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Figure (P859)  Expression of Vimentin, MMP9 and TIMPI in placental amniotic epithelial cells of patients
with premature rupture of membranes (SP, x400)
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[# ZE] HAEACECMEL OB ESERE SRR PREEENER, AR BB
(KAT) AL A &2 QAL 380 0] S50 i 41 3R 25 S BB (HDACs ) if /% . HDAC1 (Rpd3)J&E T Zn"iK
il 1 25 HDACs 4145 112 Z AL BEF % 0 22—, al DU 3R 1 & A2 25 Ak e (5 4 4 il 2L 3 i
Bk, WITHE SRS BIRR R KT B M B 1 B ARAS  SE M AT R L M R TR S A
R, ASCFEEXT HDACT (Rpd3) 7E%05 TH A DI REWT 58 I HDACs SR A2 8 6780 T 8, IR T
fi# HDACL A5 2 7 AL HEET 8 A8 , IT HDACs SI5A Y 7 B $R B B i B T 48

[X$iA] HDACL; % LBt J%E ; HDACs i 5

Research Progress on Function of HDAC1(Rpd3) in the Disease

WU Wenmei', LI Huaqin’, HUANG Yuan', WU Fenling', ZHANG Rongxing'*

(1. School of Biosciences and Biopharmaceutics, Guangdong Pharmaceutical University, Guangdong Prov-
ince Key Laboratory for Biotechnology Drug Candidate , Guangzhou, Guangdong, China, 510006; 2. Guang-
zhou Xinhua University , Guangzhou, Guangdong, China, 510520)

[ABSTRACT]
tion regulation, which are catalyzed by histone acetyltransferases (HATs) and histone deacetylases (HDACs) ,

Histone acetylation and deacetylation are a critical process responsible for gene transcrip-

respectively. Among class | HDACs, HDACI is implicated in controlling gene expression important for diverse
cellular functions by post-transcription and post-translation modifications, such as Cell senescence, inflamma-
tion, autophagy, apoptosis and cancer and so on. Therefore, we summarized the functions of HDACI (Rpd3)
in the disease and diagnosis. treatment of HDACSs inhibitors, understanding the biological significance of
HDACI will not only provide new insight into the mechanisms of HDACI involved in mediating biological re-
sponse, but also shed light on their potential as a therapeutic strategy to achieve clinical implications.

[KEY WORDS] HDACI; Deacetylation; Cancer; HDACS inhibitors

A B R HR S A A YA S B R
Bk 2F A8 M, W FR Sl B0 35 J5 & 1 (posttranslational
modification, PTM) , 12424 Ik, T HAX A W) A1 A%
AP E g kB 200 ZF0 L ER) PTM 288, 3218
it $E WL R ik . SUMO 1k M4l 2 24k .
FEREmEIL RS LB B R Ei Jr =C
Z— B JUEFES ) D Re b 5 BUS T S8 ki
& B SIS R TS 38 O A 8 1 SR
% %% i (Histone acetyltransferase , HATs ) ' Z, it %t
MG A PR R AR 1Y) -2 FEMNEE T 7= A 1Y, XA

AeRA - BREARMAFAESED LA A (81872320)

IS AR AT AR B 1 25 L e LT (histone deacetylase,
HDACs) %% . HDAC1 (Rpd3)/F Jy 41 75 H 2= 2 Tk
PR R B 01 22— , 8 S A IS P A B 1 R 1Y)
X OB G L BTSSR T R R, B S A
0 TR B R B FE B 2 A, lodE 2R
P10 1 25 (B 2548, R 1 2 5 0 s S R 2658 L 40 i 4y
ALY I e S N SR B U S |1 /N
HDACI (Rpd3) i A] A F = E 4 87 1G9 st 2 R A3 1
5 CBEAL , 7E 4 {5 5 0l % b ki AR
R, A 38 45 HDACT TE55% T I ShBERF 5%
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HIHDACs # i FIAEL W 67 B BRI AL o

1 AEHEXZEMHEERN S HDACI B
R EYFINEE

HR 5 41 26 25 IR T 0 VR AL IR, w434
Zn*"{K#5i [¥) HDACs ({35 HDAC1 -2 -3 .-8 -4 .-5 .
-7.-9.-6.-10.-11) F NAD"{K#i 1) Sirtuin 8% 41 5K
2= 2 BeAL g (4245 SIRT1 ,-2.-3 .-4.-5.-6.-7) (&
D™ A BLE & B 18 Fh Zn K H Y
HDACs, H-HR 45 551 [R] Y5 P RN 2548 A AN [) 2y
425(1 . Ma. b V), I 28 HDACs fi 4§ HDAC1 ,
-2.-3 f1-8, H:rp HDACT 7E Bt Mgl H B b iy
[ J5 2 11~ Rpd3; 1T a 28 HDACs 4§ HDAC4 -5,
-7 #1-9; 11 b 2% HDACs 1§ HDAC6 F1-10; IV 2
HDACs H & HDAC11 — Ml bt . Hi4x (%) HDACs,
F345 T %555 FF TCF1 #1 LEF1, W% 1.

x1 HEAEXZBUEHTE

Table 1 Classification of histone deacetylation

| HDACI1 .HDAC2 .HDAC3 .HDACS8
Ma HDAC4 . HDAC5 . HDAC7 .HDAC9
b HDAC6 .HDAC10
\% HDACI11
m SIRT1.SIRT2 .SIRT3 . SIRT4 . SIRT5.SIRT6 . SIRT7
oAty TCF1.LEF1

HDACI1/Rpd3 J& Zn" < #i (1) HDACs 22 1 H i
K — MWK, A — DA 0 L Ol
RS R 1, AR S AL AR A B AR AR R Y
Y da o Y. R

2 HDACl ZEH#EKRPHIThEETA R

2.1 HDAC1 FI44E

SAESE TR AR TE 32 B2 ) BT 0 S AR S5 A
O e 8y A A7 2 2 A A e A Y BRI S
NP BFSE & B HDACT 78 48 4 & A Ay ad 7 vh 2
—ANEE B RAE PR T WA R KGR ST R
(Rheumatoid Arthritis, RA ) f BF 57 & ¥ HDAC1 &
5T R RIBAE AT RO IFHLE], RA & —F i
T AT RAEVE B B S B VP , 78 4i A 5+
PE B2 HDAC1 (HDACI - cko) 8/ B 15 &
HDAC1-cko /™ B  J 175 5 G 15 R 1 & SR B AT 4T
PEVEFT , BEAZ 1 48 5 20 I PR 1 A A 2217 AT
YA 2K -6 25 AR, HL A A0/ 25 -6 Ab LAY Al
Bk HDACI (1) CD4" T 4l ifs & /= #& 1k I 7 32 1k

