the Second Affiliated Hospital of Xinjiang Medical University from June 2021 to
April 2023 were selected as the observation group. In addition, 60 male COPD patients with acute episodes of non-insomnia
during the same period were selected as the control group. Collect serum extracellular vesicles and alveolar lavage fluid su-
pematant samples from two groups of patients, and detect and compare the differences in miR-155 and BMALI mRNA tran-
scription levels in the samples. Screening the risk factors for insomnia in COPD patients through Spearman correlation analy-
sis and binary logistic regression analysis. Evaluate the predictive value of various risk factors on the occurrence of insom-
nia through the receiver operating curve (ROC) and area under the curve (AUC). Results The expression levels of miR-155

and BMALI mRNA in serum extracellular vesicles and alveolar lavage fluid supernatant of the observation group were sig-
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nificantly higher than those in the control group (#/P=3457/<0.001, 4.147/ <0.001, 4471/ <0.001, 4336/ <0.001). Correlation
analysis and binary logistic regression analysis showed that elevated levels of miR-155 and BMALI mRNA expression in

serum extracellular vesicles and alveolar lavage fluid supernatant were risk factors for insomnia in COPD patients [ OR(95%
CI) =1578 (1.061 —2.123), 1955 (1208 —3.164), 2476 (1430 —4287), 2.574 (1357 — 4.885)], The AUC of miR-155 and BMALI
mRNA in serum extracellular vesicles and alveolar lavage fluid supematant for predicting the occurrence of insomnia in
COPD patients was 0.679,0.706,0.719,0.733 and 0.839,the combination of the four factors has the highest value(Z =2.9322.771,
2.6932.553,P<0.01).Conclusion The elevated levels of miR-155 and BMALI in the serum exosomes and alveolar lavage
fluid of COPD patients are significantly correlated with the occurrence of insomnia, suggesting that miR-155 and BMALI

may be involved in the occurrence and development of COPD related insomnia, providing potential targets for further explo-

ration of the neuropathological mechanisms of insomnia in COPD patients in the future.
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Tab. 1 Primer sequences of target genes and internal
reference genes
Elk7 519975 17 gl
miR-155 1E ) 5"-TGGAACAAATTGCTGCCGTG-3’
2 ] 5"-AGGTTGAACATCCCAGTGACC-3’
BMALL 1E A 5'-TGCCACCAATCCATACACAG-3’
JZ 1] 5'-TCGGTCACATCCTACGACAA-3’
GAPDH 1E [ 5'-ATTTGGCTACAGCAACAGGGTG-3'
21w 5"-TGGTTGAGCACAGGGTACTTTA-3’

1.4 Bt R SPSS 23. 0 #4F % B ik 47
it o, IESM TR REORLL x =5 3RoR, 2 1H]
HeHER H Student- 46556 5 THECFERF UL R (% )
N LHLI] O AEAT X K 56 5 1M 37 A/ I A B il b 7
miR-155 . BMALL mRNA 7K F- 5 5% R AE 9 AH OC 14 5% T
Spearman A PRSI K —IC Logistic [m] I3 46 56 747 43
fr, 7F 8 i Z AR H T AEREAE il Z8 (receiver operating
characteristic curve, ROC) & ik 17 f2 ( area under the
curve, AUC) H B & F5 A %) COPD F8 35 2R IR AE & A 1Y
BMANE, P <0.05 h2ERAGHH L,

2 % R

2.1 IV Ah WA AR T Uk i miR-155 5 BMALL
mRNA 7KL WS A 8 I3 A a4k | il 760 98 1k
Wi L3 miR-155 % BMALI mRNA %k /K T
XTHRAH (P <0.01) , WK 2,

T2 221 COPD B I 7 A1 b 1A% B fil 16 9 1 9 123§ miR-

155 . BMAL] mRNA /K- HL#E  (2+s)
Tab.2 Comparison of miR-155 and BMALI mRNA levels in ser-
um exosomes and alveolar lavage fluid supernatant of two

groups of COPD patients

g Bl . Il 75 S 8 A ' Fir i HE Ve L i
miR-155 BMALI mRNA  miR-155 BMALI mRNA
XTHR4]L 60 3.45+1.07 2.84+0.85 2.31x0.75 2.00=0.58
WMEE 60 4.19£1.27 3.56+1.04 3.00+0.93 2.57+0.83
el 3.457 4.147 4.471 4.336
P 0.001 <0.001 <0.001 <0.001

2.2 miR-155 BMAL] mRNA 7K F- 5 4 IR AE B9 AH Pk
ST R AR RIRIETRAA = 1, K & A R HRAE R (E =0,
i3 Spearman AH 73 #7 & BE COPD £ 24 IfiL 385 0 Wb
A iR Y v 5 Y miR-155 & BMALL mRNA 7K
SR IRAE 9 & A A7 AE B 35 IE A G (P <0.01), I
%3,

&3 COPD 3 miR-155 BMALLI mRNA 7K 5 2 IRIE AR 2
leav Iy

Tab.3  Correlation analysis between miR-155, BMAL1 mRNA
levels and insomnia in COPD patients
. JIIRGEIRDALS It L R L T
pUEZS o ; -
miR-155 BMALI mRNA miR-155 BMALI mRNA
r {8 0.310 0.357 0.379 0.404
P1H <0.001 <0.001 <0.001 <0.001

2.3 COPD B KMRAE 1) FERE 2 N 2 50 Logistic [1]
HrAr DL COPD B35 & 1 e A AR HRAE Sy IR AS 1, DA
COPD 8 35 I 5 A1 W 4% | Jili 760 98 V56 9 b %5 ' miR-155
J¢ BMALI mRNA 7K~k § 248 45, #1477 —- 70 Logistic [1]
53T, 45 5 2 B . COPD J8 25 1L 375 A1 I 1< i 960 9 ke
W 5 miR-155 2 BMALI mRNA 7K F38 5535 2 %
Az I HIRAE A A ST fa s IR (P <0.05) , L3 4,

2.4 miR-155 % BMALl mRNA il COPD i # 2 iR
JELZEMMES T 220 miR-155 % BMALL mRNA i
I COPD 835 2% IR AE & A= i {6 ROC i £k, 11 5
AUC, 255 7R : COPD FR 35 Il v A A il v vk ik b
i miR-155 K BMAL1 mRNA 757 K2 PUTGHKE A T 2%
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&4 Logistic [MIH/3Hrsmg COPD 2 Flfs A fE i B R
Tab.4  Logistic regression analysis of risk factors affecting the

prognosis of COPD patients

g BiH SEfH Wald{i P14 OR(95% CI)
LLIRTZ AU

miR-155 & 0.357 0.202 3.108 0.048 1.578(1.061 ~2.123)

BMALI mRNA {5 0.67 0.246 7.441 0.006 1.955(1.208 ~3.164)
i L 78 e

miR-155 & 0.907 0.280 10.476 0.001 2.476(1.430 ~4.287)

BMALI mRNA 75 0.946 0.327 8.370 0.004 2.574(1.357 ~4.885)

ARRE % A= 1 AUC 4351124 0. 679 0. 706 .0. 719 .0. 733 .
0.839, Ui AL F 45 B s ph wii s g (£ =2. 932,
2.771 2.693 2.553,P ¥ <0.001), i35 & 1,

%5 miR-155 & BMAL] mRNA Fijlll COPD £ % 4 HRAE & A= 1
R RN

Tab.5 Comparison of the value of miR-155 and BMALI mRNA

in predicting the occurrence of insomnia in COPD patients

BB Curoff (i AUC  95%CI  HURIE HFSHIE Y;S%;“
H
AN
miR-155 4.570 0.679 0.583 ~0.775 0.933 0.433 0.367

BMALI mRNA 3.095 0.7060.614 ~0.799 0.617 0.733 0.350
it e 98 e L T

miR-155 3.285 0.7190.627 ~0.810 0.950 0.450 0.400

BMALI mRNA 2.465 0.7330.640~0.826 0.867 0.617 0.483
PUIT B A 0.536 0.8390.765~0.914 0.867 0.733 0.600

1.0f

0.8}

0.6

HUREE

0.4F
— LS AmiR-155
1L A4 ABMALL
[ REVER_EimiR-155
i REVE R L BMALL
— U

1 I 1
0 0.2 0.4 0.6 0.8 1.0

155 e

Bl 1 miR-155 } BMALI mRNA X} COPD f# 2 HRUE % 25 ) 73
W {E ROC £k
Fig.1 ROC of the predictive value of miR-155 and BMALI mR-

NA in the occurrence of insomnia in COPD patients

3%
COPD J2— P DAFFEE I 32 B A R AE i a4 7 PR
W RGN o 25 A5 YR TR | AR R (6] 358 0 | R AR o 344

ZAEN R Y2 2 E COPD K 56 Jo ™ i FE B 3 g, 7™
R A A B A H R AR O R A Sl
SRUUE 9 BEy7 M T i B T B AR R 5
R AR ) RE HE 17 PE B AR A1, COPD 25 38 3k 77 76 A
[F) A A B AR B A5 . OCF COPD 5 R IRAE & A=
(R ELARAILT i AR W, 1T RE S R B AL RE R N B 5
TP O MR T S R I RN BT s X
T COPD 5 Bl IR 7 8 1) ¢ 7 B 10, (H IR AT AN 3L
R UL, R COPD (B 215 4 K IR I FE
R R AT XE R 97 X 259 10T BE T A A B Ok
COPD o1 B Se A FRE B B 1T -4 S5 B v L T
I BE AR B i N I TR BIF 7 i
miRNA 7£ COPD ZEI- W 2 G2 529 11 & 28 & e 3et
FE Py i A, o, miR-155 /S —Fh 2 D g
miRNA  7E G B | APk SR | O I 95 9 B P IR 25
Geph Y R HE— AN . DUERFSE & B, miR-
155 A] 3 oL 18757 Z2 AP miRNAs A2 i 48 P 4 it DA 5~ 1) 5=
IS S 5 T B Ry i AR il 245 A% | it e 4 22 il
WP AN, AL K B AE COPD 3% I i
miR-155 F k7K I 35 08 i, LSk i = 0 4 58 3 4
I R B B $R R IV miR-155 /K5 COPD ™
FEAEAAAEMRENET . BT miR-155 k£ 2 53
TR A1 B 1 5 P S0 3t A2 , TR itk He e COPD v (i 1
FATT Bt 535 4V K A . BB T A 6 5t
PR R AR B FIR — o T 0% B 1 R B 6 I, gl Ry
AR AR ML . AR AED A RSB R
7%, EE A % 3E X (suprachiasmatic nucleus, SCN)
TR B 2 ek R g2k . R AN
HA B 2 W b 3 TR B 49 £ 5 Clock , BMALL , Cryl |
Cry2 Perl \Per2 J¢ Per3 45" LITEBIFSE & B, 7E Bk
MR S5 1) /N BB Y H ) SCN 41 21 Py BMALL JE R 3R
IKOE i T B $ o8 T BMALL 5 26 IR % A 5 41 56
PEO L ARBIETE R IR, A ISR HRAE (9 COPD H % JGiE il
TN AIE 2 il 36 9 6 W | 3% miR-155 J BMALLI
mRNA [ 5K 35 8 F 58, B4t G it 2# o Hr &
A % B miR-155 % BMALL %} F-Hiill COPD # % %
IR A 29 B B iR . A R, miR-155 3 5
COPD H 5 2R A A= i i B AT RE 5 008 a2 il A R 03B 5
SR SO K3 R A 9o miR-155 7 ML I K il i
FEVR IR FR 3k KT 1 v T BRI BRI 2 40 e PR
B A0 AN b I T COPD B GE X
M K 5 M RN OB, 1E T 0 3 R
MAREAR ' . BMALL JEPIfE S SCN rf 2 20475 P Y
LN RIS KT 6 2 8 1 A1 ml e R
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MRZE AT PG B, DT B0 A B R Y D I o B

AR L% B B TR /L , T A4S 52 P 8 0 28 0% Ay 4 i 0 9K 5
FORMRAER) %2 AR o [R]IF, COPD S35y IR i B
WA 2 B AR FBOE H BEIRZ 1L, X R i TR A &
SRR HEEL AT BE S 1) 5 2 BMALL JE A 3%
IR R AT, HAh, BMALL K& A A O B 22 1 A=y p Ak
PR, ] O 4 A R R R R R 2 MR AR, 2
BMALIL Ik ZEHLA, 7T RE- 30 COPD £8 # fili i 4 11
I = NG B G vt i D) 1 DS e M . 1] (N
VA2 240 25 o A A B P 2L

AWFFERAFAE—E R RV T 32 B SERPRE )7 4%
F R AC T SR BRI, J0 7% B A0 DA 2 583 G 8
o SCN 4121 miR-155 J¢ BMALL {1 %% 5% K P45 1iE.
W A Z P A Y AR SRR DR v, A e 43 T e HAT UK
PE VR IR A A AR SC R 3 0 35 19 BMALL PR 32
TEGEHER , Cry Per S 7E & IFRIRAER) COPD i
BN RBACE AR AT T, T UL EAR, 52
R WCAHSCARAI i e HoAl ] G5 COPD 35 AR IR A&
AR SR T R BE BRI RVt AR B 5T R B
COPD 8 75 Ifil 75 &/ I A4 B il 360 7 6 W v miR-155 J¢
BMALL 7K T 5 -5 2R BRAE 19 & AR 18 A G, #2718 miR-
155 2 BMALL W] figZ 5 COPD MG HER IR 1 & AR Kk
it B, ARk ik — B4R 5T COPD 335 2% HR 1) i 22
AL SR AE AR
il 28 e 52« A A 2 P TG 2 o
EE Ik

A SBT3, ST i R 1 SCIR S 5 IR 52
JERF AR, ST IR A s Rk - F AW SIS R
BORME AR B 0 SUB U, AT G4 200 s A A 24 DRI
WIS
5% 3k
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2 AF I T 9 AH S e R A LTS A AR LneNEATTL |
LnecSOX20T 2% 3k I XTI IR 7 J5 PEAY

ZEE AKE,RWA, M, REE, FHL, %%, TP

ETH U148 BRI GEI H (S20089)
VEH AL . 611130 JRUH , B v B 24 2 B 2 N R I B T PR 2 R
WAEEH . £, E-mail :511189735@ qq. com

(# ZE] BE V@ FERMEEREA NG (SAE) B Mg SR S5 IR Z D RNA % 5 & £ 5 M SR 1
(LneNEATL) KA#EAEGmTS RNA SRY S5k T 2 EEHFA (LneSOX20T) ik KT IRTG B L. Fik #E#H
2020 4 2 H—2022 4 2 H iz T Bl Hh B2 25 K= [ I 5 N R B B T E R 21 247 SAE [ 96 154 SAE 41, iR
i 28 d ARSI WA IAH (n =50) FIFET- WA (n =46) , LAFRIIISIR YT SAE MR EEAE 835 60 24 E SAE
M, AT E i PCR(qRT-PCR) F: 1l 35 4P 41 LneNEAT1  LncSOX20T 3Rk /KF . ZH % Logistic [7]19
SNTES SAE BETS MR E, ZiE TAERRE £k (ROC) 4397 1ML 35 AN 4R LneNEAT1 |, LncSOX20T Xt % 4F
SAE BEBGMIZW I (E. 5% SAE 2 Il 15 SM i 14 LncNEATI  LncSOX20T fy#H % & 14 & F o SAE 4 (1/P =
16.726/ <0.001 .21.803/ <0.001) , FET-4H SAE B #H C R M FEE5 R IR B & ou ke F 2w Bk .APACHE TT
P4 SOFA #4 LneNEATI . LneSOX20T 75 T4 4231 41 (/P = 14. 197/ <0. 001 ,4. 535/ < 0. 001 ,19. 253/ <0. 001 ,
8.442/ <0.001,5. 670/ <0.001,9. 861/ <0. 001 ,6.931/ <0.001), SAE % 3% 4M K LneNEATI LncSOX20T 5
APACHE TI PF43 \SOFA T4 2 1IEAHE (r/P =0. 812/ <0.001,0. 761/ <0. 001,0. 833/ <0.001,0. 598/ <0.001) , P&4S
FEE C RNEAE AT S AL 2  APACHE 11 ¥4 .SOFA #4325 .LncNEAT1 & & LneSOX20T &2
B0 SAE HR 3 28 d A 1ETUS HO <7 f5 e T 22 ] OR(95% CT) =1.459(1.195 ~1.782) 1. 464 (1. 164 ~1.841) 1. 334
(1.086 ~1.639) 1.644(1.223 ~2.210) .1.779(1.295 ~2.444) 1.347(1.050 ~1.728) .1.578(1.122 ~2.219) ] I
T HMMA LncNEAT1 \LncSOX20T — 35 Bt 4 W SAE 835 28 d LTS 2 Wi W AUC 2y 0. 914, & FH IS A7 1Y
0.846.0.834 (Z/P=3.864/ <0.001 3.915/ <0.001) , i H4F SAE £23H I35 P M LncNEATI  LneSOX20T 3
IRTEET R AE SAE TS MM fE R R R, IR AF SAE B3 AL fEHUS BA B = I .

(RER]  PREEEAHSCHE MG ; KAE IR S A% RNA B 5 & F 8 1FE A 1, SRY Gt N 2 H S5 s A% Sk
e iU s AN

[FESZES] R639;742 [ rktRiRAE] A

The expression of serum extracellular vesicles LncNEAT1 and LncSOX2OT in elderly patients with sepsis related en-
cephalopathy and their clinical prognostic evaluation Li: Xuelian,Leng Linghan,Zhang Lijian ,Xiang Xiang,Song Jiazhi,
Chen Taojiang, Han Qiang, Wang Ping. Department of Critical Care Medicine, The Fifth Peoples Hospital Affiliated to Cheng-
du University of Traditional Chinese Medicine, Sichuan Province ,Chengdu 611130, China

Corresponding author: Wang Ping, E-mail. 511189735@ gq. com

Funding program; Sichuan Medical Research Project (. S20089)

[ Abstract] Objective To analyze the expression of abundant transcript 1 (LncNEATI) and long chain non coding
RNA SRY box transcription factor 2 overlapping transcript 2 (LncSOX20T) in serum extracellular vesicles of elderly sepsis
associated encephalopathy (SAE) patients and their clinical prognostic significance.Methods Ninety-six elderly SAE pa-
tients who visited the Intensive Care Department of the Fifth People's Hospital Affiliated to Chengdu University of Tradi-
tional Chinese Medicine from February 2020 to February 2022 were selected as the SAE group. They were further divided in-
to survival subgroups (n =50) and death subgroups (n =46) based on their survival status within 28 days. 60 sepsis pa-
tients without SAE who were diagnosed and treated during the same period were selected as the non-SAE group. Real time
fluorescence quantitative PCR (qRT-PCR) was used to detect the expression levels of LncNEATI and LncSOX2OT in serum
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extracellular vesicles. Multivariate logistic regression analysis of prognostic factors in elderly SAE patients. The diagnostic
value of receiver operating characteristic curve (ROC) analysis of serum exosomes LncNEATI and LncSOX2OT in the prog-
nosis of elderly SAE patients .Results The relative expression of serum extracellular vesicles LncNEATI1 and LncSOX20T
in the SAE group was higher than that in the non SAE group (#/P=16.726/ <0.001, 21.803/ <0.001). C-reactive protein, pro-
calcitonin, neuron specific enolase, APACHE Il score, SOFA score, LncNEATI, LncSOX20T in the death subgroup of SAE
patients were higher than those in the survival subgroup (/P =14.197/ <0.001, 4535/ <0.001, 19.253/ <0.001, 8.442/ <0.001,
5670/ <0001, 9.861/ <0.001, 6.931/ <0.001). The serum exosomes LncNEATI and LncSOX20T in SAE patients were posi-
tively correlated with APACHE 1II score and SOFA score (/P =0.812/<0.001, 0.761/ <0.001, 0.833/ <0.001, 0.598/ <0.001).
High levels of procalcitonin, C-reactive protein, neuron specific enolase, APACHE II, SOFA, LncNEATI, and LncSOX20T
are independent risk factors affecting the 28 day survival prognosis of SAE patients [ OR(95% CI) =1.459 (1.195 - 1.782),
1464 (1.164 — 1.841), 1334 (1.086 — 1.639), 1.644 (1223 —2210), 1.779 (1295 —2.444), 1347 (1.050 — 1.728), 1.578 (1.122 —2219)].
The combined prediction of serum extracellular vesicles IncNEATI and LncSOX2O0T for 28 day survival prognosis in SAE
patients had an AUC of 0914, which was higher than the single indicator of 0.846 and 0.834 (Z/P=3.864/ <0.001, 3915/ <
0.001).Conclusion The increased expression of serum extracellular vesicles LncNEATI and LncSOX2O0T in elderly SAE pa-

tients is an independent risk factor affecting the prognosis of elderly SAE patients, and has high evaluation value for the

- 1073 -

survival and prognosis of elderly SAE patients.