CCR6 P24, Ui W] HDAC 78 535 48 K Iw Lk
HR A CHEE T, AT AR YT RA YA TEIF
JUE i 15 728 P %) g WL D o, B S R A% R - kB
(nuclear factor kB, NF-kB) i) P50 WV J& 1 I8 35 AT
i it Y HDACT FR ik 4 o JT BRI 7 28, i e A1
HDACI 3 [H o] 41 ] HepG2 41 M i1 JIT 40 j A 5 25
P AMIF ST & LA & S kIR HDAC
W R R B e R L BB iR S 5 R
SERT AR . TENAIE I AR5 & 3, HDACT BEf%
%53 NF-«kB % p65 £ [1 /37 1. Ser536 Fl C/EBPR i/
R Serl05 M BEMR AL, & 5 W RAE(S T1E T X
B ik ks B A Ak A B 95 & B, microRNA-34a HE % [
i HDAC1 1y F13R 3k, T fiff H3KO £ 1Ak /K-
T A 2 (] 0 o 2 R 5 | kS Bl Dk sk AR A AL, DA
RS REA XS HDACT 3% R (4 T REWF 55 0l iR I7
RIEPRAE— DRI 5 T B
2.2 HDACI Hl [ I

Y1 L R A A LR v e R S AR AR
() L E A TR A0 2 15 10 % G R 40 I 0 A 7 A e 1)
A BT R A0 A R A SR S I S Ak B IR
I R AFE — R B A O, R R
HDAC1 7] LL{#if& R GMP-AMP 5 Jiff Fl i 22 i 2
FEACEE 1A KA Wb A0S AR 1 we i) e A 2 T
M AEESA " FERE R LI R A8 v, i eGR4
A VR4 K E4 5 A HISTIHIC A] [ HDAC1
)¢5 , HDAC] i 41 85 HAK16 &4 L Lk,
50 WA OG8RI 1O D) R A0 e
SRy 5537 4 R s AR X R A 4 AR — BT B 36 T
AL EEFSE B HDACT & M2 S5 41 [
WEA A A TS 5 A R R A R R .
2.3 HDACI1 FIJHT=

HR R T, SRR 1 AR P AR AT, R T
BLZFh Caspase HHABE M T-IHERH TINS5, M
T 5 ] LASE e 240 M R A L AR K R B R S 30 Fh
PR o A BN i 24 41 e SKOV3/DDP Hr , Xt
HDACI #17 siRNA T4, °T DAREAL 3 fz A K
Z K1 mRNA 2 3k 7K, [7] B 42 3 i i 20 i O
=, TESE e 40 Bl Caco2 W, F5 4 siRNA [
HDAC] fEf% 5 Z R4k HDAC 1Y mRNA Fl17& 117K
3, Bax . Cleaved caspase-3 £ [ 7K Tt & , 40 fifd 7
TR W TH 5, 400 N MMP-2 . MMP-9 & 117K *F
FOR T, AR B MR ACH I B 18
e T 240 i K562 F11 SW579 4 it (g v B 861k A
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I35 40 Jifd 25 ) , F Fl CRISPR/Cas9 fif [ HDAC]1 fig
% 3 2 25 11 2 Tk A 7S 0 48 A S 00 B s 34 ik, i
M35 5 40 M 08 T /9 & 2B, U 1 HDACT 7E 4k +F
K562 Fll SW579 2 Ml £7 1% il Ry s T fi
HDAC1 25 40 i 0 1= R #8950 1 & A, A B T4
B R TT FZ T
2.4 HDACI HUEIE

SEEAE , RIEPE MR, 2 — A 2R DB I 4
FRo TERUAY 2 R 2 B T SR N 1 20 A AR S
JE ANWr IR 7354, HAS3Z BRI, 55 T8 i
S AR AL BRI SRR B TE
NZERRE T, HDACL AN 5 FELES AR 1) i
NS T 10 5C . 7650 SL98 41 M, MiR-34a 38
b 4% HDAC 417 ] 519 55 9 248 i 34 58 R0 it 24
PEP S FEAE /NN R 9 I HDACT w410 i 40
PRI 58, BHLLE S A% | AR A M A= 2% , et/ i g o
BN, ESFMEE T FERLRE A,
HDACT i3 | 40 A 2R -8 firk & L B i 4 i i)
WEFEFERS ™ AL, ZE AN N B R R, HDAC
AE A g 3 DX 7 p53 kAR 2 B kAL, R 41 Y
X A RO AR B FARE o, HDACT fiff i
B 20 Lo A AT A A DG R ) GATAG i 511 K313
K2 WAL, M COND2 % 5%, B AR 1 40 i 3%
J3 BT R AR T AR T B R IE S
kAL AE M S BE AP, HDAC] RE B 4240451 bk 4815 &
“F (Hypoxia inducible factor, HIF1a) 72 Z Ak, #E1MT
s HIF1o/1M%8 PN J2 A2 K A7 A (vascular endothe-
lial growth factor A, VEGFA )15 53 % , £ 1/ FrbJeg 1.
% 1E i, HDAC1/HIF1o/ VEGFA {553 % 1] g b 4%
B MRS HE— AN B IR AR DA AT U B
Rpd3/HDAC1 I VE IR 7 i T LA e A

3 HDACs #l &l FI 72 B #0367 R B9 Bz A
=

NERZB T, Rl &8 0E , HDACs i K34
R R, A R S LR ) 77 (histone
deacetylase inhibitors , HDACIs ) 7] 45 %4086 %% B 22 41
J A 2R Y, HORNAORT DAY ] TR ) 20 A 1, 1T
H g% 38 1o 52 e ¥ 1] R 2H 2R A S AL K-SR
240 e S B B A AR B AR L AT T
RO B, W] IR T IRRE A R R,
FHETS 2>, HDACsYEHIIIRYIARZ , BHRTE 4
U5 B L5 TS S - (B2F . p53 .c-Myc NF-kB) |