[ Key words]

Sepsis related encephalopathy; Long chain non-coding RNA nuclei are rich in transcript 1; SRY box

transcription factor 2 overlapping transcrip; Exosomes; Prognosis; Elderly

Jie B AH 5 14 ki 975 ( sepsis-associated encephalopa-
thy, SAE) Z4k& T Pk pf 28 R GE LISMY G 5 B2 1Y
R VEG D BE BT, AT R . IR AR DAL
SAE FilJ5 1) A= Wb 25 W) B AT 2 K L A b A
J& FAE M 30 ~ 150 nm /NEEYD,, 41055 85 11 IE B . RNA
200 RKAEIRGRAS RNA R 5 & 42 5 195 554 1 (long
noncoding RNA nuclear-enriched abundant transcript 1,
IncNEAT1 ) REW I 15 P 2 TT A % 2, 2 15 SAE 92
WIHERE S KBRS RNA SRY £ 72 B
¥ 5% K (long noncoding RNA SOX2 overlapping tran-
script, LncSOX20T ) 2 15 P | e s X Y HE 25 1 2
(sex determining region Y-box2,S0X2) fdE4w% RNA ,
A2 B A AR O L 20 2Ok 1R ) RE R A Y K
S HHT SAE 0 L A1 P LneNEATI | Lne-
SOX20T ik HAVE R, A 588 s A Il SAE F835 1L
AN LneNEAT1 LncSOX20T (&5, 4347 Hi 4 5
AAFTUR YR ZR  RAETNT o
1 #EREHE
L1 IGRBORE #EHL2020 42 H—2022 4F2 H itz
T AR H B 24 A B IR B TN R B B L R A R
4F SAE Hi3% 96 9k SAE 41, 5 51 ], 4 45 ], 4%
(71.95 £6.04) % ;R RS 45%0(21.07 £2.76 ) kg/m’*;
ZHEFR(4.61 £1.85) 4F; 5 FFAE: & Ifil Hs o 31
11, Bl b s 17 451 5 SR AR AL « il P g 42 31, DR 6 I
L 19 i), i e 22 1), R 13 )5 A 4fE SAE &
%28 d NAEFEIRZS W SAE U0 NAEAE T 4H (n =
50) FIAET- WA (n =46) . LARIHZIG R TG SAE [k

TEIE R 60 ]R3k SAE £, 5 33 {4, 4 27 i, 4R i
(70.78 £5.96) % IR B F5%k (21. 18 +2.72) kg/m”;
ZHEFERR (4.69 =1.91) 45 & IFAE : =5 1L K 20 4],
PRI 10 {515 S - i 38 B e 30 ), bR Ik g 13
1], MIRERYE 10 1), I s e 7 . SAE 41 Al SAE
UEBREER AE R R TR R S O AR R L IR
o OBE R S R e 22 R TG e L
(P>0.05), ABF5E 28 B Bi /e B2 51 £ A% 3l 5
(2019SF-106) , £ # 5k 5 J& J0 1% [F) 3 25 2 A1 A
=P

1.2 i sebae (1) g AbRUE : OIREEAE 2 AT
AT 3.0 BWibR e s @SAE 2 W HEBR 25 43k
JOF R o B L A 3 L B i A L I 4% 4 S % v
R 28 2 G FIAR S B AR IR 42 B R S 5 5 i
FIIN I RERRERS , R BLA I 22, TR T, 52 17 JI B A Al
PE RS HZH QMR TR e, (2) HEBRbRfE: D
A I L B A R BT R 2K T
BRI SR S5 P 9 A5 5 )T g i A s A
IR 25 LA 2 BT S R PR 020k &2 1 7 AR B A 5 ) H AR
&4, IR BRI REVSE K R I K e 45 REAS 5 1 7%
PR P9 2300 55 AR B 5 (7K H fiff S 35 L G ol
P S 259 vh 35 45 51 1Y B R B A s © I IR | 3L )
g

1.3 WIS HRS5 5k

1.3.1  If3E4M A LneNEATT  LneSOX20T fyAH % 32
KA B ABE R Uk H R U R A I IR bR
5ml,ZEJE#HEH 1 h,2 500 r/min Z.0> 10min, F i 2
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ME o FIATAM A RNA 5355 5 Bl ) & (1 | b s
AR, 575 BTN180807 ) 42 M ifi v M i,
M3 0.5 ml LA SMBAR SN B350 0. 1 ml, 4°C 2 i i
H 30 min, B0 E BFH, IMAZ PR 0.2 ml HE,
ANIMBAERZIRIE AW A 0.6 ml, IR 5§ 3 min,
AW B 0.7 ml JBA)E B OINARW C 1 ml, B0
BB 5 A T K 2 B AR A 5 RNA 0.2 ml, ¥
5% R cDNA Ji5 2k FIZEO6E # PCR A (& ABI 24
a), -5 ABI7500 ) #6001, & #p WA 4& LncNEATI | Lnc-
SOX20T fARXT FRik i, LT 98 i PCR 5 &1
HALRRIEFE AR B85 SR1110, 5H) A A Fl i
THE M. PCR G AR 20 pl: Btk 0.5 ul,2 x
SYBR Green Premix 10 wl, IER [0 59145 1 wl, JoRgK
7.5 wlo WFEFF:94°C TAEME 5 min 95°CAEME 30 s,
62°CIB K 30 s 70°C ZEAH 30 s, AE VIR K HE A AL 35 4>
153 . 51¥F % : LncNEAT1 1F [7] % 41 5 “ACGGGCA-
CACATCAAGCATA-3 *, I 1] ¥ %1 5 “AGCCTCAGC-
CCCCTATACAA-3 *, LncSOX20T 1IF [0 J§ %] 5 <
GGGCTCTGTGGTCAAGTCCG-3", ) [1] £ 41 5<CGCTCT-
GGTAGTGCTGGGC-3% GAPDH IF [1] /% %1 5 < TGAGGC-
CGGTGCTGAGTATGTCG-3 *, [z ] J# #: 5 <CCA-
CAGTCTTCTGGGTGGCAGTG-37, 27 vk %} IfiL 7 41 il
& LneNEATI |, LncSOX20T ) 48 % 5% 35 & 17 & &
I3

1.3.2  SAE J“EHFEEEPEAL : X 96 ] SAE 35 W FH &
PEAE I A7 508 PR R DL PE M TT (acute physiology
and chronic health evaluation Il , APACHE Il ) #471F47,
TWH0 ~ 72 43, (e By, o i B, AR s ALBE 24 h
IR 2R 40 M R SE FIE R G255 6 > RGEHYA LY 2
B, 477 TLEY E E BV ) (sequential organ failure as-
sessment , SOFA PE43) ,{L 1 0 ~ 24 43, 40 {H #0615
R

1.4 GEitsedrik ] SPSS 26. 0 X Bl it 47
gt ot M ESES ARG v £5 &
71N, 2R ) AR LU AR BN AR AR ¢ R 0 5 THECRORE LA
BEUR (% ) R AR HLABCR FH x* K255 Pearson A1 G
BB T 1L 35 AP A LneNEAT1  LneSOX20T ik 5
Il PRAE A5 9 AH Sk 5 SR H Logistic [711H 22 KR 73 A5 i
SAE f8% 28 d AEAFTE R 5 5 32 1R# TAERME Mk
(ROC) 3 #f 1ML 35 4 WA 4K LneNEATI | LncSOX20T X
SAE B 28 d A WE Mi2Wiih i, P <0.05 Rz
RCE M -0

2 # R

2.1 2 WHIRKZR LA FET-W 4 SAE #3& C )X

N EE 1 (CRP) (FEE5E R (PCT) &tk SRR Bl
fitt (NSE) \APACHE II #F-43 . SOFA 143 & F A= 47 W40
(P <0.01) , HAGER L 22 7 G242 (P >
0.05), 1% 1,

F 1 HEHFVHSIET A SAE B F IR IRKFOR L
Tab. 1

Comparison of clinical data between survival subgroup and

death subgroup

HEAEWEA T4 2 e
i H (n=50) (n=46) vt P
BYE(HI(%) ] 27(54.00) 24(52.17) 0.032 0.858
AEWS (2 x5, %) 71.69 £5.98 72.23 £6.12 0.437 0.663

BMI(% +s,kg/m?) 20.96 £2.65 21.19+2.74 0.418 0.677

ZHEHEFR(x+s,%F)  4.66+1.79 4.75+1.88 0.240 0.811
HIREIMEFI(% )] 15(30.00) 16(34.78)  0.299 0.584
BRI B (% ) ] 8(16.00) 9(19.56) 0.209 0.648
TG, il 22(44.00)  20(43.48) 0.058 0.996
[Bl(%)] JRE 10(20.00) 9(19.57)

173 11(22.00)  11(23.91)

Gl 7(14.00) 6(13.04)

60.14 +8.27 90.31 +12.31 14.197 <0.001
15.19 £2.17 17.25+ 2.28 4.535 <0.001
WBC(x s, x10°/L)  19.11 £3.64 20.24 + 3.79 1.490 0.140
NSE(x +s,ug/L) 7.56 £1.22 13.56 + 1.80 19.253 <0.001
APACHEIRF 3 (x +5,43) 26.14 £3.41 32.37+ 3.82 8.442 <0.001
SOFA 7¥4y (x £5,4r)  10.20+2.83 13.54+ 2.94 5.670 <0.001

CRP(x £s,mg/L)
PCT(x +s,ng/L)

2.2  SAE ¢ F019E SAE 41 If. 75 #p A LneNEATI | Lne-
SOX20T 3k b #  SAE 41 Ifi i b W K LncNEATI
LncSOX20T FHXJFik it 73514 (2. 45 £0.65) . (3.02 =
0.74) , W5 5 T-9E SAE £H1%(0.93 £0.34) .(0.85 =
0.27) (t=16.726 21.803,P ¥ <0.001) ,

2.3 2 WALIMLTE /M BA LneNEATI  LneSOX20T % ik
B A A7 AL I3 A AR LneNEATI | LneSOX20T
AT FE TR B3 A (1.82 £0.59) (2.52 £0.69 ), B
AR FAET- WA (3.13+0.71 ) (( 3.56 £0.78) (¢ =
9.861.6.931,P ¥ <0.001) .

2.4 I35 4 MR LneNEATI | LneSOX20T 3 ik 5
APACHE I 943 \SOFA PE43#H & E 43 M1 Pearson 4]
K BB BT 45 B R, SAE R I T A W AR Line-
NEAT1 .LncSOX20T &5 APACHE II #£45 . SOFA #4312
B & IE A 2% (r = 0. 812, 0. 761, 0. 833, 0. 598,
P 7 <0.001),

2.5 SAE B 28 d AT B2 A #E Logistic [#]14
AT DL SAE 3 28 d AEAFTIE A IR AR B (BETS =
1L, AAFE=0) DL BRSSP <0.05 3 H 4 1 248 fir it
112 A Logistic [BIH5347, 25 R W, BEAS R I i . C
SN B A R AT S B 5 APACHE 113
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438 SOFA PE43 B IneNEATI 25 &% LneSOX20T &2
SR SAE fR% 28 d A AE TS Al ST fE R R & (P <
0.01),0%2,

R2 5PN SAE 877 28 d AU R Z R R Logistic [1IH 534
Tab.2 Multivariate logistic regression analysis on the 28 day sur-

vival prognosis of SAE patients

& BIH SEH Waldf PI{H OR(95% CI)
PCT & 0.378 0.102 13.734 <0.001 1.459(1.195~1.782)

CRP 15 0.381 0.117 10.604 <0.001
NSE 1= 0.288 0.105 7.523 <0.001

0
0 L464(1.164 ~1.841)
0
APACHEIF/3 0.497 0.151 10.833 <0.001
0
0
0

.334(1.086 ~1.639)
.644(1.223 ~2.210)
779(1.295 ~2.444)
.347(1.050 ~1.728)
.578(1.122 ~2.219)

SOFA i3/ 0.576 0.162 12.642 <0.001
LncNEATI & 0.298 0.127 5.506 <0.001
LncSOX20T & 0.456 0.174 6.868 <0.001

—_ = e = = = e

2.6 [IEASMAA LneNEATI , LneSOX20T %} SAE
28 d ARSI E 2l i MR Linc-
NEATI .LncSOX20T %} SAE g% 28 d A= £ i J5 3T
fi(ER ROC gk, JF it a4 T AL (AUC) , 45
7, ML AN MA LneNEAT1  LneSOX20T & —F B4
X SAE i35 28 d A7 TS 2 AUC 43518 0. 846
0.834.0.914, ZF WG & THIUERAN (Z =
3.864 3.915,P 1 <0.001), L33 & 1,

3 MIESNEE LneNEATL  LneSOX20T X} SAE 4 28 d /4
FETRE BPEA A

Tab. 3  Evaluation value of serum extracellular vesicles Lnc-
NEAT1 and LncSOX20T for the 28 day survival progno-
sis of SAE patients

O RAEETE AUC  95%CT WU FRRE ABIEE

LncNEATI1 3.24
LnecSOX20T  3.63

0.846 0.792 ~0.889 0.702 0.825 0.527
0.8340.783 ~0.867 0.698 0.862 0.560

ZHBE 0.914 0.863 ~0.964 0.904 0.813 0.717
304 i

SAE J2 e 5 3 UL I 9T KA , B % Bk R SO
HagE S SAE Bz MR I R F B, F AT TG4 S
bR S RGO , s Wi AT o HERR P12
Wi, ERTIA SAE #4955 28 98 M RN | LA 5t
IIRERERG B AT AR B B A . BARA
P S B R o 25 2R G40 3 s 0 0 AR S R L e 8
TEHR SRR AL AR A — E TR L RERS Sk SAE
BRI RAEIEAL SAE BB 3% TS J7 W47 A7 7 1
SR K S FEE O R S A e PR P AR IR
AWISE SAE B HLE , SRR ITAE SAE TS i 244
PR, A FIT SAE FRILE , KRR SAE JET-%,

1.0
0.8

" 0.6
#
B

0.4
— LncNEAT1

0.2

B 1 i SMEA LneNEAT] LncSOX20T K IEA 4 SAE i %
28 d A A7 B TR A E ROC 2%
Fig. 1 ROC of serum extracellular vesicles LncNEAT1, Lnc-
SOX20T, and their combination on the 28 day survival
prognosis of SAE patients

AR SR A B B EARAE LUK B L E 9ok
NG AT 2 YA, BES A IR L 5%
Oy FREATARME IR o SEAE R & B, TR R
TE AR 14 P B 1 A5 N 20 T 3 AR 0 4 L B E
T°,2 5 SAE PR 1) & A K R, 2 W e 19 A W b i
P1+ . LneNEATI J2:30 4F 3 & BRIK) (19 9F 4 % RNA
FLRENS i H e A R M S N R AR, R AR
B INBEREE R BUR M RS . AR
Hi SAE B3 1ML /MK LneNEAT1 /KFEFH5 , 55 SAE
FRTETRE A 52, 378 LneNEAT] & 15 e 350 f % SAE
ROBEIRG A A LR e . SAE B35 LT AMNAMA LneNEATI
Fhis 5 BB MU 5 1 S N R B A T A O, WF 9 R,
PEERIERE F o A 3R 18 SRR R A I FREE 155
PN I 2 i LneNEAT1 [ 3% 3k I 8, LneNEATI
RERE LANIMATE 300 b B 4l M Ab , i — 2 R AEAE R 1Y
ARt L Ak, LneNEATI [ K 5% 7 5 REAg (i
ol 228 240 i R BRI P B T B+ B B A i
SAE SRFIE M Em AR . BT B, MRREAE /N BRI T
SN LneNEATL ik T, HAE A o Fils i 45 &
/Iy RNA-9-5p , by 46 2k 2 (1 S AR L TR () 32 3, i if
IR 4% 1L %% P B2 2 M Ak bEnd. 3 40 i e A8 T 1 % A
SESAE BRI R ERIE . MAT LY, Ml
JiE/N BRAE 28 40 i P IneNEATL 36 35 B & 4% i, Inc-
NEAT1 fEff BBz 5 AT A B WA AH B4R, 3
G M J5 2 B BR 1 95, B A 28 O AN 28 B B, 3 B0
ZITIIREREE . ARBFSE R, 1MV AN A LneNEATL
ThE A& SAE B A RAAF WG S fE ks N &R 3R
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K SAE F8 2 35 S A LneNEAT1 7K SE 45 By F 384
BEWIRTUS . 7 H IR, —J7 7] f8 /& LneNEATI
(ZRIBRERE N H 8 MR 2 1 N R B2, iR i SAE
TG R BRI, FENG 25 M R BEAE /) RS
Rl LneNEATI B3R358 FRREMS IS /) RNA-31-5p/
POU 25458 2 2% R 1 38 %, AR afh /)N UM Jies 5 s 4
Jitl RAW264. 7 B &8 A3 18 MR IR SEH F o %5
G AN R 7, i e R s e AR . T
1Al , LneNEAT1 3£ G805 38 3 305 O WAL b Toll #5214
2/KH T B 5 S E A NG Z 05 T 1 R EEE /D B
LA T e RERE N RSt TR

LncSOX20T LR F A2 3 Sk, Rk
FRE MR 5, 25 175 Pl 28 200 B 1 184 5 R
fb, S PR R R G RR I R R RA
et AR KPR, LneSOX20T f) 5% 15 LR fiE
11 741 200 ) 86 B 0 1 B Ak AR 0 L AN R
AC16 19501k 7 38 5 07 AN 4 1 s o7 463403 , A8 0 L 44
Bagd Tt AR SE Y, SAE B I 7 AP WA Line-
SOX20T Ft &, 59w fE R 2 IEAH ¢, 8] LneSOX20T
fE3E SAE BBt g . LneSOX20T fi 1k 7 151 7 g
5 159839776 {37 15 1Y B R £ 5 PEA 2, 19839776
PR CC S SR A BE R & AR R B 35 F TT %%
FrFENY  BEIE B, HE A T 00 M T B A
H1, LneSOX20T 3k IR REMS I H] SOX2 [k, i
PRI 4EE 1 Drpl (A THET, BIARS bR g
BEEAS, 3o S Al R 8 B 8 M I T B0 0 T i B A K
SAE (4 % A1 0 AW 5T AIE 52, I % A W AR Line-
SOX20T /K F-fets VAl SAE JBF 1 EFTS . HEE
Al fESE LncSOX20T FEMNE SAE 5 15 ™ B AL,
SEREARDG . A=HNHE ML
C57BL/6J Hi P /I B e 75 i A5 8 rf % BHL | LneSOX20T
FEDR A5 AT 3 T R SOX2 ik 4 il e TR 75 5 (40 /N
SRR Sl 2 e I T, e /N BROOA ) R A #5405, 10 11
LncSOX20T/SOX2 {55 i #% 1] RE A& ¥R ¥ i 1 By e 7
IR S I P 2B AT A RO IR L e
— 2 ROC #ZE, &I MG MR LneNEATI | Lnc-
SOX20T HXA KM SAE F8 5 15 A7 1 fe HLAT 45 8 i 3
f 8, 12 W7 A BRURR B RRE 53 13 4300 2 0..904,0. 813,
It A 122 A W] AR 38 1L 35 ZP WA & LneNEATI | LneSOX20T
KXt SAE B 3 1 FUE HEAT AR, R R T T LR
I7 , I3t SAE BRE i o

25 LRk, B4F SAE B 1L SR LneNEATI |
LncSOX20T /K F-Ft 15, Wi # %35 5 APACHE 11 %45,
SOFA P43 R IEAHSG, ¥ 2 5 SAE Wik g . I ig

AR TneNEATI | LneSOX20T 7K T i S 541 SAE
BT 28 d A TS RYMSE SR P 2R, PRIITER 5 %) SAE
A 28 d A IS HAA B s AN . ARESE W
FEAEAN T , A B ST Rl U5 I 5] A BR , 2R RE X Il 375 A1 A 4%
LneNEATIT \LncSOX20T 7K 7E ¥ Ak SAE 35 K 1A
T RERRAT P A I RAN (EHEAT IR AT ST, A 155 5 i
THRTIEPEZ e i RIS E— 2D 5
) 25 0 58« I A VR 7 W0 25 i
fEEREEA

BB AIIOTR SOOI Ak
SRS AR, BORMB AR I s 3k w UR - HEAT GE TR AT @Al
PRSI ISR S s R &N REBEGORL, K A Sl s TR
T RSCH L, B SUENG # 5% . S 5RO AR R R £
F AR MITTE b g K
&% 3k
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MLY% Asprosin ,.miR-206 . IMA 7F £ 4% J) 8L 22511
B R IR Kl R & X
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[# ZE] H#® %:Eﬁml‘z%riiﬂ'a%ft(/%sprosin) /Iy RNA-206 (miR-206) | Ifi & 4 1 85 1 (IMA ) 76 2 52 5 $25
HAE(PCOS) BE P INRIERIGIRE Lo A3k #EHL 2019 4F 6 A—2022 4F 6 A& & 11T 3 & B if (1) PCOS [
120 1 h 5 B 20, KR AR o i H8 50 ( BML) 43 Sy b8 =/ AL R IV 20 A o b 10 W 4, TR 40 1B 5 AR T8 B0 ( HOMA-IR)
43R T 5 ZEHEHT (TR) S 4 Al TR V20, 55 32 [ 300 4 3 A A 5 1% 0 £ 60 1] S { S X LA A6 i O bb e 4% 41 I 75
Asprosin .miR-206 . IMA ik /K K 5448 bR AH G , 2R E Logistic 44 PCOS % & E IR B FEE, Zik
H TAEFHMEZ (ROC) 43 #r &5 H6 45 X% PCOS &4 IR (BN, Z55%R B4 BMI HOMA-IR | G JIH [ s =k 1
T B AR A AR O Y I F L S2 TR  hs-CRP |, Asprosin  IMA & {2 5 % I 21, miR-206 1% F {g J % 41 (¢ = 2. 029,
9.850.5.568 .12.664 .7.221 8.900.6.973 9. 876 9. 876 ,16. 038 .35. 177, P #] <0.05) ., #E/E L 24 PCOS %
Asprosin IMA &5 FK i 1E 3 W41 (1 =4.399 3. 054, P ] <0.01) , miR-206 ik F & i iE % W41 (1 =2.916, P <
0.05) IR W4l PCOS 3% Asprosin IMA £ F3E IR W41, miR-206 ik T3 IR 41 (¢ =5.467 3.514 10. 158 ,P <0.01) ,
Asprosin 5 BMI HOMA-TR & I [ /s | =5k H 9 2 1F A 26 (r = 0. 425 0. 524 0. 405 0. 423, P <0.01) , miR-206 5 HO-
MA-IR , Asprosin IMA 2 ffiAHK (r= -0.332, -0.415, -0.433,P <0.001) ,IMA 5 HOMA-IR , Asprosin 5 1EAH(r =
0.624 0.394,P <0.05), Asprosin & .miR-206 ik \IMA & 2520 PCOS k4 IR (Hfa P Z [ OR(95% CI) =2.385
(1.191 ~4.722) 3.367(1.580 ~7.175) 2. 153 (1.053 ~4.404) |, %485/ 5| R IE4 T PCOS &4 IR ﬂ’JFFH%%Tﬁ
FA(AUC) H0.761.0.894 0. 667 .0. 918  B: 4 Tl i AUC B T Asprosin  IMA (Z =3. 831 4.663,P <0.01), &1
Asprosin IMA 7£ PCOS (35 Ifil. 3 T 5% #3815, miR-206 S # N3R5, = H KB IR BEH X, iS5 PCOS ﬂ%%
IR (&R X0 PCOS B35 &4 IR BT —aMMHE.

[X#iA] ZRIPRLEEME; HASE M/ RNA-206 ; Bl &4 (M 8 F 5 S ZRPTHR 2L

(FESES] RIS [ EkFRIZAE] A

The expression and clinical significance of serum Asposin, miR-206, and IMA in patients with polycystic ovary syn-
drome Ou Huihui, Hu Xin, Li Jing, Zhang Chang. Department of Reproductive Medicine, Qingdao Hospital, University of
Health and Rehabilitation Sciences ( Qingdao Municipal Hospital) , Shandong Province, Qingdao 266000, China
Corresponding author: Li Jing, E-mail: 373716745@ ¢q. com

[ Abstract] Objective To explore the expression and clinical significance of serum albumin (Asposin), microRNA -
206 (miR-206), and ischemic modified albumin (IMA) in patients with polycystic ovary syndrome (PCOS). Methods One
hundred and twenty PCOS patients admitted to Qingdao Municipal Hospital from June 2019 to June 2022 were selected as
the case group. They were divided into overweight/obese subgroups and normal subgroups based on body mass index
(BMI), and insulin resistance (IR) subgroups and non IR subgroups based on insulin resistance index (HOMA-IR). Addi-
tionally, 60 healthy women of childbearing age during the same period were selected as the healthy control group. Detect
and compare the expression levels of Asposin, miR-206, and IMA in serum of each group, and their correlation with various
indicators. Multivariate logistic regression analysis was used to analyze the risk factors for IR in PCOS patients. The receiver
operating characteristic curve (ROC) was used to analyze the predictive value of each indicator on the occurrence of IR in
PCOS. Results The BMI, HOMA-IR, total cholesterol, triacylglycerol, Luteinizing hormone, follicle stimulating hormone,
testosterone, hs CRP, Asprosin, IMA in the case group were higher than those in the healthy control group, and miR-206
was lower than that in the healthy control group (r =2.029, 9.850, 5.568, 12.664, 7221, 8900, 6973, 9.876, 9.876, 16.038, 35.177,
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all P<0.05). The Asprosin and IMA levels in PCOS patients in the overweight/obesity subgroup were higher than those in
the normal body mass subgroup (r =4399, 3.054, P<0.01). The Asposin and IMA levels in the IR subgroup of PCOS pa-
tients were higher than those in the non-IR subgroup, while miR-206 levels were lower than those in the non-IR subgroup
(t=5467,3514, 10.158, P<0.01). Asposin was positively correlated with BMI, HOMA-IR, total cholesterol, and triglycerides
(r=0425, 0.524, 0405, 0423, P <0.01), miR-206 was negatively correlated with HOMA-IR, Asposin, and IMA (r= —-0.332,
-0415, -0433, P<0.001), and IMA was positively correlated with HOMA-IR, Asposin (»r=0.624,0.394, P <0.05). High As-
posin, low miR-206, and high IMA are risk factors for the occurrence of IR in PCOS [ OR (95% CI) =2.385 (1.191 —4.722),
3367 (1.580 —7.175), 2.153 (1.053 —4.404)]. The area under the curve (AUC) for predicting IR in PCOS were 0.761, 0.894,
0667, and 0918, respectively, and jointly predicted AUC was higher than Asposin and IMA (Z =3.831, 4663, P<0.01).Con-
clusion Asposin and IMA are abnormally high expressed in the serum of PCOS patients, while miR-206 is abnormally low

expressed. Their expression is related to the degree of IR and may be involved in the occurrence and development of IR in
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PCOS patients, which has certain value in predicting the occurrence of IR in PCOS patients.

[ Key words ]

resistance index

% 3¢ P 8 28 A 1iF ( polyeystic ovarian syndrome,
PCOS) 72 LIRS AR 3 v e 5 R HKHT (insulin resis-
tance , IR ) | A3 WA 2k 9 3at g D 58 57 50732 1 3 Lo
WRTER LY . AR KAH 4% 1L
P23 PCOS, RN H & XL . 2B B, B 55 5%
We) A= g, % B R e A T O™ EE A . PCOS g
WANTERE , 208 SAGE BREE s A e IR
ZUWE MR IR I8, il 4p il 2 5 PCOS &/
RIERINGITN T, 0 FIIE 3R (Asprosin) A] 45 IR, 54
R JEREZR A . BTN PCOS B/ T
(99 M SR AN A8 AR N e PCOS i AR R 1 S, Tk
/N RNA-206 ( micro RNA-206 , miR-206 ) /£ 5 miRNA %
GRHE O, KRB S IR SR s i H 8 A
(ischemia-modified albumin, IMA ) J2 2H 23 e 1fil. %) 80 JEk
Frasy, il S WA [R) B 1 SR A, 72 PCOS B3 vl
e LA 4 Ak R 34 fE e T H AT Asprosin, miR-
206 . IMA =35 71 PCOS f8 & b iy BF 58 AH X852, Xf
PCOSE# KA IR 5 = F 1Y 5 R AW, Ktk , A0
ST X PCOS B 1M Asprosin ,miR-206 . IMA } 3%
AR, B TE4 M LT Asprosin ,miR-206 . IMA 7£PCOS
RHE IR IZ AT S, O PCOS 1 A fEJp 2 A
AL SRS AR, RHGE T
1 #EBEFE
1.1 IR E BRE2019 426 A—2022 46 AHF S
Hiii sz EBEIR 9 PCOS [ 120 4 i Bl 20 , 3 ik
() S fE AR 220 B 2 60 9 SR g X B 2H . ARl BMI
15 PCOS 8.4 43 4y T/ M Ji A7 411 ( BMI =25 kg/m”)
68 i A ek IE 5 A ( BMI <25 kg/m”) 52 {515 #HAR- 4
JB 5 ARG THE L (HOMA-IR ) #5 PCOS 857004 TR 21
(HOMA-IR=2. 69)73 f3i] .3F IR 7 41 ( HOMA-IR <2. 69)

Polycystic ovary syndrome; Asprosin; MicroRNA-206; Ischemia-modified albumin; Insulin

A7 Bl ABIRFE 4 I e A0 BEZS 51 24k i (2019 748
077 %), Ak H Ko @ ¥ g A 220 4 3 A A
=21

1.2 JREESEARAE (1) 9 AbRHE: OFF & (200
HLEA P ESITIE M) H PCOS I Widsife'©
W AERPEER: H & 5% 28 A4 hAaEERy
BEDRIAG O IR0 e I AR AR 5 7S /s O A
HAZ2 ~9 mm JUYE 12 LU L, B9 AR B R i
10 em’® 5 ML 375 34 2 AR AT Sl /s B0 94 o 9 3% 1 3 o O A1, %
AR M T . QB E I TR, 3 S A
KA B G BEEZ . QB EX I ERCEA
1 18 ~40 2 (2) HEBRbRE : OFF 26 ™ SRS
K RERGEHEHREE . QB IFFE O M5 &5
BT R I 2 | H 255 0 B W RS
BAIE B 6 RS2 LG BECRE | D) REE T BT A 28 HUIR
RPN o FFTE S IR # .

1.3 W bR 5 077k

1.3.1 i3 Asprosin IMA &35 7K P46 0« 0F 5% X 52
BT A& S ~8 d B m2s 15 A0 R i bk i 5
ml, P 25 BB 35 i DK i e B RSB, LA 3 000 1/min 55
> 10 min, BV, R A FEZERI A\ Asprosin Elisa
A& N IMA Elisa 255 £ 4% 0 117 Asprosin [ IMA
FRAE D TR e IR S Ui S

1.3.2  IfiL{F miR-206 k7K P-4 >k I 5 [ Tn-
vitrogen 7\ ] Trizol reagent RNA #EBGRF| &, $2 B
RNA 3% 24 [ ABI 23 7] 7500 RI78 % B R A X
S (PCR) A, 1y FH 55 1 2 5 il % =X S iz ( RT-PCR)
PRI IALTE miR-206 kK-, LL U6 SN2, RNA fi#
A4 R eDNA ;. PrimerScript™ RT 5] £, RNA
145% Jf] SYBR Premix Ex Taq™ qRT-PCR iX#| £, miR-
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206 1FE ] 5] ¥ .5 XATCCAGTGCGTGTCGTG-3 ", J [n] 5|
.5 TGCTTGGAATGTAAGGAAG-37,U6 IEM 5| 4.5+
GCTTCGGCAGCACATATACTAAAAT-3", Jx m] 5| 4.5«
CGCTTCACGAATTTGCGTGTCAT-3", Jz Juj 4 4F 27 : 95°C
5 min FARYE,95°C 15 s AE7E,60°C 30 s 122K, 72°C 10 s
FEA, JE 40 ASE R, LU U6 2 miR-206 N 2, Sk H
2 MR miR-206 ik K, AACE = ACt S50 20
FrAs — ACt XS BRZHBRAR

1.3.3 I i AR ARSI - £0 8K OB { 580 A6zl 25 M it
WECFPG) , ALY N IR 3R Elisa 1200 G 46
) FINS AR 25 I 0 > 28 I 3R /22, 5 iR as
T R 5 R HEPLFE 2L (homeostatic model insulin resist-
ance index, HOMA-IR) ; R IV ] 42 A 3h A AL 73 A%
Viva-prok A6 ) 5 JIH [ /% | = 7 H o

13,4 PEECERM . RAVET] 42 B 30 B Bl
(Viva-prok ) 6 I M — 5 LR | BOMACAE R | BRI
TR SR

1.3.5  MLALEF(SCr) (hs-CRP A5 R FH PG ] 74 A
NAALI AL (Viva-proE ) £ SCr, FigRIZSA YA
B C 2 W 25 1 (hypersensitive C-reactive protein , hs-
CRP) ELISA {7 &4 hs-CRP,

L4 geitsJrik R SPSS 24. 0 Giit o Akt
A IR AT TORHT © 5 FRoR RS AT
BRI EZS 5340, 2 A FE A I ST AR ¢
B s HHBORR IR B R (% ) o, LA X K s ok
F Pearson #E47 FH 5 14 23 17 5 52 10 # T A R AE i £&
(ROC) 43 # L3 Asprosin ,miR-206 . IMA X PCOS & 4
IR FHNANE, BL P <0.05 N2 it .

2 5 B

2.1 051 £E R B o FR 40 R R A R AL
BMI HOMA-IR |G JHEEE(TC) | =B H b (TG) |\ # ik
AR IR R (521 hs-CRP | Asprosin IMA &5 T
fat B XS BEZH , miR-206 I T fd B X BRZH (P < 0.05) , H:
BRI R IESE T F R L (P >0.05) L& 1,
2.2 JRGIHATE BMI B 2 Il 3 Asprosin, miR-206 .
IMA tedx B E/AE L4 PCOS &2 IfiliE Asprosin
IMA 73 TR B IE# W41 (P <0.01) ,miR-206 {i§ T4
J IR AL, W 2,

2.3 JHHIH A E HOMA-IR 23 Ifil i Asprosin, miR-
206 IMA L4 IR W4 PCOS B 1M Asprosin  IMA
& TAE IR W4H , miR-206 i T3F RI W4H (P <0.01),
W33,

2.4 If1i% Asprosin ,miR-206 \IMA 54 15 5 [f] (1 4 %
PESMT Asprosin 5 BMI, HOMA-TR | i JIH [ i | =

F 1 EFEOTIRA BHIAHIGRTTRHEE. (R2s)

Tab.1 Comparison of clinical data between healthy control group
and case group
EyapiH J5 1 4

i Tty by Pl
(%) 28.53+ 4.26 28.65+ 4.22 0.179 0.858
BMI(kymz) 24.42 + 3.43 25.65+ 4.02 2.029 0.044
&5k i (mmHg) 83.21+ 3.42 84.26+ 3.67 1.850 0.066
e 4 s (mmHg) 124.85 + 4.67 125.68 + 5.33 1.025 0.307
LrE(YRK/min) 71.96 + 4.08 73.25+ 4.36 1.911 0.058
HOMA-IR (% ) 1.86+ 0.62 3.51+ 1.22 9.850 <0.001
JJHEEE(mmol/L)  4.01+ 0.61  4.67+ 0.81 5.568 <0.001
ZEEHIH (mmol/L)  0.88+ 0.32 1.96+ 0.62 12.664 <0.001

.390  0.697
.933  0.352

[ VLA ( pumol/LL) 83.25+10.64 82.61+10.25 0

M —EE(pmol/L)  182.28 £40.65 188.55+43.36 0

1L E (TU/L) 16.84 £11.26 17.93 +12.18 1.645 0.102
HAAERZE(mU/L)  4.51+ 2.26 7.34=x 2.58 7.221 <0.001
UM (mU/L)  4.26+ 1.02  6.32+ 1.64 8.900 <0.001
E27 (ng/L) 60.62+ 8.70 72.71 +11.93 6.973 <0.001
hs-CRP(mg/L) 0.83+ 0.14 2.81+ 0.71 9.876 <0.001
Asprosin( pg/L) 1.43+ 0.62 2.65+ 0.85 9.876 <0.001
miR-206 0.92+ 0.11 0.38+ 0.09 35.177 <0.001
IMA(U/ml) 43.25+10.42 75.18 +13.54 16.038 <0.001

R2 JEHILIARIR BMI B I3 Asprosin miR-206 IMA H4¢
(x%£5)
Tab.2 Comparison of serum Asposin, miR-206, and IMA in dif-

ferent BMI patients in the case group

45 1% Asprosin(pg/L) miR-206 IMA(U/ml)
WERIEH WA 52 2.35+0.65  0.35+0.09 71.25+12.53
WE/OFEWA 68 3.01£0.92  0.31£0.06 78.53 +13.24

1 4.399 2.916 3.054
P <0.001 0. 004 0.003

3 JEHI4LRE HOMA-TR 3% I7& Asprosin, miR-206 . IMA
P (xxs)
Tab.3 Comparison of serum Asposin, miR-206, and IMA in dif-
ferent HOMA-IR patients in the case group

4 5 % Asprosin( pg/L) miR-206 IMA(U/ml)
JE IR WA 47 2.15+0.73 0.43 +0.09 70.33 +11.62
IR W41 73 3.02 +0.92 0.30 +0.05 78.65 £13.28

t{H 5.467 10. 158 3.514
P i <0.001 <0.001 0. 001

HIMEEA L (P <0.01),miR-206 5 HOMA-IR | As-
prosin A& (P <0.01) ,IMA 5 HOMA-IR , Aspros-
in FIEASC, 5 miR-206 £ HAHIC(P <0.01), ik 4,
2.5 $2W PCOS k4 IR £ A& Logistic [0] 543

PLPCOS BF M AAE IR HHAZR(1 =2,0 =
5), LAMLYE Asprosin, miR-206 , IMA % 2275 5 H 48
HIHITZ R E Logistic [MIH43 87, 45 R WoR, ML As-
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prosin IMA 5 15 K F  miR-206 I§ 3% 15 7K - J& 5% i
PCOS &4 IR WG ZE (P <0.05) , WL 5,