BT T Lo BB SZ AR MR 320K . [ WA
KA 3 TR A 90 o- S B B- IR E
1A I R 20 B RE AR 1557 . BT HDAGs IR W)
(2 e RIS B — 1 {1145 HDACTs £ 12 WriR YT it
P e e 2 5 S, 2 A i = A IR

| i kb, B4 #id 20 F HDACTs #F A llfi
PRI, A4l oAb 2 S5 A AR AiE , AT LA 3 640 i 5]
A3 oh 4 RS FEFR NG IR R ke 20 IR e B
N W52 , anfk 57 7] 4th (Vorinostat) A1l AT #0 # 2 A
(trichostatin A, TSA) J& T2 M5 R, ¥ KM g T
W, KRR ZMEREREMLE
Py, X 2 HDACIs AR DAl 2H 25 11 S ek K
SEREIN 348 T AAE AN 6] 0SS 40 FN R 1 R 8 1 A=
it R o AE /N BURT N I8 20 g 28 3 R TR /N B
iea AR s AT 9T A& B, Vorinostat 38 5y /D T 98 40 i
A 2L JE AR 1 cyclin D1 Fl eyclin E Y363k, 1
TNT p27 U (1 LWL A9 A 3 38K T
PESEAM IR T, IR A A K BS540
T M2 M FE W9 48, Vorinostat 4] A CD14.(+) EA
A% 240 B A U 1) AR 5 bR 40 TR ) A A L RN P A A
FH 9/ iR il 48 2R 8 AORE RN BERE Y , 8 H B
PEMERABER™ . HWEH AT /E A~ HDACTSs [—4 4
PRI p57 A O JIE P S8 1 A F 9% 2 R, TSA 3 i B
i HDAC1 #1 HDAC2 1y &3k , 1 il 40 it [ 05 1) &
Az, DTk 55 £ ff R B 7005 R MR R AR 2 DU
EWF5EULR HDACIs BA7) iz 4 il HDACs U ZIRE,
Wit 2R S 5P IRTT (K1),

E1 HDACsHIFFIEN Z#EES S LMtz
Figure 1 Multiple pathways activated by HDACi

4 INEEFRE

Zi BTk ,HDACI & FIfE M HE H £ Sl
iy G I Y 22—, S VA A B R R R I DG R . X
T HDAC1 (Rpd3) B9 J iR A — 2 [m] BU{E 15 4
— A AR 5T . OHDACI 15 A 5 N1 5 % i 1
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RAE W K LR U R IR 7 A BR 2 3 s
5 HDACI Ji o T X B 2% 5 18 1 19 06 & 5
(QHDAC] Z: 5 = i L sy 4 it W A4 i 1~
MR A CEERY 1Y 5 BHDACL 2 5IAE Y
KA FLRE AR IE 52 HAD SR (1 BB ok Ho g
VE PR RTT LR VA RRR AR ; @HDAC1
A X OB S A RS B 2 [ B AR
FHE 50 55 s ©HDAC o 52 A il 771 19 71 & R A A
FATFENLEE T B X 2 513l 1 2Bl it
A il R0 1 550 =[] B9 20§ /KPR AR EAE T st
RFEE . X5 HDACL KR n 2= 2. Wk
&M T BERIFST F1 HDACS 30751 31 (1 1 % 64 1) B
HAERAF B 0 £ W 224 T, TR A
I TR (12 B AT LT B SER

SE 3k
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iR 2H 4 EGFR,ROS1 .ALK mRNA Feik &= X
fTa> Xk EE% HE E4ak

(# ZE] BH®  HHIE (LA ZUh i A K N 324k (EGFR) JE R 2874 | RS0 A 7221k
PRI (ROST) | a) A VM ELRT L (ALK )mRNA FA 8 X, ik IR 2 F ARG E A #1210 83
Bl LAC F , 2 TF ARG BEOR AR 4 20 550 55 10 W 41270, FU AN IR 4L 27 B BRARAIE 5 % EGFR, ROST ALK
mRNA [HPERIRE 73T LAC VARAEAPRE AR 2R Al FIREAR S LAC 1FAFRN LR, BR  WHAN
EGFR H:[R %875 ROSI ALK mRNA PR IR R & Tmss IE# A8, 250 523 L (P<0.05) . A
RIS AERERE Kbk L a5 557 R 414U EGFR 3E[H 2878 \ROST ALK mRNA FHPEFRIARILE: , 227750
TR L(P<0.05) o GRS I AL RIS MR E5%% %  EGFR FER 275 \ROSI ALK mRNA FHPEFRIA & LAC
B VARSERIE M R (P<0.05). 8518 LAC H# EGFR ILH %4 .ROST ALK mRNA FHMEZRGE AHER
AARYREREAE K 3R FEbR , AT R AT AR BRI SR ] 25 6l A s TS SRR A48

[SESBIA ] MR o BRARAE 5 PRR S0 D - A2 UK I S R I 5 I 220 M Ak LR el 5 R A K
T2k

Significance of EGFR, ROSI and ALK mRNA expression in lung adenocarcinoma
HE Qiong*, WU Longbo, WANG Zhihua, DU Jun, WANG Yuting
(Department of Pathology, People’s Hospital of Lujiang County, Hefei, Anhi, China, 231500)

[ABSTRACT] Objective To investigate the significance of epidermal growth factor receptor (EGFR)
gene mutation, c-ros oncogene 1, receptor tyrosine kinase (ROSI) , and anaplastic lymphoma kinase (ALK)
mRNA expression in lung adenocarcinoma (LAC) tissue. Methods A total of 83 LAC patients diagnosed by
surgical pathological examination in our hospital were selected, and cancer tissues and adjacent normal tissues
were collected by surgical pathology. The positive expression rates of EGFR, ROSI and ALK mRNA in patients
with different tissues and pathological characteristics were compared. The factors affecting the 1-year survival
rate of LAC were analyzed, and the relationship between the above indicators and the 1-year survival rate of
LAC was evaluated. Results The positive expression rates of EGFR gene mutation and ROSI and ALK mRNA
in cancer tissues were higher than those in the normal tissues adjacent to cancer, and the difference was
statistically significant (P<0.05). There were statistically significant differences in the positive expression rates
of EGFR gene mutation, ROS! and ALK mRNA in cancer tissues of patients with different clinical stages,
degree of differentiation and lymph node metastasis (P<0.05). Clinical stage, degree of differentiation, lymph
node metastasis, EGFR gene mutation, ROSI and ALK mRNA positive expression were the influencing factors
of the 1-year mortality of LAC patients (P<0.05). Conclusion LAC patients with EGFR gene mutations and
ROS1 and ALK mRNA positive expression populations have different pathological characteristics. The detection
of the above indicators can provide scientific guidance for analyzing clinicopathological characteristics, finding
suitable populations for targeted drugs, and improving prognosis.