&4 MLH Asprosin miR-206 IMA 5845 b fa] B9 AH S 73
Tab. 4

Correlation analysis between serum Asposin, miR-206,

IMA and various indicators

- Asprosin miR-206 IMA
#H 1:/]_“ e e i i
r {8 P {H r {8 P {f ! P {f
BMI 0.425 <0.001 0.215 0.086 0.153 0.324

HOMA-IR 0.524 <0.001 -0.332 <0.001 0.624 <0.001
JJHEEE  0.405 0.001  0.167 0.252 0.143  0.311
=WEHh 0.423 <0.001  0.087 0.536 0.135  0.325
hs-CRP 0.201 0.186  0.198 0.193 0.205 0.185

Asprosin - - -0.415 <0.001 0.394  0.035
miR-206 -0.415 <0.001 - - -0.433 <0.001
IMA 0.394 0.035 -0.433 <0.001 - -

RS FN PCOS KM IR Y2 IR Logistic [A1IH 534
Tab.5 Multivariate logistic regression analysis on the occurrence

of IR in PCOS

£ B SEfE Wadfi P1E OR & 95% CI

Asprosin i 0.869 0.354 6.026  0.014 2.385 1.191~4.722
miR-206 fif 1.214 0.386 9.892  0.002 3.367 1.580~7.175
IMA & 0.767 0.365 4.416 0.036 2.153 1.053 ~4.404

2.6 LI Asprosin ,miR-206 . IMA % B4 %F PCOS %
A IR BT AE 73 HT IS Asprosin ,miR-206 . IMA
REEA T PCOS % 4 IR [ AUC H7 0. 761.0. 894
0.667.0. 918, B A& T A% AUC & T Il 3% Asprosin,
IMA(Z =3.831 4.663,P <0.01) , L6 & 1,

R 6 ML Asprosin ,miR-206 . IMA & = F 4% PCOS k4= TR
4 AN (53 BT
Tab.6 Analysis of the predictive value of serum Asposin, miR-

206, IMA, and their combination for the occurrence of IR

in PCOS
moH cut-off {H ~ AUC TR PR ZPBRHL
Asprosin >2.27  0.761 0.740 0.660 0.399
miR-206 <0.36  0.894 0.918 0.808 0.726
IMA >81.77  0.667 0.397 0.894 0.291
—“HE 0.918 0.973 0.787 0.760
33

PCOS J&—Fp 229 A | 22 3 B0 2o M Al R 0 , &
S AL A2 2% , s PRAE R R IR A 5], WA B DI RE R
WAl A, S B R Lo e AN WL R, PCOS & HE R 24y
8.25% , N2 27.8% " HAG PCOS QL= A
BOREIT R, W UXEIRYT N . PCOS BE ZH A
I IR, IR Al fiEJe: PCOS ik mE R,

1.0
0.8
0.6
b
hecd f
0.4 — Asprosin
— miR-206
; IMA
0.2F - ZHBE

0 0.2 04 06 08 Lo
14

B 1 17 Asprosin,miR-206 . IMA Fiillj PCOS & 4= IR ) ROC
£

Fig.1 Receiver operating characteristic of serum Asprosin, miR-
206 and IMA predicting IR in PCOS

Asprosin S H ' FL 3l ¥ F € 5 5 4L 27 A= ) —F
55 kA A B R RO O 2 I T B IR B IR
1 140 D2 FERRZH AL, 53 F 5t 30 kDa, J2& 52 WL 285 B A
A RS R HHT RS S 5w A s A R
YIkr G, MR IE H RS R 78 M B9 S il b, 28
Ja RS T H B 5 vk B IE R, i,
A Asprosin A] RES 51 Z AT L Alan 2 B
93N, Asprosin KK F 55 IR By PCOS F—E
FASEHE, AT AR TR 0 9 55 58 35 £ B R0 4 5
miRNAs 2 — Rl 2L T siRNA {9 kk RNA , 15 26 1
Wt L R A R TR A K R R T MR IR
i AR Y PR 2 R VE B, miRNA FE 1l 3R R fa
SE L 5 A %45 T 109 % UFIR AR T 1 R 1
YT TR . miR-206 £ T ARG A (K 6p12. 2
b AR WL S R R A B T
WFsER ", miR-206 f) 2 15 ] AE 43 32 1B 15 R Y,
IR SCRL A B T, 2 5 PCOS [ & 05, IMA &
— s Sy BRARL R R Bl AR T, T s LA AR
WS N FR S, FE— 2500 I A B i 2 T 8 iRy
HEEE L, FEAM¥EFE Guven %5 ¥ K iRkiH PCOS
BERAALELE IMA FHE 10, PCOS 835 i THE I
RS 5 F AP, 5 PR AL T A N R
Ao BPI NI AEAE A AL PUE AL S AT, Y
RGN =R AR RN TN OV S R €7 S k= R A 1 2 K A o
AR, IR 7 AR, TEvk IE H HEDP , B
H2e/b % 7% PCOS [, B I, PCOS A 2a
R R AR, B R E LA MRS 5N W
AL
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ARBFFEH, PCOS H#% BMI HOMA-IR | i fIH [ fi |
ZEEH I A R BRI R (S22 hs-CRP | As-
prosin IMA 2 %5 i B %} BB 41, miR-206 3% A K1
TRt IR, 2] PCOS FIfiE 5 FikfshnA X, M E
JEJHEE PCOS  WLARAE , [F] i A B R AR 28800 , 77 7F
WEREAC I 5, BRI/ LI R 99 A PCOS £ Wit
#fE (H7E PCOS B #H 1 ,50% ~70% f¥47 H H/ LBk
IR J& PCOS [} &bl 2 — IR Al # e 17« ¥R
P (2R BP0 B B S 3R, ) e I R U
T 5 M 1 5 R AR (0 i A A QI R O, ISR AL IR
FEEE , SECEMEIN IR MAF7E T e S IR 7, 3
TN A, FEARA: 5 77, Rl TR 5 4 o/ A A A A
HE, W 3 [ AEAEAE PCOS Y & 4 & i vh il i BAE
FIH S PCOS #4028 46 A S 25 I [, = 1t H-ah T
5 IR A, Hh R 2R PCOS [ 54K N T 7E e
1R SR, X ) SR RSURE A0 L 1) 43 f s i A ™ L, ]
PR T, AT 1. BRI R AR
WOt B PCOS [BF R NIRRT = B2 . hs-
CRP i PCOS 1 5Pk 2 N 51 /62 , vl 484 155 o L4592 07
DRI AU, 3 25 45 R 9 B, PCOS JE Hf BMIL,
hs-CRP S2i] B R AR 3R (IMA 285 T 1E 3 fadt FR AR K
# ,hs-CRP 5 IMA JoAH &, HoKSF 5 14 J5 R 7T R
5 PCOS (B B E/NEMEA 56, 5 AN 45 R AT
Asprosin A] sEMA LA T &, VF R 1 F AR R, &R
IRIKF- R U AR AR, B = Asprosin A S B AK
AR, BB BTG O, PR, AR5 45 SR H Asprosin
FEFE /B e PCOS fB 3w Y Rk K5, Ml B IR
P4 PCOS f8 3 Asprosin #5 f5, & 3 35 7K 7 & 5%
PCOSk) 4 IR WG X 2, #2718 Asprosin 5 PCOS %
BMI.IR A 3¢, Alan 2" #fF5¢ 57, RT 20 A &/
JiE PCOS g3 Asprosin /K475, Asprosin 5 PCOS g
H 1y BMIL IR ZYJAH5%, Wang e I Asprosin
FENE R L EE Hh ) R IR K R, 5 HOMA-IR & IF A
Koo HAEBIEFER BIEA G B T Asprosin
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(# E] HH R M m/IMRsE558 (1TP) B LM 7S E HEE A 3(PTX3) ZHURE [ E 4 1(SDC-
D) KRG IRE L . FiE #EEC2021 4F 10 J—2022 4F 10 H i H e B BE JLINEHIGR Y ITP &L 95 i ki 5%
4 ; [T B e AR ) il e J L 100 (i 4 Ay ft e Xof R 2H o >R P IR f 88 W B ik ( ELISA) Al 2 2 ifn v PTX3 ,SDC-1 7K
-5 R Pearson AT LT PTX3 SDC-1 7K fYAHIEAE ; Logistic [MSALAR ST ITP [ LTS A HISSTE M H 3 5 3234
B TAEFHE(ROC) (443 Hr il PTX3 . SDC-1 KX} ITP i W (A W5 BN (E. SR  SEmx Rl ik,
WF5E4 ITP f8 L I /Al 31 4k (PLT) /K - 2 25 F B, I3 PTX3, SDC-1 /K - & 2 7t & (¢/P =76. 639/ < 0. 001 ,
8.868/ <0.001.8.483/ <0.001), 5/5 RAF WA L, W5 A R4 ITP £ LM PTX3 ,SDC-1 /K & 2 7t =
(/P =8.313/<0.001.7.851/ <0.001) , Pearson #H3¢43#7 B~ , ITP & LIME PTX3 5 SDC-1 /K FERIEA X (r/P =
0.700/ <0.001) . Jfi.%5 PTX3 SDC-1 & —H W4 12W1 ITP iy AUC 43314 0. 801 .0. 849 0. 861 , —F WAL T I PTX3
HiZH(Z =2.708,P =0.007) . [l PTX3 SDC-1 J —F WA Wi ITP H LTS A9 AUC 43512 0. 790 ,0. 907
0.918, ZFHBAS L T IME PTX3 FMTMN (Z =2.245,P =0.025) , Logistic [FIH/3H7 7R , il PTX3 SDC-1 7KV /2
ITP BILEAER BTG HER FZ [ OR(95% CI) =5.463(3.193 ~9.347) |13.486(10.473 ~17.366) ], &t ITP &
JLIfLE PTX3 SDC-1 KTt 57, % 1TP 12 W A 1505 DA BAT 8 2EIm R
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The levels and clinical significance of serum PTX3 and SDC-1 in children with idiopathic thrombocytopenic purpura
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[ Abstract] Objective To investigate the levels and clinical significance of serum positive pentameric protein 3
(PTX3) and multi ligand proteoglycan 1 (SDC-1) in children with idiopathic thrombocytopenic purpura (ITP). Methods
Ninety-five children with ITP admitted to the Department of Pediatrics at Cangzhou Central Hospital from October 2021 to
October 2022 were selected as the study group; 100 healthy children who underwent physical examination at the same hos-
pital were selected as the healthy control group. Enzyme linked immunosorbent assay (ELISA) was used to detect the levels
of serum PTX3 and SDC-1 in two groups. Pearson correlation analysis was used to investigate the correlation between ser-
um PTX3 and SDC-1 levels. Logistic regression model was used to analyze the relevant influencing factors of prognosis in
children with ITP; The diagnostic value and prognostic predictive value of serum PTX3 and SDC-1 levels in ITP were ana-
lyzed using the receiver operating characteristic (ROC) curve analysis. Results Compared with the healthy control group,
the study group showed a decrease in platelet count (PLT) levels and a significant increase in serum PTX3 and SDC-1 levels
in ITP patients (/P ="76.639/ <0.001, 8.868/ <0.001, 8.483/ <0.001). Compared with the subgroup with good prognosis, the
serum PTX3 and SDC-1 levels in the subgroup with poor prognosis ITP were significantly increased (#/P =8.313/<0.001,

7.851/<0.001). Pearson correlation analysis showed a positive correlation between serum PTX3 and SDC-1 levels in children
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with ITP (/P =0.700/ <0.001). The AUC of serum PTX3, SDC-1, and their combination in diagnosing ITP were 0.801, 0.849,

and 0.861, respectively. The combination of the two was superior to serum PTX3 alone in diagnosing ITP (Z =2.708, P =
0.007). The AUC of serum PTX3, SDC-1, and their combination in predicting the prognosis of children with ITP were 0.790,
0907, and 0918, respectively. The combination of the two was better than serum PTX3 alone in predicting prognosis (Z =

2245, P=0025). Logistic regression analysis showed that high levels of serum PTX3 and SDC-1 were risk factors for poor
prognosis in children with ITP [ OR©95% CI) =5463 (3.193 —9.347), 13486 (10473 — 17.366)] .Conclusion The elevated lev-
els of serum PTX3 and SDC-1 in children with ITP have important clinical significance for the diagnosis and prognosis pre-

diction of ITP.
[ Key words]
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FrbrifE : OREAEA AR s e il D) REFR RS ; @A I ™

Idiopathic thrombocytopenic purpura; Positive pentameric protein 3; Syndecan-1; Diagnosis; Prognosis

HR s LR A M/ MBI PSR s DS R Z B A4
s T ; @BRAEAT H B S MR | A S At e B H
b MLV ZRGEHA S 5 @5 T B AR MR 2 s ORG R
SO RS ; @700 T | 45 AR T 2 A
BRI o

3 35 0 B RS T PN 7 A 3R 2
Tab.1 Comparison of clinical data between the healthy control

group and the research group

R RERT IR 21 ol

I 2 M

nH (n=100) (n=os) M P
B2 () 50/50 55/40 1.222 0.269
R (x5, %) 6.30+ 1.28 6.20+1.43 0.515 0.607

14.23 + 1.50 14.55+1.64 1.423 0.156
8.89+ 1.36 9.14+1.22 1.349 0.179
196.84 +22.34 19.56 +3.10 76.639 <0.001
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PLT(x +s, x10°/L)
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Tab.2 Comparison of serum PTX3 and SDC-1 levels between the
healthy control group and the study group

Il %k PTX3 SDC-1
fatHEXT A 20 100 8.35+1.76 2.38 £0.94
GiEpEi! 95 11.26 +2.74 4.061.73

ol 8.868 8.483
P {H <0.001 <0.001

2.2 2 WM PTX3 SDC-1 /Ky i 55 R
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KPR ETE, ZERARITFE X (P <0.01), 0
*3.
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SDC-1 K (3 2s,pg/L)

Tab.3 Comparison of serum PTX3 and SDC-1 levels in ITP pa-
tients with good and poor prognosis subgroups
H 5 1% PTX3 SDC-1
BUE REFTH 60 9.32+1.83 2.86+1.03
TG A R A4H 35 14.59 £4.30 6.12 £2.93
t{H 8.313 7.851
P1E <0.001 <0.001

2.3 ITP & JL I PTX3 SDC-1 7K~ (1% A 5 P
Pearson A5G0 87 .8, ITP & LML i PTX3 ,.SDC-1 /K
SERIEAY:(r=0.700,P <0.001) .
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il PTX3 SDC-1 /K25 ITP #rE ¥y ROC 2%, 3T
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Tab.4 Analysis of the diagnostic value of serum PTX3 and SDC-1
levels for ITP

. Youd
Gy WIFE AUC 9% CI UK AR M&
H
PTX3 10.01 pg/L 0.801 0.738 ~0.855 0.726 0.830 0.556
SDC-1 3.59 pg/L 0.849 0.791 ~0.896 0.663 0.920 0.583
THBRS 0.861 0.805~0.907 0.644 0.960 0.604
1.0F
0.8F
i 0.6F
%
B

0.4
— PTX3

— SDC-1

Ty — CEBA

L |
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15

1 I3 PTX3 .SDC-1 /K- F-XF ITP 2 Wi (i 19 ROC i<k
Fig.1 ROC curve of PTX3 and SDC-1 levels for the diagnostic
value of ITP

2.5 IfiLiF PTX3 SDC-1 7Pl ITP i Jm /9 4 {673
B 2l PTX3 SDC-1 JKFFiil ITP 515 i) ROC
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Tab.5 Analysis of the prognostic value of serum PTX3 and SDC-1

levels in predicting ITP in children

" . ) Youden

LI s Bk AUC B%Cl R FERE s
H

PTX3 11.53 pg/L 0.790 0.695~0.867 0.743 0.833 0.576

SDC-1 4.94 pg/L 0.907 0.830 ~0.957 0.771 0.922 0.693

THEBS 0.918 0.843 ~0.964 0.900 0.800 0.700
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Fig.2 ROC curve for predicting the prognostic value of PTX3 and
SDC-1 levels in children with ITP

2.6 Logistic [AIIF#E AL 43 H7 17 PTX3 ,SDC-1 7K -
ITP BILWE R DL ITP B R kA AR RS
SJ AR, LMY PTX3 ,SDC-1 7K (52l Sk [ 28
AT 2 A R Logistic [0 940 #7, 45 3 R, I iH
PTX3 SDC-1 f/K-F-2& 1TP L& A=A R U /Y fE R
% (P<0.01), 136,

FR6 ZHZE Logistic [0H43H7 175 PTX3 ,SDC-1 7K F-%f ITP
LS B3
Multivariate logistic regression analysis of the impact of
serum PTX3 and SDC-1 levels on the prognosis of chil-
dren with ITP
PMKNZE B SE Wadfi P{i OR{H 95% CI
PTX3 & 1.698 0.274 38.404 <0.001 5.463 3.193 ~ 9.347
SDC-1 7 2.602 0.129 406.742 <0.001 13.486 10.473 ~17.366

Tab. 6

33 it

ITP S L I8 LAY H IR 0 , 3225 s 2K i
i AR KR, LI IR 32 BRIk 5
MR 8 P L BREAR , B3 8Lk T RS I
R IR B R A5 45 5 AR , 7 T BB A LAY
B VR filt e 0 A i 22 4, oK RE AN AL 2 Ok 2 U 1
AU TP R LR D A g%, R
WA, BT TP J2 L i/ MR R S 5 2L
B EE AR GERT L /MR I AR IR R 5, i /IR R
R, WU N Zh RERE A , B A R M i TR
s R XoF TTP 3 SR T SR B2 R e e i il 571
SEFEATXPRENR ST, S TH LAY /MR R, X SR T

BERT AGE A I ACRE IR, (H K 25 sk 2 SR 15 2 mT e &
SEVF LT AN B, SR YT RCR , BUE AT
PR, SR AEAE HERT | RS W AEI 1TP 25 75 1
AR BB R ITP 2 W0R , BRI LR AE R
LTS B EERE o AR R B, 5 il R X R
A H A WFST AL ITP LI H PLT /K 25 TR, i
B ITP £ LAY PLT %50 FRAIG, AR 1) B8 1 ) 8 H 20 e
i, AT e R E0A At .