[KEY WORDS] Lung adenocarcinoma; Pathological features; C-ros oncogene 1, Receptor tyrosine

kinase; Anaplastic lymphoma kinase ; Epidermal growth factor receptor
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Jili %95 (Lung adenocarcinoma cells, LAC )&
7N 0 Y i g R DA TR 2 — | A R 2 il N
B 50.0% , 2808 H BRSO AL Frp g e, 22k
FARIGIT T AERT L, ST R EAE R B i
AR BE ST R o SR SRS B R TR A, LA
R E 1 AR AT A i R ATE S A
TR 968 25098 IR - 32 A 1% S R 1% 14 ( c-ros oncogene 1,
receptor tyrosine kinase , ROSI ) 7 3% ik 1] FF 215
A RIS T, R R G R A A RS gk
Jod % T (anaplastic lymphoma kinase , ALK ) J& i &
ARG, AR S R EHE, 7RISR (5 5 i
FI5 g A RS R R AR K IR A2 AR (Epi-
dermal growth factor receptor , EGFR ) {E  fili 2 4K 51y
SEIN, 5 EGF S5 ML A4S 4, nl s T 15 Al I e %
b, AR R Re " . BT, AR 2K
53 Bt LAC 9 B4 AF ) EGFR % [H %8 48 | ROSI
ALK mRNA 7 LAC 4 ZUrP i 35 Ml R & 3o

1 BRMTE

11 —ROR

PEHL 2016 4E 7 H 2 2020 4E 1 A Z#AE T E
N BB Be 46 F AR HA A {121 83 il LAC [ 3,
WA i 2 2 N i 55 I AR Hoh 2 46 ], 55
37 ], AR -1 (63.2126.37) %, W40 23 ). 44 A
i : D¥IFF (2011 TASLC/ATS/ERS it i 98 [l e
Z 2R ) R AR E , T8 2 T A BIAS A ik
S LAC; QWi E >0 A~ H s OF Rl 5
B TR [ A S 2R 200 Tt o . HE
rbrife : I 3 H AT FIRIT 245 @G I
B S5 LAt o Th RE R A O G JF O TR IR IR
T IR I P A 5 2R L A ™ R I I A R
s @A W] L) 2 5 O B 2k sORS AT 28
WH . ABARIZE RS AR A ST, B
AT G B A TR
1.2 ik

B BEARF AR YIBR 9 LAC i 21 23 S R 98 1 2%
6 cm DL NI 5 IE A2, W LA I U R (R
JEZ 0 8 pm) , IRAKE- PR LY )5, 00T T X
HACIRBEATIRIC , H = R TCIK B i 7K
fk. i3 Quant Studio5 FZ 5 Y AE 7 PCR L LA SK
2 It e 300 2 S SR 5 i S (real-time quanti-
tative reverse transcriptase - polymerase chain reac-
tion, RT-PCR) £ R Kl EGFR &M 5878 | ™45 4% it

JR ) 3EAE N ) B A B AR 1 300 G 1 B A5 48R4
i 33 9 Y Js AV 2% 22 (fluorescence in situ hybridiza-
tion, FISH) 61l ALK . ROSI FE[H Bl & , A% 4 BE ik,
DURE S 28 R R AL R ) s U I A 484 o AR 588
Ct{HAE R ZE R, bRy T ' CefE<26 S B,
26=<Ct fH<29 55 FH: , Ct =29 A B .
1.3 GLile#rik

FHGEH# 45 SPSS 22.0 4 BRI ; 71507k}
M n(%) 3R AT 7Kk ; 2K H Cox [H1IH 534 LAC &
AR AL R R 2 5 R 2% -3 S 2k (Kaplan-
Meier, K-M) 74T EGFR K %8748 . ROST ALK mRNA
FIKXF LACT 4E95 5L 1) 52 1A, Log - Rank £ 45 AN [7]
EGFR #:N%7% . ROS1 ALK mRNA &K LAC 24 1
ERIERE ME, L P<0.05 SR G FE L,

2 HFR

2.1 L5955 E W YU EGFR FE IR 5278 |
ROSI ALK mRNA H.35%

FE 021 EGFR B:[H %% \ROSI ALK mRNA [
PER BRI E TS ERAL, ERASIT¥E
M(P<0.05), WLF1,

®1 BALSEEEEAL EGFREERE (ROSI,
ALK mRNA Lt [n(%) |
Table 1 Comparison of EGFR gene mutation, ROSI and

ALK mRNA between cancer tissues and adjacent normal
tissues [1n(%) ]

21153 n ROSI ALK EGFR
JE AL 83 8(9.64) 11(1325)  46(55.42)
I 57 1E Y ZH 83 0(0.00) 0(0.00) 1(1.21)
2N 6.435 11.781 60.102
PAE 0.001 <0.001 <0.001

2.2 Il PRERME R EGFR 3L R %878 (ROSI .
ALK mRNA A2k

LAC # #2041 N EGFR $: 1 % 7% \ROSI .
ALK mRNA FHM: 3 38 R AE G R 0 W oAb F B
WU 45 5 B Oy TH LB, 22 A Ge it i L (p<
0.05) , 7EPE AR AR ek /N D T A
ERTGITFE L (P>0.05), W2,
2.3 LAC & 1 5515 O

AT R A3 AR R R LS5 R R 1 O
EGFR £:[H 2878 _[ROSI . ALK mRNA %358 1 4E
LR AL, 22 A B 2R X (P<0.05) . W3 3,
2.4 LAC BH 1 FWALIENL Cox [H1H 734t

Y4 A Cox [HIH 47, A HANR 22 R E 5, I
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R2 AEREFIEERE EGFR EERE (ROSI ALK mRNA L5 [n(%) ]
Table 2 Comparison of EGFR gene mutation, ROSI and ALK mRNA in patients with different pathological features [n(%) ]

ROS1 mRNA

ALK mRNA

EGFR mRNA

Il RS % 1% (n=8) P (n=11) £ PiH (n=46) £ P

Ll 5 37 5(10.00) 0.059  0.808 7(14.00) 0.007 0933 28(56.00) 0.017 0.896
g 46 3(9.09) 4(12.12) 18(54.55)

iy <60 % 21 3(8.11) 0.003  0.961 4(10.81) 0.069  0.793 21(56.76) 0.048  0.826
=60 % 62 5(10.87) 7(15.22) 25(54.35)

M 8 sk o 60 6(10.00) 0.055  0.814 8(13.33) 0.107  0.744 32(53.33) 0.382  0.536
el 23 2(8.70) 3(13.04) 14(60.87)

I PR 43 1A [+1 40 0(0.00) 6238  0.013 2(5.00) 4574 0.033 15(37.50) 10.038  0.002
+1v 43 8(18.60) 9(20.93) 31(72.09)

LR mhate 46 1(2.17) 4.819  0.028 2(4.35) 5486  0.019 21(45.65) 3.987 0.046
ik 37 7(18.92) 0(24.32) 25(67.57)

LR T 67 2(2.99) 13.925  <0.001 4(5.97) 12917  <0.001 32(47.76) 8.256  0.004
i 16 6(37.50) 7(43.75) 14(87.50)

SN <3 cm 50 5(10.00) 0.083  0.774 7(14.00) 0.007  0.933 28(56.00) 0.000 0.987
=3 cm 33 3(9.09) 4(12.12) 18(54.55)

TE A, W REAE s Al It LS AR AR, S, LS R

®3 LACEE 1 EHEREBER (2(%)]
Table 3 One year mortality of LAC patients [n(%) ]

AF) b3
RS 8 g VERIEE e e
4 5] 5 37 19(38.00) 0188 0.665
& 46 11(33.33)
RS <60 % 21 15(40.54) 0559 0455
=60 % 62 15(32.61)
EEES G 60  20(33.33) 0741 0389
i 23 10(43.48)
IIfs PR 451 1+10 40 8(20.00) .
m+1v 43 22(51.16) 8.119 - 0.003
SERE w46 10(21.74) !
i1k 37 20(54.05) 9218 0.002
WAy g 67 15(22.388)
- 16 15(93.75) 28.498 <0.001
UTAWNAN <3em 50 17(34.00)
=3 cm 33 13(39.39) 0251 0.617
ROSI mRNA [UEEES 8 7(87.50)
[iRES 75 23(30.67) 8010002
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Expression and significance of EMT markers in amniotic epithelial cells of patients with
premature rupture of membranes

CHEN Jingning ', XU Jingyun *, LUO Xiaowei*, ZHANG Yuanxin®, WU Shenggui’*, GONG Guoliang**

(1. Department of Gynecology and Obstetrics, Shantou Jinping Women and Children’ s Hospital, Shantou,
Guangdong, China, 515044; 2. Department of Pathology, The First Affiliated Hospital of Shantou University
Medical College, Shantou, Guangdong, China, 515044; 3. Department of Pathology, Chaonan Minsheng
Hospital of Shantou, Shantou, Guangdong, China, 515044)

[ABSTRACT] Objective  To investigate the expression of E - cadherin, vimentin, matrix
metalloproteinase -9 (MMP-9) and tissue inhibitor of matrix metalloproteinase 1 (TIMP1). Methods Two
hundred and seventy-two patients with PROM were divided into a full-term PROM (TPROM) group (n=143),
and a preterm PROM (PPROM) group (n=78), fifty-one women with normal term delivery in the same period
were selected as a control group. The basic clinical information of the patients was collected first, and then the
EMT marker proteins E-cadherin, vimentin, MMP9 and TIMP1 in the placental amniotic membrane tissue were
detected by immunohistochemistry. Results Compared with the control group, the PPROM and TPROM
groups had significant differences in pregnancy and birth order (P<0.05). There were no statistically significant
differences in age, white blood cell count, red blood cell count, hemoglobin value, platelet count, thrombin

time, albumin, and globulin among the three groups (P>0.05). E-cadherin was positively expressed in all
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groups, mainly with strong expression, and the comparison between groups showed no statistical significance (P>

0.05). However, vimentin, MMP9, and TIMP1 were significantly differentially expressed in all groups, and the

difference was statistically significant (P<0.05). Conclusion EMT is involved in the pathogenesis of PROM.

The immunohistochemical method of detecting the expression of Vimentin, MMP9 and TIMPI in amniotic

epithelial cells can be used as markers for the occurrence of EMT. In clinical practice, intervention in the

pathological process of EMT is expected to be a new idea for the treatment of premature rupture of membranes.

[KEY WORDS]

membrane ; Premature rupture of membranes
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Figure 1 Expression of Vimentin, MMP9 and TIMP1 in
placental amniotic epithelial cells of patients with premature
rupture of membranes (SP, x400)
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Table 1 Comparison of basic data between premature rupture of membranes group and control group [M(Q1-Q3), (x+s) ]

54

iH n JE X R n PPROM 41 n TPROM 4 4tk PIE
AR 51 26.00(22.00~30.00) 78 26.00(23.25~30.00) 143 26.00(23.00~28.00) 1.319 0.517
EE) 51 10.08(8.31~12.63) 78 10.55(9.28~13.73) 143 10.54(8.91~12.70) 2.515 0.284
LRLE 2 51 6.98(5.71~9.43) 78 7.33(6.04~9.96) 143 7.00(5.90~9.26) 1.674 0.433
AR 51 0.64(0.54~0.86) 78 0.78(0.62~0.99) 143 0.70(0.52~0.90) 7.068 0.029
E4E1Y 0] 51 4.03(3.68~4.16) 78 3.79(3.56~4.08) 143 3.88(3.61~4.12) 5.429 0.066
ML M 51 112.76x16.21 78 109.85+12.44 143 109.10+16.38 1.075 0.343°

I /MR 51 212.00(178.50~250.50) 78  218.50(194.00~256.75) 143  230.50(172.50~271.75) 1.676 0.433
BEIML SR E] 50 9.50(9.12~9.80) 71 9.70(9.38~10.12) 130 9.60(9.20~10.00) 3.360 0.186
BEA 51 62.80(59.85~66.20) 73 61.60(58.90~65.30) 143 61.95(59.60~64.40) 1.793 0.408
EEHE 51 33.20(31.65~35.10) 73 33.40(31.40~35.40) 143 33.10(31.50~34.70) 0.959 0.619
BREH 51 29.60(28.00~31.25) 73 28.10(26.00~30.40) 143 29.40(26.60~31.08) 3.909 0.142
FER L] 51 1.12(1.06~1.23) 73 1.17(1.05~1.34) 142 1.14(1.04~1.29) 3.069 0.216
2R 51 2.00(1.00~3.00) 78 2.00(1.00~2.00) 143 1.00(1.00~2.00) 8.896 0.012

FEIR 51 2.00(1.00~2.00) 78 2.00(1.00~2.00) 143 1.00(1.00~2.00) 13.482 0.001

T« ) L B8 S A e 5 3L, P<0.055 b T 22 0T A3 31 P (|, HoAb 3l Kruskal-Wallis #3675 3] P {H
%2 EMTAREWERSXE FFEMPHRIEER [n(%)]
Table 2 Expression of EMT markers in placental amniotic epithelial cells [n(%) ]
E-adherin Vimentin MMP9 TIMP1

[EIN EEESSIN [iE S ik BAH: [iE S ik (S I EEESI

PPROM 4 47(92.2) 4(7.8) 30(58.8) 12(23.5) 9(17.7) 22(43.1) 29(56.9) 27(52.9) 24.(47.1)
TPROM 4  101(96.2) 4(3.8) 44(41.9) 26(24.8) 35(33.3) 39(37.1) 66(62.9) 68(64.8) 37(35.2)
JEAXRY  37(94.9) 2(5.1) 4(10.3) 15(29.4) 20(60.3) 3(7.7) 36(92.3) 34(87.2) 5(12.8)

el 1.148 23.177 14.520 11.767
P{H 0.563 0.000 0.001 0.003
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CEPI164 3 F1 CENPU 3R 2 257k 55 #h ZUER
S QiigIvy
RO dkwl A AR Gt BEAR