PTX3 J& F bbb s B O SF I0 IE HR R I R0, H
8 AL 381 AZIERRAL A, A 1 A~ N s 25 ey 3l Al
1A C szt BFSE o, PTX3 76 ek & 1k
PRI R AR 2 AR, REVE T RN B S et
T TEBRUA T A L AT BETE R B e e
VR g, Sk B 6 B LI i PTX3 /K- 3 T,
H 5B ohfe 4 5L 1040 5%, 22035 22 2 W3 156 A ik JE A
WAARIT G, PTX3 K155 — @ st . DU 45
WFFE & B PTX3 7K 76 /N JLad Sl S8 b 53 T
H 5 o S8 R LR A SRR B R G R B, W
WA EEMER . AR R ER, 5 AT -
2 LR AT ITP (LIS PTX3 7K 83 T, i
SRS SCHR I & B — 35 i S S B AR AL i, TS
ANEW AL TP LI E PTX3 KV 82T 5. X Ui
PTX3 W8S ITP i (W & 2 K J , %) TTP f J LA
KTl HA R RV AT, HOK ST 5 fE S e g TTP il
JE ANEER T B RE N

SDC-1 JE7E P Je A ik i) — b FE RO HE A,
SyFHEh 85 kD, AT L i 21 i 1 B A R £ R AT 2R
HHAWHEFEES S 5 MM 5 S 5 S, 60 A%
Jog LA A0 00 | I 96 25 5 g e 4% E LR AR T
R SCE A IS & B [ 95 4 SR 2 bk 22 s L
I3 SDC-1 AT, 7K1 SDC-1 /] g i 8 )1 [
TR AR SRR A O E R . B AR WR ST & B b
SR LT SDC-1 KK 2 7, H SDC-1 2 it
PRSI A0 7 A B R R, T g R 2 oo
SRR EY . RIS (d X AL L
B WFSE 4L ITP gL IS SDC-1 K ETH B 5 WG B
WA e E, WA AN R4 ITP & LI i SDC-1 /K
G E T . X UL SDC-1 5 ITP iy % & 1 s 4%
YIAH I, HoKSF- T = nl RB A2 i 95 1 % J AN R T )5
1 %A o

Pearson #f 5¢ 7 #7 2 7~ , ITP B LI PTX3 5
SDC-1 KR IEASE, 1T Logistic [A1J9 #1485 5 7 I
i# PTX3 SDC-1 /K V& ITP L& A RS 1)
B2, X segb 4R PTX3 SDC-1 A e 14 1F 15
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I ITP LA BFUS , 28 B — 5 505 4G %o f50) 1TP
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The effect of Leonurine regulation on the Akt/MDM?2/p53 signaling pathway on the malignant biological behavior of
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[ Abstract] Objective To observe the effect of Leonurine regulated protein kinase B (Akt)/bimicrosomal homolo-
gous gene 2 (MDM?2)/p53 signaling pathway on the malignant biological behavior of glioma cells. Methods The experiment
was conducted in the laboratory of Taihe Hospital in Shiyan City, Hubei Province from March to September 2022. The CCK-
8 method was used to determine the survival rate of mouse glioma cells GL261 treated with Leonurine at different concentra-
tions (0, 04,08, 12, 16,20 mmol/L) and screen for their optimal concentration of action. GL261 cells were cultured in vitro
and randomly divided into control group, Leonurine group, and Leonurine + SC79 (Akt activator) group, with 1.6 mmol/L
Leonurine and 5 pmol/L SC79 after grouping, protein immunoblotting was used to detect the expression of Akt/MDM2/p53

pathway related proteins in each group of cells; CCK-8 method, flow cytometry, cell scratch assay, and Transwell assay
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were used to detect the proliferation, apoptosis, migration, and invasion of cells in each group. 30 intracranial glioma mouse
models were constructed and randomly divided into a control group, a low-dose group of Leonurine, a medium dose group
of Leonurine, a high-dose group of Leonurine, and a high-dose + SC79 group of Leonurine. After grouping, the apoptosis of
intracranial glioma cells in each group of mice was detected using TUNEL staining; Immunoblotting was used to detect the
expression of Akt/MDM?2/p53 pathway related proteins in glioma tissues of each group. Results (1) Cell experiment: Com-
pared with the control group, the Leonurine group showed an increase in cell apoptosis rate and p53 protein expression
(P <0.05), while survival rate, migration rate, invasion number, p-Akt/Akt, and p-MDM2/MDM?2 decreased (P <0.05). Comr
pared with the Leonurine group, the Leonurine + SC79 group showed a decrease in cell apoptosis rate and p53 protein ex-
pression (P <0.05), while survival rate, migration rate, invasion number, p-Akt/Akt, and p-MDM2/MDM2 increased (P <
0.05). (2) Animal experiment: Compared with the control group, the Leonurine group showed an increase in cell apoptosis
rate and p53 protein expression in glioma tissue (/P =20.076/ <0.001, 7486/ <0.001), while p-Akt/Akt and p-MDM2/MDM2
decreased (¢/P=11.769/ <0001, 7579/ <0.001); Compared with the Leonurine group, the Leonurine + SC79 group showed a
decrease in cell apoptosis rate and pS53 protein expression in glioma tissue (z/P= 18328/ <0.001, 7359/ <0.001), while p-Akt/
Akt and p-MDM2/MDM2 increased (¢/P =9.640/ <0.001, 5.529/ <0.001). Conclusion Leonurine can inhibit the proliferation,
migration, invasion, and growth of glioma cells in mice by inhibiting Akt/MDM2/p53 signaling, and induce apoptosis, ulti-
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mately inhibiting their malignant progression.
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13,4 G4 25 /) Bt oA e Jo 98 41 21 Akt/MDM2/
p53 PR OCHE AR U 1. 30 1 & Al /N BRURE
TR L3 PR O b SR 1 AT A2 B S A DU
Horr Akt/MDM2/p53 5 [ AH G 2E 1R 3A

1.4 St Jrik SR SPSS 26. 0 34X Bdls i 47
Giitorir. IESIMTRITFREBORILL x £ 5 IR, 24 H
FLBR B R 25 22 00, 4H 1) W 5 e 87 LSD-t A6
B s IS AR TR ORI, M(Q,, Q) Fon, dLIH] i
K Wilcoxon Bk A 50 5 THECFER IR (% ) 3=
R, R X Mg, P <0.05 HERA 51T
2 & R

2.1 OR[AMREE g5 B RLREOM GL261 4 i 34 4 ) 52 Ml L
% 0.4.0.8.1.2.1.6.2.0 mmol/L {35 & B35 0]
0 GL261 2 AL , LA 5 4 FH Bl 4 RF 5080 B2 119
iR (5 2L 5T s Bz 1650 fH Y 1. 6 mmol/L
£ BERLHR) , WAL 1,

M A ZE ()

0 0.4 0.8 1.2 1.6 2.0
2 BEFARAK E (mmo1/L)

5 0 mmol/L B £5BF BB L4, *P <0. 05,
B 1 OR[EIHe R Y £ B RGN GL261 4t A7 S 14 52
Fig. 1 Effect of different concentrations of Leonurus alkaloids on

the survival rate of GL261 cells

2.2 fRBRERIRXT GL261 i Akt/MDM2/p53 38 i AH
AR R LLEE 550 B Ee A, 25 B H el 4 40 e
p-Akt/Akt . p-MDM2/MDM2 [&AK (P <0.05) ,p53 &
FRIATHE (P <0.05) 5 5 25 BERUGRAH L4, 4 B A
i, + SC79 #H 4 Jfd p-Akt/Akt, p-MDM2/MDM2 F} 75
(P<0.05),p53 B F B (P <0.05), WA 2,
#1,

p-Akt . — - 65 kDa
——

p-MDM2 - — - 55 kDa
VDM

P53 A - _

A B €

T AU RRAL;B. A5 BE AL ; C. 2 b6 + SCT9 41,
B2 I EGEEE I A GL261 40 Akv/MDM2/p53 i
PSS E SN
Fig.2 Protein immunoblotting detection of Akt/MDM2/p53 path-
way related protein expression in GL261 cells in

each group

F 1 #£4 GL261 4l Akt/MDM2/p53 3l %40 56 5 (4 48 %

Tab.1 Relative expression of Akt/MDM2/p53 pathway related
proteins in GL261 cells of each group

4 n  p-Akt/Akt p-MDM2/MDM2 p53/GAPDH
X HRZL 6 0.78+0.14 0.83+0.15 0.19 £0.04
g BF A 6 0.24+0.06" 0.27+0.03" 0.67=0.09"
MERGE +SCT94 6 0.72+0.12" 0.77£0.16"  0.22+0.05"
F 18 41.936 34.727 106. 672
P1E <0.001 <0.001 <0.001

T SRR, P <0. 055 5 25 AR R AL LEEE,"P <0.05

2.3 g BRELGEXNT GL261 4G AE M T TR SRR
Fsem A 500 BT HLBR , 4 B AR A 40 A7 R
TR GEBREIR(P <0.05) , TR T & (P <
0.05) ; 5 f3 RERLHRAL LbAs, £ BEREOK + SCT79 41 40 i 7
R IR SRFBELTHE (P <0.05), {1 R
(P<0.05), WK 3 K4 K5 %2,
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Annexin V-FITC Annexin V-FITC Annexin V-FITC
paiceicl 2 RESHRAL 2 BERLAR-SCTIZH

B3 A AK 452 GL261 4ijfa a1
Fig.3 Flow cytometry detection of GL261 cell apoptosis in each group

Oh---
h---

X A 2 BF R 2 BFEL+SCTIN

4 RPIR SIS RN A2 GL261 4 it #% ( % 200)
Fig.4 Scratch experiment detection of G261 cell migration in each group( x200)

2 REELHRAL ﬁﬁﬂﬁﬁﬁ*’SCméﬂ

5 Transwell SCIGKINA2H GL261 40 {248 (45 5 2L 4, x200)
Fig.5 Transwell experiment detection of GI1.261 cell invasion in each group (crystal violet staining, x200)

2.4 OR[RI A R Bk RO /N BRI B B AN G A 4.41) % sa B R A FE 41 (34. 89 £3.63) % (i b
FIsZm tbds  SXF R /N USRI R Kio7 BHPER RS AR 41(19. 87 £2.04) % HIREAL |, B EIK
(65.42 +8.83) % Lb#, £ BF FAR A ] 1= 4 (50. 14 =+ #it (F/P =57.126/ <0.001) ; 5 25 B} B R 4H 35, 25
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FEEE i + SC79 41 (59. 26 £ 8. 12)% F+ &5 (/P =
16.050/ <0.001) , L& 6,
2.5 g BRECART /N B P e IO R A AR R T 1) S e L
B SRR/ B B A S AR TR (5. 16 =
0.87) % HL4%, 25 1 HpMZH (40.52 7. 13) % W ETF
(t/P =20.076/ <0.001) ; 5 35 BF B4 Lo %, 45 BF A
Bk + SC79 4 (8.24 +2.06)% i &ML (/P =
18.328/ <0.001) , WL& 7.
2.6 g5 BEECGOG /N BN I DT 9 4121 Akt/MDM2/
pS3 i MG IR LR S IR oA, 25 1)
L I 9 2 21 p-Akt/ Akt p-MDM2/MDM2 [ {i%
(P<0.05),p53 HEFAIRIET R (P <0.05) ; 555 BF 5
BZH L4, 25 BB + SC79 20 i BJg 21 4 p-Akt/ Akt

p-MDM2/MDM2 F} 5 (P <0.05) , p53 #& [132 1k B A%
(P<0.05), WK 8 %3,

R3O AL/NRUTIA TR ZH 2 Akt/MDM2/pS3 3l AR CHR 1
FHXTRIK AL (5 +9)

Tab. 3 Comparison of relative expression of Akt/MDM2/p53

pathway related proteins in intracranial glioma tissues of

mice in each group

A0 n  p-Aki/Akt p-MDM2/MDM2 p53/GAPDH
Xf FRZH 6 0.59+0.10 0.66+0.14 0.33 +0.06
FaR SR i | 6 0.10+0.02* 0.20+0.05* 0.74 +0.13®
TEEEEAH +SCTO 4 6 0.54+0.11° 0.60 £0.17"  0.36 £0.04"
F 1 58. 160 22.071 42.543
P <0.001 <0.001 <0.001

T SR HE, * P <0. 055 5 35 BERERRAH 1A, PP <0. 05,

R2 A4 CL261 AR TR IR G RFIILE  (x29)

Tab.2 Survival rate, apoptosis rate, migration rate, and invasion number of G261 cells in each group

A n TR (% ) T (%) IERBE(%) YR ZEEL(A)
PO 6 100.00 + 0.00 1.21£0.22 86.22 +14.35 264.65 +43.68
i BRE R 2H 6 48.02 £ 6.13° 51.27 £8.16° 23.31 + 3.29° 89.36 +15.32¢
5 BERIRE + SCT79 4 6 92.14 +15.68" 3.47 £1.08" 78.03 +16.63" 237.48 £50.26"
F {4 49.855 212.209 42.686 34.316
Py <0.001 <0.001 <0.001 <0.001

T X A AL, * P <0. 05 5 5 5 BE SR 1A, PP <0.05
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Fig.6 Ki67 expression in intracranial gliomas of mice in each group (immunohistochemical staining, x200)
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Fig.7 Apoptosis rate of intracranial glioma tissue cells in each group of mice (TUNEL staining, x200)
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p-Akt - - - 65 kDa
Alet 65 kDa
prMDME 55 kDa
MDM2 55 kDa
36 kDa

A B C

AL XA B 5 BERLGEAL ; C. 25 BERLH + SCT9 4.,
8 I A B A I A% 2 /0N P I B R 41 21 Ak
MDM2/pS3 3 B AH S HE FH AR IK HL AR
Fig.8 Protein immunoblotting detection of Akt/MDM2/p53 path-
way related protein expression in intracranial glioma tissues

of mice in each group
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I S A0 B R A i i e A K, I ik AL U R AN
WD, ARG YT XE LLSE 2 VT B, i PR v 2 % B 477
I7 ST, AT SE SR I E R, (0B R R IR R AR
BRI, PR TAT R AR T & 3 IR P A 4%
RERURIR V2 0 AR S 25, LA B i B e T
PR SRR RO 25 B A LR MR Y, DESE R,
i B R AT 2 P () 6050 s A e 1) 7 =4 o S50 4
JL A B, T R O A e R FE T 5
Jigdes vh , g BB AT 3 A i Ao i 1) AR s 24 L ] 0 L v
FIE TSI HO Ak e 2 A5 o8 L e AR LU
0.4.0.8.1.2.1.6.2.0 mmol/L 25+ Ei g 4b B GL261
0 L 22 T ) FR A, LA A P B i R A B T
FEn iR Ll 1.6 mmol/L 25 EL G 4b BE G261 41
PO AT T PR T RS R R R R,
] 2 B B AT 00 1) A G SRR A B A RS R 2B T
PR T, AR S5 7,90 180 360 ng/g 55 HE
TR T BN BB B9 2 2 rh K67 BH 4 2 3k I 52 57
R, L)L 360 ng/g ()35 1 A AL H T PN G ST R A
/N AT T o G SO U A 2 A B R T % UE S 25 B R
AT A e S5 9 200 B /)N B PN 3 A O S R T
F5 7R 2 B 0 P U555 P G 598 240 ML AR PN A T
FAREHIA T, I AT HARSME RS B A2 78, % i e o
98 A I W BT DI

Akt/MDM2/p53 {5538 4% ] 38 3 8 45 S8 1k R
A FE % DNA F0i 55 A A 0 & 2k & S ™ Akt

WAk AT {7 S IR 7~ MDM2 (9% 5 FIA% 5 47, AT
1 % i 2 22 A0 R R I R T pS3 A R
PEARIE , 150 Akt FIl MDM2 BBk n] FAIG p53 ik, 9K
SNEUEYITE S W | LSk DR 0 20 B e 25 S o
i Zhao 251 K3 Akt/MDM2/p53 £ 54 &
ot 5 I XoT i 8  e ME a FR , Ak B4 77 SCT79 W] 3 i
ek S T X i 20 P P 0 6 B 2 O T A 4 ] 4 R
WAL o Wang 2510 BF 5 F S 900 ) J¢ J5R 9 40 L o g
Akt/MDM2/p53 {55-%% 5 AT [ A1 e S5 98 40 A 1 185 4
TR AUZFERE ST, BEAh, Zhuang %56° % B 45 BF TR 7E
) S A 0 Y 1 L 20 e 0 A A e A v T 4
AKUES S . ABFRE R BoR, DL 1.6 mmol/L 45 &
PRI AL FE GL261 2 il K JH: /i A Ji Jo 98 A5 A /)N B AT I
i p-Akt/ Akt . p-MDM2/MDM2 F: T} 15 p53 SEH ik
PRI T A 5 B ok 2 ik JE i 8 40 P B P A= W24 7
A RESE 8 i Aky/MDM2/pS3 {5 5 2% 16 S B .
T IR R AS A 5 DA g R R AR Akt 3005 )
SC79 B4 b3 GL261 21 il N JHL i P Jie I A A /N B
5 R SCT9 AT ek 55 #i B BBk fini e o 73 24 A 14
B RN A GERS AR ZRARIVE T T R HOO 40 A 0
T APR A T, 52 390 P JH T fii ¢ S50 38 A4 S P A=
AT R T, 8 75 g B 0T i 5 5 968 4 i
FEHUR T ROZ 4 6] Akt MDM2/p53 S5 S LY o

25 LTI g 5 BP9 T O PG SO 9 A L A A
WA JER8 SR8 e AR R AN T, 4l ] Ak
MDM2/p53 {5 5 i) B H R G MR E TR L . A
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Yy, 3 S ol R ) Al TR Rl A R T R
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Report the clinical data of a case of neonatal retroperitoneal parasitic fetus and review the literature.

Fetus-in-fetu, neonatal retroperitoneal; Diagnosis; Treatment
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[ Abstract]

complex causes of relative lack of insulin secretion and decreased insulin sensitivity.It is characterized by elevated blood

Sun Lingling™ , Gao Huailin. * Henan University of Traditional Chinese Medicine, Henan Province, Zhengzhou

Diabetes is a serious disorder of glucose metabolism,in which type 2 diabetes is caused by a variety of

glucose, abnormal glucose protein metabolism and abnormal lipid metabolism,which will be accompanied by a variety of
complications with the development of the course of the disease.Modemn pharmacological studies have shown that intestinal
microecological environment disorders can affect the normal metabolism of glucose and lipids through a variety of pathways,
leading to obesity and even insulin resistance. Therefore,the occurrence and development of type 2 diabetes is closely relat-
ed to intestinal microecology.Based on the principle of syndrome differentiation and treatment, traditional Chinese medicine
can prevent and treat type 2 diabetes by inhibiting intestinal pathogenic bacteria,promoting probiotics, regulating the struc-
ture of intestinal flora,and actively regulating intestinal microenvironment to restore balance. In this paper,based on the rele-
vant literature on the treatment of this disease in recent years,the research progress and treatment methods of traditional
Chinese medicine are summarized as follows.

[ Key words] Type 2 diabetes mellitus; Intestinal flora; Traditional Chinese medicine; Research progress
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[ Abstract)

Neuron specific enolase(NSE) is the most acidic isozyme in Glycolysis Enolase, which exists in the cyto-

plasm of neurons and neuroendocrine cells and play a dual role in neuroinflammation and neuroprotection in some nervous

system events. NES has been suggested as a characteristic biomarker of central nervous system injury and stoke, and plays

an important role in evaluating the severity and prognosis of such diseases.