({5 E] B8 F1 CEPI64 FIH 159163 i 5 Tl CENPU %2 [ 1513478 57 55 22 Bk 5k #4320
(SZ) KRG R B, . Foik  0E4% 2 555 1 SZ [ & H1 2 139 il X I8, SR I Taqman 3 K 43 B -F ARAG
CEP164 £:[H 1s9163 13 5 F1 CENPU 4[4 1513478 3 ;5 22 251 , Logistic [8] )= XU 42 1 5347 CEP164 H: A Al
CENPU SRS 5 SZ IR, SR AEVHE NS L rs9163 A5 rs13478 {3 S AN ] 3L K 7378 CFH
AT MEAST RN B AR A ) 55 SZ 1 & AR AR SRR TE B 4 L (P>0.05) o /324 Hr il Toie & kA
REE A PE N RE R AT TCF R 5, 1s9163 F145 rs13478 i 5 A WL [ 43 18 5 SZ 1) & 21 KUK ST ¥ T 42 1
25X (P>0.05), £5i  CEPI164 5 1s9163 37,5l CENPU 5:H rs13478 {37 1 2 725 1E 5 SZ K Lk KU TG ik
FOCHE R MEBIZ TR (miRNA) FT GBI ARl AT 4545 159163 {37 55 F rs13478 {37 1525 SZ I &L .

[KEIA] Kithsr2E; CEPI64 3£ ; CENPU 3L 5 ST IR L2

Association between CEP164 gene and CENPU gene polymorphism and schizophrenia
WANG Xin', ZHANG Xu', FAN Yao®, WEI Lai*, SHEN Chong*, XUE Yong'*

(1. Clinical Laboratory, the Third People’s Hospital of Huai’an, Huai’an, Jiangsu, China, 223001 ; 2. De-
partment of Epidemiology and Health Statistics, School of Public Health, Nanjing Medical University, Nan-
jing, Jiangsu, China, 210000)

[ABSTRACT] Objective To investigate the correlation between the polymorphism of rs9163 in
CEPI164 gene and rs13478 in CENPU gene and occurrence risk of schizophrenia (SZ). Methods 2555 SZ pa-
tients and 2 139 healthy controls were selected. The polymorphism of rs9163 in CEP164 gene and rs13478 in
CENPU gene were detected by Tagman genotyping technique. Logistic regression risk model was used to ana-
lyze the association between CEP164 gene and CENPU gene variation and SZ. Results There was no signifi-
cant correlation between rs9163 and rs13478 genotypes (additive model, dominant model and recessive mod-
el) and the risk of SZ after adjusting for gender and age (P>0.05). Stratification analysis showed that whether
male or female population, whether the patient has a family history, rs9163 and rs13478 different genotypes
were not significantly associated with the risk of SZ (P>0.05). Conclusion The polymorphism of rs9163 in
CEP164 gene and rs13478 in CENPU gene were not significantly associated with the risk of SZ, indicating
that miRNA may not be involved in the pathogenesis of SZ by binding rs9163 and rs13478.

[KEY WORDS] Schizophrenia; CEP164 gene; CENPU gene; Single nucleotide polymorphism
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K il CENPU £ R 7E SZ J HAAE #5595 A 52
i A LRI , ASHE 78 3 1 TagMan 35 K] 43 07 AR A
N CEP164 5£1H 1s9163 {3 5l CENPU F£[H 1513478
P Z1E R 1T CEP164 3£ FI CENPU 3 [H 75
5SZ ZMMKZR, BN F AW M BT
CEP164 3 {1l CENPU 3£ 7E SZ N Bt (& HL
il , A4 miRNA 1E SZ & AE i Rk o6 0 1
B, R RIZ W Bby 7 S A ks

1 RS

1.1 RS

e HUE 2T A =N R R B 2000 4 8 H F
2018 4% 8 HAEBi 1 SZ /3% 2 555 i Jy i il 241, H
B PR 1 173 ), Lot 1 382 B, S B4R IS (34.72+
13.08) % . ATEARUE : £ (o3 I & At 5 )
) E PREE 43285 10 BU(ICD-10) 2 WikrifE™ . HE
WA T < i 2 SO P T SJIK A 5 05 JOT SE50KE Pl R A A
T 1 0 O T BORS A B o B AT JC AR M B R
9o« fe L S PR3 W B, TCAE DG st A g sl o [+
P B ] At 30 76 22 T A DX AR R N 2 139 1) g of
4, B 331 4, LM 808 1], - 44 4F #4 (44.07
8.50) % . ARHFITLEBELE A PIZE B S HILHE, BT fy
ZARE B AN R A B G 15 .
1.2 MRk
1.2.1 DNA 42 HL

WX R e R R A 44~ , F EDTA 41
BER N4 RAEFPKIN 5 mL, 7€ 24 h PR I RE A2
74 000 568505 10 min, I3 43 B & 1.5 mL B 04
W 4 I RE AR BR A7 ICE T -80°C UK A Hh AR AT o
DNA $#2 IR H By S 51
1.2.2  SNP v s £

N AE P 827 P X4 PolymiRTS Database
3.0(2013) F1 NCBI (http://www.ncbi.nlm. nih.gov/)
1) dbSNP 54l 22 , i — AL i e i 42 Bk ] e 5 SZ A
IR AL s HEA T 5T, ek B CEP164 LA
159163 1\ 15 H CENPU [ rs13478 v 5.,
1.2.3 HRH A

W FH 25 [F ABI A ] Tagman-MGB 8%} # R 5¢
B 5T X G B LR 43 1 . &S 1s9163 Fl 1s13478
P~ SNP 37 553 il 1 1 23R & Bk =X 5 v (PCR) 5
Y)F TagMan 584t , #4752 56 PCR 73 . PCR
P97 ABI 9700 PCR X I 32 B, 5256 45 3 1o 4
Hrix i SDS 2.3 3815 . #&~ PCR 2w A& 5 1 /4R FH

4.2 L, BARALHE 1.6 WL i Mix IR , 1F [ 51
YR 51945 0.1 wL, BFEEF 45 0.1 pL, £
T7K 1.2 pL,DNA #HR 1 wL.

PCR & W B2 4« 50°C TR B 2 min, 95CHiAE
10 min ; PCR #3495 CAEM: 15 s, 60 TR Kk JE f
1 min, 45 MEH . 159163 11 15 2 &% PCR 1E 1] 5]
¥ . 5'-CCACAACGGCAGCATCTCCA-3'", I [i] 5
¥ :5'-TCCTCCTGGGACACTTTGGGT-3', TagMan
A& FE 41~ 5" - CAGGGCCAGGCAC - 3 F1 5 -
CCAGGG CCGGGCA-3' ;rs13478 v f £ Z54% PCR
iE 15 51 ¥ : AGGTAACAGCATGAGACTCGTCTT
CCT-3", )2 1854 : TCTGGGAGCCGAAAGCCATC
-3'; TagMan 541 J¥ 51 & 5'-TAGACTGCTCTTCT-
CATC-3'F115'-TAGACTGCTTTTCTCATC-3',
1.3 Gtk

K HI SPSS 17.0 A7 5e it 40 i . RIHZ o0
Logistic [FIERIRY 3BT LR AV 15 2 8 PE S SZ (1) 51k
P, 38 U AE [ (odds ratio, OR) K H: 95% n] {5 X |]
(confidence interval, CI) , 31 #% 1E 4% #% . V£ 51 5 A8
o fEE RN IR 20 5L R R E AT Hardy - Weinberg ~F-ffif
R, Ll P<0.05 N2ESAH G

2 #R

2.1 CEPI64 3£ FI CENPU 3R £ 5V 5 SZ 1Y
PR

C R T A5 A0 e DR 7 fdt e X LA o 11 A 4 58
2y 9 A 85.6% Fl 14.4% (rs9163 7 1) , 67.7% il
32.3% (rs13478 i 1. ) , #F & Hardy-Weinberg i {3
(P>0.05) . Logistic [P H 434 7R , 76 18 2% 1 1] il
AEWA I, 1s9163 v 5 A5 rs13478 i 5 K AR A
B PR T P R R 5 SZ B IR B G R
X(P>0.05), WFE1,
2.2 CEPI64 3£ F CENPU KN 728 % 5 S7 Kk A=
DR B4 4 53] 4 )2 43 W

Logistic [FH 34T SR, FEH AR IR 5, T0ig 2
BHER Rt ARET, rs9163 15 rs13478 i 5 5
SZ KEKTLH 24 L (P>0.05) . W 2,
2.3 CEPI64 3 CENPU RN 728 7 5 S7 Kk A=
SRS 1) G858 43 J2 3 A

MR SZ f8 35 A1 TC 5w kg A8 f W AIF 58 % 42
o3 )2 IR EE AR TSI, Logistic P15 438 .
rs9163 Fl 5 rs13478 i g Z 8L SZ KHK ) T 48
P L(P>0.05), WL 3,
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R 1 CEPlo4 EEF CENPU BB £35S SZ R ERKE XKD
Table 1  Association analysis of CEP164 gene and CENPU gene polymorphism with SZ risk

FEH {7 55, WT/HT/MT Y 19 2 X HE2H T (LAY ORH 95%CT P
CEP164 159163 CC/CT/TT 1904/606/45 1559/545/35 A 1.05 0.97~1.12 0.238
B 1.06 0.65~1.72 0.824

583 1.09 0.94~1.26 0.235

CENPU rs13478 CC/CT/TT 1155/1152/248 973/952/214 A 0.97 0.91~1.04 0.340
Bk 1.02 0.83~1.26 0.849

[58E3 0.95 0.84~1.08 0.455

TE:WTBFAERL HT 45 8L, MT: AR, a: JRAE IR AL

®2 WHDEDW CEPIo4 EEF CENPUBRRASMHES SZHR ERK
Table 2 Gender stratified analysis of CEP164 gene and CENPU gene polymorphism and the risk of SZ

A 7 4, S WT/HT/MT PR X HE2H LA OR1H 95%CI" P{E
CEP164 159163 A 1.05 0.95~1.16  0.361
ik CC/CT/TT 853/300/20 957/35618 Pk 0.87 0.42~1.78  0.670

58 1.09 0.89~1.33  0.340

A 1.05 0.94~1.16 0.422

E2gc CC/CT/TT 1051/306/25 602/189/17 X 1.26 0.65~2.42  0.494

F 1.10 0.89~1.36 0.374

CENPU 1513478 A 1.00 0.91~1.10 0.964
PiLca CC/CT/TT 542/523/108  603/596/132 P 1.07 0.79~1.44 0.681

5845 1.02 0.85~1.21  0.870

AHm 0.94 0.86~1.04 0.229

o CC/CT/TT 613/629/140 370/356/82 Ak 0.98 0.72~1.32  0.870

583 0.89 0.74~1.07 0231

TE:WTBFAERL HT A5 AL, MT - B RY a: JRAE I

R3 KKRESESH CEPI64 BEEM CENPU EE 5145 SZ AR £ XK
Table 3  Stratified analysis of family history of CEP164 gene and CENPU gene polymorphism and the risk of SZ

B L, LS WT/HT/MT 973 15112 X R 20 bty B OR 95%CT P
CEP164 159163 TeHKGEL CC/CT/TT 1493/474/39  1559/545/35 A 094  0.82~1.08 0.365
W 0.92 0.79~1.07 0.290

5845 1.05  0.63~1.73 0.862

HHRWGL CC/CT/TT 411/132/6 1559/545/35 Am 0.89  0.72~1.09 0.243

B 090  0.72~1.12 0.347

583 0.58  0.24~1.43 0.236

CENPU 313478 TeH L CC/CT/TT 905/897/204  973/952/214 Fm 1.04  0.94~1.15 0.482
B 1.05  0.92~1.20 0.448

583 103 0.83~1.29 0.788

HRIGH CC/CT/TT 250/255/44  973/952/214 A 098  0.84~1.14 0.765

B 1.04  0.85~1.26 0.715

583 0.79  0.56~1.13 0.199

TE:WT BRI HT A5 18, MT RS a - P AE IR AP

3 itig

FI 2008 4E55 1 55 & T SZ GWAS 4rHr iy S0
RFVRD it GWAS T KV £ 5 SZ
KA SNP s LA SZ JyfE i i) GWAS K Bl B A7
N FRITE L, 5T B rs13107325 T 25 {7 FE A
55 SZ MR8 H v R B A IE R R 0l DA &
N 3 B I 40 2 (N-terminal forebrain natriuretic hor-
mone , NT-proBNP ) #5¢""*', Verena %" J£ 4L {4,