[ Key words)

20 SR AL 1 ( neuron-specific enolase , NSE) J&—
FIFEALE T 2 70 0 4 2 10 4 008 20 L o 9 PR 2 A o
Moore Fll McGregor T+ 1965 41 UCHIA , A e it I B AL Bl 1) —
Bl o> 78 kDa (19 —R{K R LG, EZAFAE T A0 4 A
i, 5 518 3R 2, NSE Bk A [R] as 5L AT Rl SR AR B
PEVERT, A PR R W T AR 2 5 0 22 4 P ST A 2738 1 R o
g s[RI NSE Ay e et v R4 407 B4 1 M 453 475
A ey o R A 5 e S = P A A0 405 S5 5 11 2B M A
B, SCEEXS NSE £ A 48 2 Ge 45405 T 02 W sl ™
o K o PEA o i VR HIEA T2k o
1 NSE M4 FEYFEM

NSE PR y-y 4 B AT |y~ B A i el N\ I A g 2, 244
BB 3 FhfF TEPE R 2 —") . NSE 2 5Bk 1e, ¥ 2-
WERR Tl B A S B R B NN R o D3 4 2 b m) L AT =X
A oo M AL T B FR R 28 50 PE M BE A 7 (nonneuronal eno-
lase,NNE) L) Ko B-B s Bt Ak Bl sl Fk JUL PRI 457 A2 445 1 AL i (- muss-
cle-specific enolase, MSE) , 3x 3 Fl [m] T il 7 {8 JE 2B 4K i BLAF

Neuron specific enolase ; Central nervous system injury ; Biomarkers ; Diagnosis ; Prognosis evaluation

FEE R AR, NNE 7 B 7E i LA B AE 2L 3h B 4l 40 b o
w1 MSE SRR 845 L, NSE 1776 T S ooz I i
it

NSE /)4t P £ A 15 BEAL I 2 (enolase 2, ENO2) , i F
12 Sk b, B 11 A gagah i F 4 ak, 25 5 9 213 4~
AT R . NNE Fil MSE 5L 43 0 F 1 5 H1 17 5 4 Ak I,
T3 A [A) TG A EEE (o B B8 y) IO AR T8 S T [F)
NG By 3 AR 4 As S, NSE 36 P R —
B, 2 AR R IR B, & T DIAE R 2 A4 y T3
LS R ZBRAAATE R A y-y MBI ARG, T LAVE A Y o Ty
WA R S TR AE . vy WHRE— i 433 NG
HIRK, 2 F B 298 39 kDajo W FE A 43T 15k 48 kDa, 2 1 F
FE R 434 NEHETRIR I, y-y TR 200 A SR RR AT T 5
TRAR oy WERAELE TR TR T AN NI S A R
2 NSE §9Thgk

NSE 7£)1Z R 28 R 45 il 2 o0 b B W28 e
AT DS o SR B R R AL 4,5 - B2 3 14 ( phosphatidylinosi-
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tol4,5-bisphosphate 3-kinase , PI3K) 122 24 J5U % {6 85 P13 ( mi-
togen-activated protein kinase, MAPK) {5 5 18 4% 3 42 il # £ T 1)
TR AR A 2 AR . Tl B S A C s R S
PDZ B35 y-1 syntrophin 45447514, AT 5 NSE ) 37 51 44 2
JIEE b, s M R B SRR M O T W] A T S A (R R n
RS BT B TE K3 A 8 1 (amyloid-B, AB) PLAL, Toll #% 52 fA
(Toll-like receptor, TLR ) f A 3 245 412 itk /b 2™ oy~ WAL 6
BOE PIBK AT AT RhoA G, RhoA G i L 30 2 141 240 H
HREA TS A R AT i A KA X R
Xf F NSE £ 5 4 28 48 M S AR 2, IRy 2 S B0/ 0N [ 4
(RE ™ o ATAERE R B NSE ZESREAE (L i A K AT T
VR, iR 20 M NSE 7K 138 2 X 7 A 1 F i 4
L v e 0 S, {53 B O B R R TR E R
HORIZAE R SR, NSE 7853 86 5 78 o 5 FEAE FH B B I BL A
KoEA W,

3 NSE ZEHIR#ME RGEHG PRI A

3.1 NSE 58451461 45 ( traumatic brain injury, TBI)
fari 21 5T & B NSE /KSF- 1618 Wi 18 Sk 3405 BT S5 153 403
Y32 TAESFIE (ROC) M4 T MY 0. 992, 14k, LA
6.97 pg/L Sy AR, A6 I ik 453 40 1 SRR Oy 0. 936, 45 v B K
1. 000 , 33 A e B2 ERR 1412 i 2E W) b 35 ) 7T 4 T 74k L 2
R TBI, B A EE TBL H AR TR il R B4 ( diffuse ax-
onal injury, DAT) , 2% J& S350 AL W7 J2 43 Ao 2 X 1Ly o el 58
0 ) SRR ARG, 7 2 S P i A2 Wi Uy v LA TR DAL,
—IFRIFSE & B, A BRI B I3 NSE /K5 A BEds Hidlraf & 2637
43 ( Glasgow coma scale, GCS) H.{H ( NSE level to admission GCS
score ratio, NGR) P VE 2y B 2= 51 i TBI 835 DAT (12 7 F)
fabR, NGR B 1 TBL A8 35 B A7 ] 58 38 52 AN F) 1 #2827 45
S Slavoaca U RPAN TR (1 I L H b5 4 S100 Al NSE
S5 10 d F190 d fRH AR Z I AR ST, 7E 62 141
HE A TBI B, 2 405)5 4 h H 72 h 34T 2 Fp A hs i
I, IR T — RN B2 A F I R AT R4 . A5 AR,
i) 4h (%) NSE 5 rfvJi $9 #f 2800 B 2% 45 S 22 ) A7 A6 B 35 40 ¢
P, AU AR Db 3 0 2K 0 126 DA R0 By i e i XU, 85 2 1) S
o —IRIIETER G &3, GCS P4 <5 43 540 7 AR B o
(ISS) ¥¥43 >25 43 ZEAR I RERE AT LA AE S SI00B NSE | 3
% Aleyelophilin A, CypA) AP TS BLITE I TBI 49655 &
Z RN 1CU B BUR ST fE R R Z Y . (Rt NSE AT g
S — PR R A9 T HL AN AT DL TBI SR 45 1™ B R B2
AR, AL LS 1 A 1 T B o4 ity b 57 A TG 1 428 2R e MARALE 1) 30
g5 B3 o

3.2 NSE Hfgizerh  BAe o i i 48 & A i 2 al 2 A B ZE 1
FE 2R , A ik AR A b, B EE R B i
PR v 8 108 1 4 3 ) T A 2E 2 ot e P ) R ) B
TERARRTIC, Akt B I SR 48, 36 1 28 T 0 1 2 IR 5E , 4
S 5 VR A, NSE 375 3o i il 7R Btk A3 o — 391 [l I B
FEERTT T NSE 7K F- 5 18 1L & i 3 1. ( hypertensive cerebral hem-
orthage , HICH) (35 /i 4 2 [A] i ¢ &, [A1BL3 47 T 83 441 HICH

Moza-

B MIGIRTER, TR B3 AR GSIN s k B ARSHEAT 5
PRSI W o 45 3R % B NSE 7K -5 151 Py w85 1R 14 & 2E 25 WA
O, ML NSE AY7KPlirm: , /B F s, % T HICH 35 )2
T T LS T A0 375 I AR LA 1 S O e A A
AR5 BT I ) A [ Y e R e o B N 2 A AR
T LG 5 B 473, 458475 0 2 2008 B 1 i I 1M 225 T A 2 i
H 3t s, WO A2 1L NSE 7K SF- T B2 T 1h 248 i 953 4% T s 11—
ForiE" o Kurakina 8BS R BUGAS TS 48 h B
Il 2% NSE /K-S i kAR FL R IEAHDE (r =0.49,P =0.003) , 5
RGN E AR B R IEAE G (r=0.33,P=0.02) . 2tk
PRI NSE AL T 2 pg/L o2 iZAe i AR 12 ~ 14 d 2 D) Rk
L AT FE bR . Arca 25117 % BUREAR P87 2 L 3 Ik doe fn v
#tfi (neonatal arterial ischaemic stroke, NAIS) 4= JLIK & &
NSE ( cerebrospinal fluid neuron-specific enolas, cNSE ) 7K 3 5 4§
FER Bk KRR, JR A DCHE . 15 R 7 3 ik ( middle
cerebral artery, MCA)-M2-M3-M4 [X s it A0 E , 2 41 NAIS
H1NAIS fiF MCA-M1 i bk X 38 1187 A )L 7 3 3055 1) oNSE
IKFe o eNSE K5 X A5 B0 1A B 22 8] 47 A B 3 A0 O, 5k
B RIFWEIUHELL, BAR R G R AR NAIS 22 LK) eNSE
fEBE . oNSE fH 5 T 55 pe/L ZILAIAN R 25 1AL 16 (odds
ratio, OR) AN 6.48, cNSE /K -J& NAIS & 7E 0 RIS 9
PRAEY . AR, 78 S B A TP i A B, NSE JKCSF g il
SE BHATE QAR A A SO T B RN 2255, RS B4 Hu PPl ik
Ry e AR B VB R TN e L S TS R o

3.3 NSE 5% #&4#115 (spinal cord injury,SCI)  SCI J& ¥ W1
X B2 RGUEN , R R R T A M A T Re iR L) R B T g
WG, B = SR | BUR R TS 22 AR A SCT #4710
PR ALHE B AR 0 53T G SN, 5 B 28 70 R 28 s o 440 i
BEAEIR 240 i T 7 T TSR 2 VA I DA, 0 il 2 ML 3
VB TC TR B A TE 1 22 2 R 2 118G, 38 ok 2 2 R 27 g J5
1% 77 (tissue-type plasminogen activator, tPA ) &Y R 5 i £F 7 i I
%7 (urokinase plasminogen activator, uPA ) 4k i 15 1 2T 1%
it , IRt 2 e A AL iR ( Extracellular matrix, ECM) & [, 2R )5 £
VAV RR AR 2 A % He B 1, 2R 0 9 B, T R 4 R 2R
( matrix metalloproteinases, MMPs) 1 21 fifd 3 1 47 it Ak fitg-th. 5%
Mg MMPs, MMP-2 il MMP-9 75 58 P S i iof 8 v & 45 22/
AT LA B 58 1tk 40 i DS TNF-o0 F1 TL-1R 0 T He A= 4 756 1
TR, 3 BRIk Al gt — A i 5k A VE SR . MMPs 72 48 1%
IR PR RN RS b R PR AR T AR RAMEABE R NSE, {2
HE ECM [f , R Gl i PE A2 3, DRI, B ECM A gk
AR YRR 22 Gk S 7 (9 367 J7 % AT LA S 1o 400 4 NSE e ik ™ o
NSE X fo 03 4t i 7 227, 1 28 50 FIIE J5T 240 I A T 9% BT e 2 40 ol
SCI 4k & M i 28 5 M S 7 (4 8 3 4 , FRT b T LA 38 i) o e A g ke
B SCI 5 ECM Al MMP £ S: 45475

3.4 NSE S.CMEBRAEE Iibin A i i o Bk R AR L
IR fo LR ) 00 1 A0 M R 452 5 i 45343 114 Jr 7, NSE
SRR & 75 2% b1 45 ( European Resuscitation Council , ERC) Fl1 [k
I f& 5 iR 22 2% 2= ( European Society of Intensive Care Medicine,
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ESICM) H it — 77 (bR iC9 ™ o Reuter % i 2 4 52
Tk — 3 kAR A 5 i 480 & B2 R (vnoarterial extracorporeal mem-
branous oxygenation, VA-ECMO) 3 47 4 X6 O PR PE PR 52 71 B
PIMEIA PO IE SR 52 A R 3B 64T T 0F9T, K56 3 d L3 NSE
WeBETHE SR S0 R AN R I Re 4 R A G, fEHERZ Sk
151 CT Ao 9 A8 35 20 T, 5 R SR I 4 v 1) A8 AR LG, 12087 D fii
A B NSE YR BE B THE . — TG T IILTE NSE ZK-F- F50)
D NEBRIE S KA RN TS BT, % 368 4]0 I BR 152 52 7
BH 2 ~6 DA RGEEIRMIETIRE /2K (cerebral per-
formal cecategory, CPC) it % 47 41 BT , 45 5 % 3 NSE 8 {1 1
48 h > 101 pg/L FIFE 72h >80 we/L I, T AN B 4l 28 R Ge 485
HIBHPER <2% . TiiHe BRI W &2 95 22 51 2 (ERC) #E LK)
48 h FI/5 72 h >60 wg/L B EIE, W= T 4.3% MR IAER
(95%CI0.9% ~7.4% )'*), Kang 2! lp45 T 1l 3% NSE ( ser-
um neuron-specific enolase ,sNSE) \¢cNSE FIii ¥ 7& S100B ( cere-
brospinal fluid S100 calcium-binding protein B,cS100B) 7EFE4p(>
5% 45 ( out-of-hospital cardiac arrest, OHCA ) =247 & W ) Tl J5 &
X ITRTHE MR ITALL T 45 B3, B 24h SRE—IKEE
A, H R A FIEIKIEZ IS 72h, TEFTA I &L, 2T RER R 45
41 [#) sNSE ,cNSE F1 ¢S100B g & T RIFE5 R4, NRE5HE
241 cNSE Fll ¢S100B [BfTH) i 3G ( 24 5 24 48 F1 72 h)
sNSE 7£ 24 .48 F1 72 h {1 2 F & Z X T cNSE =f ¢S100B,
cNSE F1 ¢S100B 5 0 i [H 3% (false-positive rate, FPR) #H 3¢ 1Y
TR FELR 53 31K 66. 6% F1 45. 5% 24h 435 4 80. 0% Al
80.0% 48h 437>}y 84.2% F194.7% 72 h(FPR,5.0% ) 4351 M
88.2% M194. 1% , H:Z515 H 5 oNSE F1 ¢S100B 2 OHCA sEfE#
MARGETHEA R AYSRA SO E R, W40 20 N s
MAERGETGA R UARAET 1 5 2 A, PEAG O A5 48 s 3
REA PRS2 MG D RE R i PR TR Ji5 221097 FI I 105 19 B % T B
H R T A APl G il &2 95 AR TS AR HE 1 NSE 5 A 28 JUA [1]
LAz NSE [ 1H

3.5 NSE 5.0 ARJF MR Kimura 577 R b GR #5
PRI AT PR WGV T , 43 % 37 610 23 Bl A #EAT T 25
BEARAE S B, MR TFARFATARNE 1 d bk a4
TR ILE NSE K- ARIE Sl 2450405 1) 7™ o A% B2 4 Sl o 25 2
REREGT (n =48) TR PEMZDIRERERT (n =5) UK AMEMZII6E
BEft(n =7) o B TR ALTZ 135 200 S IR R Al T Bl 2 v
FIRREE . BT KRBT NSE JK7-J2 M sl Ik F AR5 A R phige
FRGUEE JRy R 2 v R B Y RO R, (H AR B AE R
NSE A2 00 I A8 T AR 58 T O e i B L 38 0 28 AR R
W TR AR P T NSE A O AR I IR
17 TS B S AN v, B LAE LA ST AT IR, 7 5 A4S
[ANSE

3.6 NSE 5—FABkhREE I AAE I8 A M 20K MU I AE
(delayed neuropsychiatric sequelae, DNS) J&—% Lk ( car-
bon monoxide poisoning, COP) By 3= %I & 4, Al fy R 1 e v 51
T | SR SN 2 o U 8 45 0 2 e I ot 28 S0 48 0 B — Rl AL
NSE #iAN & 24 COP 1 DNS {50 A 5, i R 5351 551

A COP [ 3% J 765 28 1 DNS XJ J5 8637 & e E ™ Nah
40 BGE B 48 h NI A NSE AP >20. 98 pg/L AT
DNS {2 ST B B o Xu 4 #83F T NSE BEH 2 450k 5 2
M — S Ak TP B JE IR & 1 G ( delayed encephalopathy after a-
cute carbon monoxide poisoning, DEACMP) 1Y) 3¢ &, &% J & 0
12071419 Fil 1s3213434 & DEACMP {45 J8%/3/ i, NSE 152071419
B C S HE KRN rs3213434 11 T S5 AL K D) X A 8 GGTTTC
F CCTTTC 7] g /& DEACMP [ fg B R 2 o 7 I PR 2 R0 i 7
rv, BB Sz A R S0 A e T e S R SRR B A L
FREE, MGG NSE W BEAR AT DL Sz e g 35 v i ™ s R i R il
J& , B S RYVA YT, JU XS T COP I & HA B¢ i 1 I IR
ST E

3.7 NSE 5HAMMZRGLIE 2B 1T M5 i B P
FHAN 2 AR I TN 2T AU R AL, S SO R A T
(TL-13 TNF-o0 Fl TL-6) 1530 o S5O or 1 B2 T e ot 240 i -3 F
56 B 2 1 40 ( chitinase protein 40, YKL-40) |, 3l i 40 i3 72 , A
T AE R Sk S 7 2 3 A Al ) el 28 e IR 40 308 1 R
b 2 ORI o B gt i S o 1 - P D €
' NSE 19 5 (i AR UR: B TR 208 S DR 1Y, JF 7T BE S 2 R
PEANMIIN T BB o Lee % BRTERTNEPEAIA T 48 {5k
B M 4TI 5 SAE (transient global amnesia, TGA) S35, 430471 T 1L
18 NSE 7K Fh i FE 58 35 22 [H] I R AR A (4 25 57 o 7 48 4]
TGA B, 16 Pl (33.3% ) KM NSE KF-FHE (25.0
pe/L+11.5 ng/L) T 32 #il & (66.7% ) 1l NSE K
IEH (12.8 pg/L 2.1 pg/L) o IiL¥E NSE K- TH & 1 B35 L
IM3E NSE 7K IE 5 09 8 5 R 90 30 ™ 5 (A J P s 17
NSE 7K A6 FI A DA 0 B 65 (04 58 2 =22 ) 3 7 10 R o 8 v 1Y
DXCARRE, MR R IR (AUC) Jy 0. 684 FEIG FHE N 17.3 pne/L i}
HA5 0.800 (WU 0. 744 [R5 % , R0 BT AR
BT AT BB TGA A LA ¢, LA E vl B8 5 AR B A AT G
IML3E NSE 55500 & V8 14 I (8] 45148 LA K VR T 19 TA R0 2 B
X, Hanin 48 SRR Vi PIRR A8 4 NSE il SI00B 2 753
AT LS e i o, P 5 gl 0 Bl T Ak 00 1 XU, 45 R R I R
A7 NSE 7K F 5 [ [T BF 43 52 TE AR O NSE ZKOF 8 T 17 pe/L
BB SR R RS, 5 4 NSE KSR 15% 5 4 AR
R RN AN . B B E 2 11 AH S ot 22722 1R ( Beta-propel-
ler protein-associated neurodegeneration, BPAN ) J& #f1 25 745 P 5 i
HAGRDURR I — Tt G P 2828 M , FLHU R ARRAE 2 L 4 Ak
PEATPERER R 3R G R A A, IS 78 75 7 0 A L0
BTV 2 DhRE 6 , AT DA & AR AR T o B9 & R
M35 NSE /KT fig2 JL#E BPAN Hyi2 WA= #ybn it , (AR 3
JLE WG BT BPAN YRR 7 A AR o A 42 2% ( Par-
kinson$ disease , PD ) Fll 4 5 14 i & ( dementia with Lewy bodies,
DLB) J2& & UL i) it 28 IR A7 P, tau 25 11 BE R AL tau 2 A
( phosphorylated tau, p-tau) F1 NSE ¥ i & & 7K “F v F F X 43
PD/DLB FIl: PD/DLB™" [ i) NSE /K - 75 JJL35 % ] 3% 1
1k, (amyotrophic lateral sclerosis, ALS) by, -0 A %L X 4> ALS
FIE 6 280 25 ME G (cervical spondylotic myelopathy , CSM ) N
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I rh NSE FiI S100 57 A A A0 m] T 251032 Wi 5 9 JC
AP I 78 A e P IR I 58 1) )1 05595 ( Kawasaki disease , KD ) , KD
B TR IR B2 L I A I 1 i B % A8 L B S100 2 1 A1
NSE /KA
4 INEFRE

H X i b 22 R et 0 2 ) TS 2 T AT S A
P2 LA RVEAL Bl AR AR IR 2250, AR 0T, PPA & 0
WA AT BE 2> AT R PPAG Al R 22 55, P 28 g AR BRAG Ax 5) 2
G PRZ59) T4, DR, e Rl 228 28 S5 460 40 1) 000 3 8 4 T 1) 2F
filio NSE ACFASLAN PR i 28 R G405 0 R 2500, Kl NSE sk
SFAE BT R A 28 2R e B 0 AR BE L S 2 VA U A5 D T
B ARG AN FH R 55, SR 1IT HY TSR BE AR AR 1 I [ S5 [ A
FES BT L) K e 2 < 01 RRHE , I 0 TR — FbR HEAL I T R
A TEH— I RFTERAIR T
S50k
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[ Abstract)
morbidity and mortality rate and also brings society high disease burden. At the same time, the risk factors for HCC are nu-

Hepatocellular carcinoma (HCC) is the predominant pathological type of primary liver cancer, with a high

merous and the pathogenesis is complex which are still not clearly understood. Tripartite motif containing protein 21
(TRIM21) is a member of a family of highly conserved structural domain proteins with E3 ubiquitin ligase activity, which are
involved in ubiquitination modification and degradation of proteins. The expression level of TRIM21 in HCC cells varies.
TRIM21 is also associated with the disease stage, differentiation and prognosis of HCC patients. In conclusion, TRIM21
plays a complex and important role in HCC, therefore, this paper reviews the progress of research on the role of TRIM21 in

HCC.
[ Key words]

sions; Mechanism
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G2 £, =45/ 19 21 (tripartite motif containing
protein 21, TRIM21) 5 RGEM L RIRIE X TIREGEES A B4
PEPESRT A OC , AR R e SRR e MO f B P R R T

Hepatocellular carcinoma; Tripartite motif containing protein 21; E3 ubiquitin ligase; Differential expres-
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I 10CE 2 % HL 20 A, (0 E AT I Jo B4 T B R , i
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T RING S5F3 E3 3% 1 i (9 SIS iR ) 52 24kt f ™
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Keapl -Nrf2 $p & bk 45 Z 48 B TTR00 , LK HCC &R ALl i
TR A 5 R B, 55 B £ (A S T ok BT E TRIM21 )
PSRN HCC R EERVER
4.2 PLHBV i AT R (hepatitis B virus, HBV ) J&
Y& HCC MBI B % . TRIM21 R 30 il 7 1 & i, A
g/ f R EE AT R & TR A HCC, HBV 53 DNA & ffilid
FErr, TRIM21 AT 454 HBx 3 & 5 B3 2 R E RS 15
2 1 66 A, AT 400 46 5 75 &2 0 5 HCC & /B % ) HBx
JEF1 HBV DNA FFJ{ b BEAE X Znfid f—Fh A 8 1, il it 2
P TR0 B AR FH 4 o) 40 B 099 252 1 e 3 F ARG R TR BK Bl
HBV J g L ) 5648, I6Ah , HBx 3R 7E HCC ¥ LA (1
WAL HCC AR AR 1 FE A5 5 54 5, db ik A K okl fie
G RE bR AN ACE P B, S B 2 5 I 51 K i 4 1 BN fi
RAZZRRNELRS A0 A 0, 75 5 3R AT e, By - A0 A A

T LA R A QAR W R A LR . HBV g R
B R SR ATE L, TRIM21 7T DL HBx B #2455, (e
HBx [f# ), BESVEUAIE B2 5 B ik 2 - A 40 i
Ji, TRIM21 () PRYSPRY 4544 545 & HiK 1) Fe B, A 4 3
HBx & AR ™ o Bk 712 Z0FE AR HBx & 11 240, A 58
FHW] TRIM21 0] L4545 HBV DNA R &2 512 R ALk, ot
— R R R S

25 LR, TRIM21 i@t A3 HBV & i BT 75 (19 HBx 25 1 LA
S HBV DNA A REHZ R ALK L6 HBV A9l [,
HBx 7£ HCC i#f BB i B 2 M ZHEMPE R #F HCC R AR R
TRIM21 jfi it HBV 342X HCC e 249 B 7 1 /E
4.3 HAbizfe HCC MER B RARZ , Kbl 5 2%, TRIM21
A iz R ACREMRAR DGR 1, NI & FE 8 15 /T . Wang
A0 AL S AL AT PR T 5 RIPKI AR T AE 3
iF5E4E TRIM21 {2 3#F T RIPK1 k63 #H X iz £ ik, R i T
RIPK1 #1 NF-kB {55 0930 , A il HCC, —IRBro M %
JEILTUVE M € R W] TRIM21 BEfE 5 B-1E B4R LM B 254,
TRIM21 j@ Sk B-1% I 2 A 1z RAL R R i) g1 &
FIRIR S fr Akt ] HCC 40ur 228 . 53 — Ik e R
CTEEBE A ZWEH R4 1 (acetyl-CoA acetyltransferase 1,
ACATL) fi H- i % 92 -O- 15 B 5% B8 13 ( glyceronephosphate O-acyl-
transferase, GNPAT) 7E K128 13 j5 Z kAL, # il TRIM21 45 1)
GNPAT 7z Z AL M AR . TE Z52E 19 GNPAT Jin g 1) il TRIM21
IS HINR TR 5 6 (fatty acid synthase, FASN) [ fif JF: 0 it Ji
R . SEBREN] , shRNA A1 ACATI Ji 1 GNPAT Z 78t
AR BRI a0 R RSP RS AR R — 2 3 3 i i/ DU AR RR I S Y
/N HCC AR A AN i A S . A, 166 ACATL 11
SRR JE 45 2 AR/ N BRI T . el , 22
PPN TRIM21 3@ 4 T ¥4 [ WA 5 8 19 4B (autophagy-re-
lated protein 4B, ATG4B) 52 i 1 fitg & 1, 3 1mi 4100 ) HCC 20 i
5 .
5 NEERZE

TRIM21 B4z &G B3 &1k, 2 5E 0z £k

SR AR, I R R 22 PR R . AEASTE Y

F5EH , HCC v TRIM21 [R5 K - Jo8 — 458 (HE Z R
A HCC o TRIM21 R3AE N, 3X AT 58 5 A IRl #F 5 2 (8] i Ao
R IITELAIAE I LA B I8 AT 5 1895 91 K5ORS8 35 R AE A AE 2 5
Ao BN KL, MR AR £ AR AT A L A0 BT 5 G PR X
MR EREAT TR B SAUE R Z518 . TRIM21 XF HCC Jafa 25 3
WAALESIL, TRIM21 3 i3 X p62-Keapl-Nrf2 1 4% £ 875 AT
PR LIS, AE S A 13 A B 72 988 AE T st 0 A 2 LI
N, 7EF B HCC v TRIM21 5@ i & 42 51 & A 52 098 35 VE o
Ak, TRIM21 fig 62 il @ HBx F1 HBV DNA 545 Fif K fff , 410 1
HBV & il 5 & # H Al Ht HCC fEH]. B-1E# & 11, ATG4B  GN-
PAT 1 FASN 487E HCC kA= & B R ¥ 8 ZAE Al L
ZFE AL TRIM21 A, e Z4Wii HCC &A=& g, HCC [k
AL A2 2% , AT ) S B MO, TRIM21 7EAN[R] 5 (R 5= 8y HCC
BRI BB AR R, X W] R S B A — B HEER
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[ Abstract] The gastric cancer is one of the malignant tumors with high mortality in our country. The lack of early
diagnostic detection markers, inefficient prognostic histological indicators, limited therapeutic methods and molecular markers
of effective targeted therapy are the reasons for the low 5-year survival rate. Intestinal metaplasia plays an important role in
the pathogenesis of gastric cancer, and is even considered to be the only condition for the occurrence of intestinal gastric
cancer. Early identification of risk stratified patients with intestinal metaplasia plays an important role in early diagnosis of
gastric cancer. At present, the intestinal metaplasia progressed to gastric carcinoma is closely related to P53, OLFM4, SOX2,
CDX2, Bel-2 gene, HERB-2, VEGF, MUC2, telomeres, DNA methylation and other related molecular factors. we discuss the
molecular progress of intestinal metaplasia and screening the molecular markers, That will be helpful for the diagnosis and
treatment of early gastric cancer.

[ Key words] Intestinal metaplasia;Gastric cancer; Molecular markers
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B b B2 A4 (intestinal metaplasia, IM) 2RI B R J&, A BOOREE i b B A AR A8 1) o0 T AR 3590, X b B2 AL AR
MR A R0 B A B RO, HRT B A B BRI ATREHR L GC B R R AT S0 T \JFﬂ‘iu&Bﬁlﬁfﬁiﬁiﬁ

AR o RAERAROUD R IM B BA AR KR B 5 B e MR SCRERLZ SIS MR TAR S — 28k
A B AR 6 1 i R B R 0 i (gastric cancer, GC) [ H UL 1 #HEEEER—DP3
FnIB WL, X T ErA I b A A B, ST FE AT B — BNy PS3 i SR I RN b B Al A g A i

Vio WHBITH AR A NI & BT R B L i Bt —AEEREER, PS3 FER A S A0 A A KA 3 5 AL
A B R T s AR H T N AN BT R B R A E N R AN B A R SRR . FNANE AR KT
BEVTARAE B B RSO L Iy T IM BRI ERrE - PS3 S IMLGC BFSE . BFFE4R i PS3 HE FUK- AR IE % H
SR AT A A B A BT 5 M 0 2 R 1 A D ) [, ITAEOR G B b R e A e e R e I A e 0 R
TSR MANN5 T 5 W R AR FHLRIOBR ST TPS3 Zsde IM A B HE R f sl 2 o Bedim R W1, 2828 1
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TPS3 765301 B 8 (T ~ T1 J00) 90 401 o G 46t 2 Hy 64, 46% , 5735
PS3 2K [ #9355 Lauren 4} |k E 4% 45206 1 200 i 52 0 o A7
ERARED (AT W ST R W], TP53 2878 78 iy 1 Ak 26 4 i
e D S B, T R AR S W PS3 AR
SE 4K T A B TR TR EE > A8 58 4k /NI T Ak , 48 % S
Tk G bR AR E MR BIE X A SE 2K B A A 5
R G R ), — P ELIE B AT A 4R PS3 A T fE
B T M 1 Bz A A 0 e R0 B R A 4 TR

2 BETFEM— ANEIREEE 4(OLFM4)

PR 20 2 R 400 LA 3R KA T A R B TR T R
JIRIRR R, R bR R R TS RN 25 R R BE
YR IRE 52 2 Ve % 22 ik T % B A AR T 4 e 7 )y s izt
REFENT , FFHE— 254 AL BAE B, AT S0 T AR R, Van der
Flier 25V BF 5% % B M 8d T 40 M b LS 23 BV, JL 5K B
P55 5 BB 1) S 2 R SRR S UTAR €, Tl OLEMA ( olfactomedin
4) TN LS FAE B T 40 R St b S . OLFM4 dufk g A
KIZE M 4, th A 13 S Y@k (13q14. 3) @ i 7% 5 | i
510 NEIERIE ML R 174 g A — AN 250 SRR
4R Olfactomedin £5F3K , 73 T2 64 kD, JEWSEA G2
BRI — P, B — 2Pk AN i S0 BB 25 1, HL A
T R BN AT TR A0 M A% B 40 A T A0 i 5
B | AT A ST 2 B — ol B e e S R T A A
g, OLEM4 35078 11 FF AT 3 5k 81 2 240 i J) 309 41 k16, 5
4 i 285 B2 W R 00 L £ R A% L A S e D B B AR M A T
S ROy RS MR B S 2 R R, OLFMA4 15 245 %
P& A K, a1l NF-KB, Wnt-B-catenin , Notch %4 {5 5 i i A
OLFM4 A B TR 5 JBIR 45 M | 0 3 25 30057 14 oo 25
eIk AEHAMTBALAR A F2 3, PR Gt 3 0 T304 1 328 93 11
Fto [EBTSE % B OLEM4 & (e 13000 1309 AR @ 2 fk i
FELLLUF IR, T TE S AR 5 B ek A0 o g 90 o 2 1P A1
e SLY & N [ 13PN E R S SN U )= € R ] e
SN FE I A —FL N OLFM4 26 175 i 5 5 958 B T8 T A5 1
J b B A A b B i e ik o 4R b R Al A o S i 7
9o T RE AR RE R R T A e Ak o TR Jang 251 BT S
OLFM4 23575 1E H B Bl Bk 7oL 140 rp R 4 40 b g
i Wi ELH BT 8 AR 55— > AR CDX2 Rk 2 Hf. Oue
sl OB gs e e A R A LTS OLFM4 Il Regd ] 35 S46: tH 5 9
(O RUR R RV S B, L B 33 % OLFM4 1T BB 4 S L0 % 30 i
bR AR A TAR W o
3 HMG ERERETF(SOX2) R R EF(CDX2)

SOX2 LUK 53 PR IR A 53 45 4 DNA 591, V2 41 4L f 044
BT MM T T A SN | S i )
M R E PR EAE  EAR R, MR B BT 5T kB,
(R PR RS 5 SOX2 i 53 Fik bl G, IhRa™ spah
W, SOX2 1EIE# B 4140 W b B2 A A 4 4V S0 434 1 4 41
Py R 4P AR (P < 0.05), 23k B 4 51
89.02% .76.38% 71.01% .64.98% , Wif1EH WmiR4 M8 i &
T B T IRk . ETRIB R B (71.54% ) FiE B EES T

95 (58.25% ) , 1Ak SOX2 X H R A 4 i AR, ]
eSO BN K EXRRFENBY, CDX2 R 5 M %
B, TEMR IR 4 T B RO A I L 2 5 W A i 3 L 43 Ak LB
W K b5 e B, CDX2 7R IE# & 0L T HAE A/ N B 235 s b i
Rk, T ARTE B E R h Rk, 4 A Rk B
CDX2 72 M H R (IM A B AL M KRB N5 R 6. 7% |
46.0% F126.7% ,IM 18 fm2l 219 CDX2 ik § R £
KB ETE . FIRFEE IM B b A B in s CDX2 ik n
s, B R H T BB B FR L AR B R D e A g ) kA
A, CDX2 J&—AN e ik D9, 75 5 8 4 20 o 26 3K 1B 1R 73
JEBAR K, IR CDX2 F ik REIM IR 1 & S . Tk
TR % B SOX2 1 CDX2 Feik LA A, SOX2 FEIEH &
RIS [ Bz 2 P 2R BAPE, T CDX2 s BAE. CDX2 7E/)
0K L f A e ek B T SOX2 Gk AYE™ . 7 B
JE R A R g b CDX2 W) 3 T & i SOX2 JEACR 3k, Ut
MR L Rz flAs B 8 98 B9 % A B Je Al 445 T ] g 2 SOX2 5
CDX2 SRS 5 RksE g 11 0 BB IR IR Z %%
KKy CDX2 S - B Ak A Ko7 1) S S BRI R SR o
4 MREEABATRE Bel-2 BH

Bel-2 2 HATHFSE ) 2 B S T S B L A, Tsuji-
moto 41! f5 FFLYE 8 Y6 P I A 25 4 40 MO K P98 R % B Bel2
FER It 44 o B bk AU ARIE/ s -2 , AT 18¢21 Y fafk,
Gt 239 NS FERR W AR 1B ( Bel 2o, 73§ 26 kD) 1205 4~
SRR T (Bel-2B, 40 F 4t 22 kD) o 55 400 il 48 4 1
T T 52 A0 A Bl DA Ay 2 g 2 14 S A0 L A0 i S 5
AT AL T AR KRR L IR T Bel-2 G HLIR T AL Ja 12
BT WS kI Bel-2 78 1 4 1 I o 0 i 35 30
/INTU 290 o S5 RS O 4 M PN 35 3 5, $% Bel-2 AT g X 36 5
YRR T AR PR VR A L A T T, AR I 43 b e, T 45
TEH E B MR T, T Bel-2 ik by W] AT iR 4 H A O
W] A TS R SR R Bel-2 Rk
BEIMHIEH R T R—FH T R b A —AR I
R — B e b R AR A 2 R0, A0 R TR BOE ) B
B, 205, S0 PR T e O B s AR R T e B N
I A 5 B E 2 B To i 3 2= 5, Bel -2 SR A B R B EW &,
VERAEN b A A DUE A M TR 458 S5 5 Bel-2 )48,
AT B3 HEA T I R B 36 o 2R T 042 BF 9T 2 B, Bel-2 1
MRS R el SR A B R A G B A R
A3 H 54.44% 62.03% 80.00% .82.30% , & J 4 Bel-2 BHM:
SR A B FR T8 BH M R s TR e it R4
Pl bR e, U B i A i v A SR BT B Bel-2
Jb eIk, AR Bel2 AT I B A MR T A gk R AR
KR, [FIEY,Bel-2 355 B MR EREE Ok LS R TGk,
HEW: Bel-2 mIRE S A A WL B4 o6, S5 MRk R 656, Bel-2
A P Ay M) B R 09 A 1 S AR A, {0 Bel-2 5 18 g 4 Y
MR RIFAE R . BHFFINN Bel2 AR B REA
SRE M E IR 25 B EH A TG 2%
S R — AT




- 1118 -

SEMER 24k 2023 4F 10 H 55 22 555 10 ] Chin J Diffic and Compl Cas, October 2023, Vol. 22, No. 10

5 4KEFE5ZEERIERE—HER2,VEGF

HER2 i Slamon %% 1¢ 1987 4EHF 55 LRI 4 BLAG 50
BN FE B R LR R R AN T S R AR R
%, HER2 P0G TE 2R M Ty 1, Bk T.3% ~
20% F ) B 5 A7 46 HER2 i %A iy 34> . HER2 #£ &
W1 B EIREAE HER2 JE M1 8 HER2 NP [ fES 5
LA S R I HE R HER2 A 1E % 44U rh ik B P ek 55
Fik, TEWIKIE )5 5 5 PIBK/AKT . MAPK . NF-«B ,MMPs , VEGF
25 40 2 S A A IR T e 40 it JE 4 R T T e
1S IR 0L T R A A R G A A R 3R R
J1170, R HER2 76 b Rz Ak gt 3577 N IM
13 Bl HER2 Fak PR BT+ $R H 5 b e fbA: &
FEIE A . AT P A IR (VEGE) J& B RTIFST A
hy R P L K DT S MR TR RV A B S R R
VEGF R LU {1E i 7 42 32 iy b B 2B, 9 1 %8 P9 B VEGE
SRR T 1L A, A AN R B R 2 AT 5 | A e
P VEGF 7E1E % B A4 W b e Al R g ) 5
ST . 7 B RALUR R IE R E A b A E A
R, IR A R R e R v i A AR R A T R
e BRI VEGF A7 By %oF 5 6 5 76 728 1) R LR 40
B9 B i 2 S 2 W
6 FEEA2(MUC)EHRA

ZHE A 2(mucin2 ,MUC2) LK H Gum 2578 1989 4ET/Ng
cDNA PER B, e T Y A0 11ql5. 5 |, Al it 43 W5 4 MUC2
B M. MUC B —20 TR > 200 x 10° fpE L1k &
P, 76 B Ml WEIGE AR E A T 00 4 i b EL A T T AR
b R AR VE T . BLER (e R AR A0 T Rk R
b A E B ARz S IR R,
MUC2 FhER PR R B R P ARRIL, el 1 e A A g
KB R A AR R PR A R Rk, 4R R B B
W LR b5 MUC2 SH R RiEF X K& MUC2 IlES 5T
J b Bz A AR I R B DY A, BRI E A
(MUC5AC F1 MUC6 ) (#3235 BRI MUC2 (1935 A= F2 35 FHTE 19 3R
TR BT A DO T SR P TG A T e R L R
7 MUC2 ] G 2 AT 4 (7% S SO0 G 0 il ] BT BT JEK e 5 | R 9 T
A5 J B EIbR R . MUC2 B935S B R 9o (LR BE % e i
AT — 2 A OCHE , MUC2 BRI 235 DL h 4 Ak 22, PRIk L 25
RN EETRERES, TKESEBN BB bR EX, 28
TS B ARG o IR RFEIA Y MUC2 K3k 5 it
ELEEEE R (I PR 2 R0 B i 0 A B 22 R T2 G, W ik MUC2 25
HE5 B A TIEE, Ml B 5 g s e R, B& I
i MUC2 BEE1E A I B oA e AE R J R IE A8 I 0 AR AR
WA it — 2 KA 5T o
7 NSRRIEGHHE R E (hTERT)

Vi Lt H A St I RNA. S A 56 2R 1 R st Al 338 4
51 (human telomerase reverse transcriptase, h\TERT ) = #5434
A, S AP A H, WTERT S AR T it b il 336 8 ) & 45 PR
AR VA Y S, S T 9 5 4 G R 348 7 2 A O, A i

Bk R B E AR, I hTERT 2635 5 i /K 1 5
A itV P — B, BRI st iV M B F8 AR i DL hTERT
TP BB AN pE g R W1 WTERT 169855 % I
B AR A 22K I R 3 s T AR 55 W b Bz Ak AR 4 B R
Sy 51.52% (10.81% . i LI 55 1 AL 25 24 SRt o 17 ) 95 -
R B B P 0 55 M AL R 2 S B, 48R W b Bz Ak
APk WTERT FRVE S OB G e M s o 70 B B A8 i v
W% 1 b B A 2B e o0 R B i o, WTERTT A0S i 14 2 2 ot 38
YIhnEE, hWTERT 75 1E % BhIE 080 H % W b B Ak 4 i 750
SR AR T Y . hTERT A5 i 3005 NF-«B 553 B
MR HE CDX2 (21K, 50 5 58 00 o Ab A 10 2 2 % e g
A5 BB BEST R A WTERT 16l 1 B A2 s 25
M —AFr &P P e EAT ) [ A v A 55

8 DNA FIE4L(DNA methylation)

DNA (1)) 3l B FE AR R D G AR 7 g iy 58 g B, 2
i rp R AT AR LS . WAL R R TR SRR IX R S
CpG &, 5 AT 35 DRI 5T S8R, 2 200 A i o A0 R L e 40
e AR e sl 5 DNA &5 40 i R B 4 R T B SRk s
SIS T R R 2 S R DR P P A A O T L R R 2
SR T A, B, CpG % 1 FY Ak 1T A T
FELIEA R AE R R IR (9 2 TAR S . pl6 LD BN 2
LT TPS3 {45 — E AR I L . & B S5 40
R UMM S0 A 2 e v, LA R (9447 56 52 R 8 400 o
W

[ N WFSE % B, pl6 LR B 34k # C-mye & hMLH1 £/ L
Bl b R SR A | AL S R T, R TE
R AR AR A 40, 38% , 1F R AR R K93, T5% . i HL
it 5 T R 0 AR ST & B pl6 H LR TE
EAEE R W bR A R SRR ) S R R e 1 &
Th DA SR A e A R L A, Niu 25 RS &
M, SOX2 FL[H i 8h T X F SLALBH MR A R B B R R %
e R b i BE i b B A AR A B TE, T CDX2 JE R 2 1 2%
FIIEAL IR RLE 3 HPER B T, —HB T RHX LR,
i, CDX2 i 2l 7-7F IM AL fiig s e 2 R iR s ™ 4
71 CDX2 2 WAL ] fEAE M - B2 S 2B L i o o 7 o R 4
FEAEA . 5 FRE P DNA B 3403 T b R Ak AR A5 1y
T R R S R i WA L,

L ERTR, W b AR AL B S S AR T A SRl D R
12 SANMIIE T 395 Bl 45 2R BN T SE ) IM i %% AF | kT
Y AR RCHIUR S  AHN PR iR R s R B — e E R M. B
TG R & F 0 T OEAG I L Bz A AR S G R B Bk e fb T 48
Frin CDX2 P53 MUC2 \HER2 %5, RS M, (R4 HE br 2 () i
Z RBEAIG RN H A8t , F R R A R 3 ML B 1 iz Ak 2k
AR AR PRI T B . RTS8 AR I PR32 AR X 35D, S AR {5 B8
TERMIE T T , 7] i 5 46 b A UK R S P AT A 4l B ik = K
REA IR RIS A X o W T e Al A SR 8 AT , 45 B R 5 &
TR b B Al 25 5 1R 5 Ak 187 UM 4 A5 L I PR % S
SRR AR S W T A TR MR R AR M IM R 1



SEMER 24k 2023 4F 10 5 22 545 10 ] Chin J Diffic and Compl Cas, October 2023, Vol. 22, No. 10

- 1119 -

Wz o3 2 R B e X I b B2 A A o BRARRAE B DR, BRAR BB %
Ul HR AR NI REAIR GC R3S 1 A %6 3 i A A7 %
% 0k

(1]

(2]

(3]

[4]

[5]

(6]

[7]

(8]

[9]

[10]

[11]

[12]

Hnatyszyn A, Szalata M, Skrzypczak-Zielinska M, et al. DNA vari-
ants in helicobacter pylori infected patients with chronic gastritis,
dysplasia and gastric cancer[ J]. Adv Med Sci,2019,64 (1) :79-84.
DOI: 10.1016/j. advms. 2018. 12.002.

Li F, Li S, Wang X, et al. To investigate the prognostic factors of
stage I-Il gastric cancer based on P53 mutation and tumor budding[ J ].
Pathology Research and Practice, 2022,240.154195. DOI. 10.1016/
j. prp. 2022.154195.

Huang KK, Ramnarayanan K, Zhu F, et al. Genomic and epig-
enomic profiling of high-risk intestinal metaplasia reveals molecular
determinants of progression to gastric cancer[ J]. Cancer Cell, 2018,
33(1):137-150,e5. DOI:10.1016/]. ccell. 2017.11.018.

Battista S, Ambrosio MR, Limarzi F, et al. Molecular alterations in
gastric preneoplastic lesions and early gastric cancer[ J]. Int J Mol
Sei,2021,22(13). DOI: 10.3390/1jms22136652.

Van der Flier LG, Haegebarth A, Stange DE, et al. OLFM4 is a ro-
bust marker for stem cells in human intestine and marks a subset of
colorectal cancer cells[ J]. Gastroenterology, 2009 ,137 (1) :15-17.
DOI:10. 1053/j. gastro. 2009. 05. 035.

Zhang J,Liu WL, Tang DC, et al. Identification and characterization
of a novel member of olfactomedin-related protein family, hGC-1, ex-
pressed during myeloid lineage development[ J]. Gene,2002,283(1-
2):83-93. DOI.10. 1016/50378-1119 (01 )00763-6.

Liu W, Rodgers GP. Olfactomedin 4 expression and functions in in-
nate immunity, inflammation, and cancer[ J]. Cancer Metastasis
Reviews, 2016,35(2) :201-212.

Wang XY, Chen SH, Zhang YN, et al. Olfactomedin4 in digestive
diseases: A mini-review [ J ]. World Journal of Gastroenterology,
2018,24(17) :1881-1887. DOI; 10. 1007/510555-016-9624-2.
IR, OLFM4 25 (1 3 3k 5 1 o i PR 3 34 I B TS 1 5%
#[D]. 1. EHRE, 2014,

Oue N,Sentani K, Noguchi T,et al. Serum olfactomedin 4 (GW112,
hGC-1) in combination with Reg IV is a highly sensitive biomarker
for gastric cancer patients [ J |. International Journal of Cancer,
2009,125(10) :2383-2392. DOI: 10. 1002/1ijc. 24624.

Jang BG,Lee BL,Kim WH. Olfactomedin-related proteins 4 ( OLFM4)
expression is involved in early gastric carcinogenesis and of prognostic
significance in advanced gastric cancer[ J]. Virchows Archiv, 2015,
467(3) :285-294. DOI: 10.1007/s00428-015-1793-9.

TOFE RPE . Sox2 B Cdx2 PR 4R 46 B KL
HIT 28 P Y Rk B LT T BRI B2 25,2016 ,24.(10) + 1585-
1591. DOI:10.3969/j. issn. 1672-4992.2016. 10. 024.

AR, PINIBEE, XI5, 4. FXR F CDX2 16 H # I 1k 2k )
FEhFRIE R B LLT]. B B2 2, 2020,28 (6) : 967972
DOI:10.3969/]. issn. 1672-4992.2020. 06. 020.
Shi M, Sun NN, Liu CF,Expression and significance of FXR and CDX2
in gastric mucosal intestinal metaplasia and gastric carcinomal J]. Jour-
nal of Modern Oncology, 2020,28 (6) :967-972 . DOI. 10. 3969/].
issn. 1672-4992.2020. 06. 020

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

(23]

[24]

[25]

Hao Y,Liu BL,Liang Y et al. Further prognostic stratification of intes-
tinal type of gastric adenocarcinoma by CDX2 expression pattern[ J ].
Human Pathology,2022,131:61-67. DOI; 10. 1016/j. humpath. 2022.
11.005.

PN, XUIRE TS , F1 4%, 5. SOX2/CDX2/HNF4o 55 I A P Y
WRFEE R [T, BUACH R 1 27, 2019, 27 (24 ) : 44754480 DOIL:
10. 1016/j. humpath. 2022. 11. 005.

Sun NN, Liu CF, Shi M, et al. Advances in research on the relation-
ship between SOX2/CDX2/HNF4q and gastric cancer[ J] ,Journal of
Modern Oncology, 2019,27 (24 ) .4475-4480. DOI. 10. 1016/].
humpath. 2022. 11. 005.

Tsujimoto Y, Croce CM. Analysis of the structure, transcripts, and
protein products of Bel-2, the gene involved in human follicular lym-
phoma[ J]. Proceedings of the National Academy of Sciences of the
United States of America, 1986, 83 (14):5214-5218. DOI. 10.
1073/ pnas. 83.14.5214.

Yuan Z, Dewson G, Czabotar PE, et al. VDAC2 and the BCL-2
family of proteins[ J]. Biochemical Society Transactions, 2021 ,49
(6) :2787-2795. DOI; 10.1042/bst20210753.

LR, G B, O R, 4F. p53  Bel-2  c-erbB-2 £ B 9 KR A
AR IR IR LT b B ARt R, 2005 ,8 (1) :37-
39,42. DOI:10.3969/j. issn. 1009-9905.2005. 01. 014.

DA BT, AN TS5 Bel-2 8 AR KPT# 1E i A
s LD ] I PR B2 2 B 5 50, 2018,3(29) :81-83. DOI:
10. 19347/j. enki. 2096-1413. 201829038

Wei H, Zhao ZL, Relationship between apoptosis and Becl-2 protein
and their effects in gastric carcinogenesis[ J ], Clinical Research and
Practice, 2018, 3 (29 ). 81-83. DOI. 10. 19347/]. cnki. 2096-
1413.201829038.

REM, MR, 250, . MEERER pS3 Tl 5 A Bel-
2 MEPA TR Bax 72 B SRR E RO FRIE T ]. HRER
9 % 2 7%, 2016,25 (9) : 1040-1043. DOI; 10. 3969/j. issn

1006-5709.2016.09.019.

Zhu YX,Zhao MX, Jiang DG, et al. Expression of tumor suppressor
gene pS3, apoptosis-suppressing gene Bcl-2, pro-apoptotic gene Bax
in gastric cancer and precancerous lesions [ J |, Chinese Journal of
Gastroenterology and Hepatology, 2016,25 (9) :1040-1043. DOI.;
10.3969/j. issn. 1006-5709.2016. 09. 019.

Gryko M, Pryczynicz A, Zareba K, et al. The expression of Bel-2
and BID in gastric cancer cells[ J]. Journal of Immunology Re-
search, 2014,2014:953203. DOI:; 10.1155/2014/953203.

Singh S, Bhat MY, Sathe G, et al. Proteomic signatures of diffuse
and intestinal subtypes of gastric cancer [ J]. Cancers, 2021, 13
(23):5930. DOI: 10.3390/ cancers13235930.

Slamon DJ, Clark GM, Wong SG, et al. Human breast cancer; cor-
relation of relapse and survival with amplification of the HER-2/neu
oncogene[ J]. Science (New York, NY), 1987,235(4785):177-
182. DOI: 10. 1126/science. 3798106.

Abrahao-Machado LF, Scapulatempo-Neto C. HER2 testing in gas-
tric cancer; An update [ J]. World Journal of Gastroenterology,
2016,22(19) :46194625. DOI. 10.3748/wjg. v22.119.4619.

Kanayama K, Imai H, Usugi E, et al. Association of HER2 gene



- 1120 -

[27]

(28]

[29]

[30]

[31]

[32]

[33]

[34]

SEMER 24k 2023 4F 10 H 55 22 555 10 ] Chin J Diffic and Compl Cas, October 2023, Vol. 22, No. 10

amplification and tumor progression in early gastric cancer[ J]. Vir-
chows Archiv, 2018,473 (5):559-565. DOI. 10. 1007/s00428-
018-2433-y.

HUKHE, P, R B 8 0 2> 7 P KR w32 W 00T 5T
R[], P2 sS4 PR3 T, 2016,37 (4) 1461472, DOIL:
10.7652/jdyxb201604001.

He SX,Zhang D, Lu SY, Advances in research on molecular mecha-
nisms and target diagnosis of gastric cancer[ J] ,Journal of Xi an Jiao-
tong University ; Medical Edition, 2016,37 (4) .461-472. DOI.; 10.
7652/jdyxb201604001.

Seo JY, Jin EH, Jo HJ, et al. Clinicopathologic and molecular fea-
World Journal
10. 3748/

tures associated with patient age in gastric cancer[ ] ].
of Gastroenterology, 2015, 21 (22):6905-6913. DOI:
wjg. v21.122.6905.

RS, BN AR, GOLPH3 5 VEGF 72 i i o i 235 K He il IR
BT A I AT BE 24,2021, 14 (9) :915-920. DOI:10. 3969/
j. issn. 1674-3806. 2021. 09. 16.

Zang 7Y ,Wei XD, Expressions of GOLPH3 and VEGF in lung adeno-
carcinoma and their clinical significances[ J ], Chinese Journal of New
Clinical Medicine, 2021,14(9):915-920. DOI: 10. 3969/j. issn.
1674-3806.2021.09. 16.

Nowak-Sliwinska P, van Beijnum JR, Griffioen CJ, et al. Proinflam-
matory activity of VEGF-targeted treatment through reversal of tumor
endothelial cell anergy[J]. 2022. DOI. 10. 1007/
$10456-022-09863 4.

BHETY, AR, PRCE, 55 VEGF FIZEE R p53 1 B 4
Fk R X)) o E S, 2016, (1):90-91. DOI:10.
3969/j. issn. 1000484X.2016.01.019.

Mu GF, Zhou LK ,Chen W], VEGF and mutant p53 expression in gas-

Angiogenesis ,

tric carcinoma and significance [ J ], Chinese Journal of Immunology,
2016, (1):90-91. DOI.10.3969/ j.issn. 1000484X.2016.01.019.

Battista S, Ambrosio MR, Limarzi F, et al. Molecular alterations in
Internation-

10. 3390/

gastric preneoplastic lesions and early gastric cancer[ J].
al Journal of Molecular Sciences, 2021,22(13). DOI;
ijms22136652.

Wwe s, B4R, X1, 4. CDX2 MUC2 &8 Z /5 b R fb R 44
R IR R O S IR R RS [T ] v T i AT B2 27, 2022, 15
(2) :120-123. DOI.10.3969/j. issn. 1674-3806 .2022.02.06.
Yang JL, Wang Z, Liu F, et al. A study on the expressions of CDX2
and MUC2 in gastric intestinal metaplasia tissues and their clinical
sig- nificances[ J], Chinese Journal of New Clinical Medicine,2022 ,
15(2) :120-123. DOI:10.3969/j. issn. 1674-3806.2022.02. 06.
WA, SEF, mHE, S Hp g B K e 2 44
MUC2 \MUC5AC ,MUC6 ,CD10 FikfK R [T ]. "I‘WGIEIS[;F&Z”’“?‘?
Z5.2022,32(5) :721-725. DOI:10. 11816/ cn. ni. 2022-210601.
Yang YX, Ma LL, Gao Y,
and expression of MUC2, MUC5AC, MUC6 and CDI10 in gastric

et al. Relationship between Hp infection

cancer and precancerous lesion tissues[ J ]. Chinese Journal of Noso-
comiology, 2022, 32 (5): 721-725. DOI. 10. 11816/cn. ni.
2022-210601.

Ilhan O, Han U, Onal B, et al.
MUC2 and MUC5AC expressions in gastric carcinomal J].

Prognostic significance of MUCI ,
The Turk-

[35]

[36]

[37]

[38]

[39]

[40]

[41]

[42]

[43]

[44]

ish Journal of Gastroenterology, 2010, 21 (4 ) :345-352. DOI: 10.
4318/ tjg.2010.0119.

R, DI, XIS B RORRTR AL 4140 MUC2 FEA 1Y
FR[I]. AR AE AR, 2000, 8(3):285-288 DOI: 10.
3969/j. issn. 1009-3079. 2000. 03. 012.

Wang RQ, Fang DC |, Liu WW, MUC2 gene expression in gastric
cancer and preneoplastic lesion tissues| J |, World Chinese Journal of
Digestology, 2000, 8 (3):285-288 DOI: 10. 3969/j. issn. 1009-
3079.2000.03.012.

Yasukawa, M. Y. Ando, T. Yamashita, et al. CDKIl dependent
phosphorylation of hTERT contributes to cancer progression[ J]. Nat
Commun,2020,11(1) :1557. DOI; 10.1038/s41467-020-15289-7.
BUGEER, E I, SR, S5, A S Y e SR o K O
FRAERIFRIKLT] . JERUR R B, 2002, 34(6) :672-
675 DOI:10.3321/j. issn:1671-167X.2002. 06. 008

He XH, Huang RT, Zhang B, Expression and the significance of te-
lomerase reverse transcriptase in gastric carcinomas and precancerous
lesions[ J], Journal of Peking University; Health Sciences,2002,34
(6) :672-675 DOI;10. 3321/j. issn:1671-167X. 2002. 06. 008.

Leal MF, Calcagno DQ, Khayat AS, et al. hTERT and TP53 dereg-
ulation in intestinal-type gastric carcinogenesis in non-human prima-
tes[J]. Clinical and Experimental Medicine, 2013,13 (3).221-
224. DOI: 10.1007/s10238-012-01954.

Chen BJ, Zeng S, Xie R, et al. hTERT promotes gastric intestinal
metaplasia by upregulating CDX2 via NF-kB signaling pathway[ J].
Oncotarget, 2017,8 (16) :26969-26978. DOI. 10. 18632/ oncotar-
get. 15926.

Spagnol LW, Polettini J, Silveira DA, et al. P16 gene promoter
methylation is associated with oncogenesis and progression of gastric
carcinomas: A systematic review and meta-analysis[ J]. Critical Re-
views in Oncology/Hematology,2022 ,180:103843. DOI:10. 1016/].
critrevonc. 2022. 103843.

BASEER, PEBEAR, WA, W R TS 8N W) B B B 6 5 DNA |
SR o0 BT el T“iﬁ': SCLTY. 8L IR B2 2%, 2017, 19 (7 )
1211-1212.

Hu Mq, Tao Mg, Hu JS. Analysis and clinical significance of DNA
methylation in gastric mucosa at different stages of gastric cancer pre-
lesions [ J]. Zhejiang Clinical Medicine, 2017, 19 (7))
1211-1212.

Dong CX, Deng DJ, Pan KF, et al. Promoter methylation of pl6 as-
sociated with Helicobacter pylori infection in precancerous gastric le-
sions: a population-based study[ J]. International Journal of Cancer,
2009,124(2) :434439. DOI: 10. 1002/1ijc. 23891.

Niu H,Jia Y,Li T,et al. SOX2 Inhibition promotes promoter demeth-
ylation of CDX2 to facilitate gastric intestinal metaplasia[ J]. Dig Dis
Sci,2017,62(1) :124-132. DOI. 10. 1007/ s10620-016-4361-5.
Kim HJ, Seo EH, Bae DH, et al. Methylation of the CDX2 promoter
in helicobacter pylori-infected gastric mucosa increases with age and
its rapid demethylation in gastric tumors is associated with upregulat-
ed gene expression[ J]. Carcinogenesis, 2020,41(10) :1341-1352.
DOI: 10. 1093/ carcin/bhgaa083.

(R H $91:2023 - 07 - 14)