A& 15¢25.1 [ /) CHRNA3/CHRNA5/CHRNB4 7%
KILT SZ 5 g i A [W) S A5 57 1, I3 AN 7 AT
(6p22.1 F1 11q12.1) 7E i F1 SZ B AH G 2H 4125 Y
STV N I Q| BN SN U N A e
N o AHFFE AR & I CEP164 3K Fll CENPU 4
PR 2B S SZAFTE W32 M OCHK , & Bk A HiAlh
K2, N SZ BH AT A EE L ARG 37K oA
P 45 TR 25 B2 0] 159163 il 113478 37 phi, 22 A5 M Xf
SZ 1y & KB A RER AR S
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miRNA N—K K JEL N 18~25 MR (nt) L
AR ASFIERARSRES O N RN A 3l i SRR Y
3'JEBHIF X (3’ Non-translation area, 3'UTR)Z%4, 1
PR 5 A1 ) T A o AR A B L ] mRINA T 7 55
RS Ja AR BRFEE R . BRI R eh A
PRSI ) 5y TR PR AR S FRA R 14 A 3~ T R B el A
55 miRNA 3Rk i 503 450 ol 28 A7 OCHE ™, AR DF
5% i3 52 36 26 B miR-328 . miR-886-5p . miR1243 .
miR-663b . miR-1274a M HEZS: 5 SZ B &It .

£ THE L mRNA 3'UTR [X miRNA 45 537 5,
N Y SNP K 235201 miRNA 5 mRNA 454, M
fiff miRNA X} mRNA [ #E3Z B . r4k, AT
O 2 R AT T miRNA 455037 2514 SNP X} SZ
() & A % e A 0 . William 25 % B miR-616
5 H3F3B 5% S A S5 G S T H3F3B 3'UTR N
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FEH B E RRAL T 2O R MGk, R A G H
5 miR-616 FUAI E AR T G 407 FE ], il T
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3"UTR IX 1s4702-G A3 34 /il miR-338-3p A 45
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T R ARORE S SO I Y 4 2278 3% K F (brain de-
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1513478 37 A5, X PV 1 7E SZ K AR 1 950 v A
WA WARGE o AT AR K B P 5 2351
55 SZAFAE B OCIE, HEI miRNA IR i 45 &
1s9163 {37 15, A1 rs13478 47 5 V845 SZ 1 & A AR A W]
REE L HAF 5l S 5 SZ R E IR .
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IR RiE— X BI85 SZ KR G
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2R R R 526 B UE CEP164 A Fl CENPU %:
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miR-19b-3p.MnSOD . NO/ET-1 5 i BE )i i 55 Pk Ji
A P R

B AR R

(# ZE] BB %1 RNA-19b-3p (miR-19b-3p) 4 # 4L ¥)  {L /it (MnSOD) . — 4L A 5
N Bz 25-1 Wl (NO/ET-1) % KA A8 i I 45 P i % (VaD) RO TR E . A3k EI 2017 4F 5 A & 2020 4F
6 A AR BEBGR 1 80 I I AT £ % , iR 4E 6 4~ A NE A & 4 VaD 43 VaD 41 (n=21) . JG VaD 4 (n=57) ,
Vo35 P 2H B2k W R AT TR H BE R miR-19b-3p . MnSOD \NO/ET-1 . fi 5 & J1 IR A 46 28 1k 3 (MMSE ) 3
53, K Pearson 2l AH AL 43 BT miR-19b-3p .MnSOD \NO/ET-1 5 MMSE 1173 41 ek, 238 3% TARSRAF
4 (ROC) 3 T miR-19b-3p .MnSOD \NO/ET-1 fil{ll VaD Wit . Z5% 80 FlkAEFE £ &, Fiii 6 1
A, K15 2 6, VaD k& %k 26.92% (21/78) 5 VaD 4 WG MK 52 A Be i NTHSS 343 B8 bR 43 A5 1 50 5 TG
VaD 4 b8, 2% 4 G0 15 L (P<0.05) 5 H BElT VaD 20 miR-19b-3p 7 T-JC VaD 20, MnSOD .NO/ET-1 .
MMSE PE4ME T JC VaD 41, 2% 58 88112 2 X (P<0.05) ; miR-19b-3p 5 MMSE £ 11 41 ¢ , MnSOD . NO/
ET-1 5 MMSE 145 2 1EH1 56 (P<0.05) s B W AR 5 A B i NIHSS $F43 % R P 2 5 61 )5, miR-19b-3p |
MnSOD . NO/ET-1 155 MMSE ¥4} #H 3¢ (P<0.05) ; miR-19b-3p+MnSOD+NO/ET-1 i ill] VaD 1) AUC
0.957, KT 20— 45 FR B (P<0.05) , %538 miR-19b-3p.MnSOD . NO/ET-1 ] 1 Jy il & Ak i 45 48 5
VaD & A KU AR A MRS AR A B TG PR IR0 T30, LGRS .

[£4IA] 8/ RNA-19b-3p; it AL LA ; — 0% PR ER-1; AL i Ak ik

Predictive efficacy of miR-19b-3p, MnSOD, NO/ET-1 on vascular dementia after cerebral
infarction

GAO Hua'*, YANG Jiajun', ZHANG Xinhua®

(1. Department of Neurology, Shanghai Sixth People’s Hospital, Shanghai, China, 201306; 2. General
Practice, Shanghai Sixth People’s Hospital, Shanghai, China, 201306)

[ABSTRACT] Objective To investigate the predictive performance of microRNA-19b-3p (miR-19b-
3p), manganese superoxide dismutase (MnSOD), nitric oxide/endothelin-1 (NO/ET-1) on vascular dementia
(VaD) after cerebral infarction. Methods From May 2017 to June 2020, 80 patients with cerebral infarction
in our hospital were selected and divided into the VaD group (n=21) and the non VaD group (n=57) according
to whether VaD occurred within 6 months. The baseline data, miR-19b-3p, MnSOD, NO/ET-1, and Mini
Mental State Examination Scale (MMSE) scores before treatment and at discharge were compared between the
two groups. Pearson and partial correlation were used to analyze the correlation between miR-19b-3p, MnSOD,
NO/ET-1 and MMSE score. Receiver operating characteristic curve (ROC) was used to analyze the value of miR-
19b-3p, MnSOD, and NO/ET-1 in predicting VaD. Results FEighty patients with cerebral infarction were
followed up for 6 months, and 2 cases were lost to follow-up. The incidence of VaD was 26.92% (21/78). The
smoking history, NIHSS score at admission, and the distribution of diabetes in the VaD group were

significantly different from those in the non VaD group (P<0.05). The miR-19b-3p in the VaD group was higher

AeAMA . LT EA iR A F £ R A EHAAEE(2014LP007B)
Yok Bds 1. ik B S AR ERAYZ WAL, L 201306

2. BT HAARERAFE S, LiE 201306
*BAZAEE: H 4, E-mail : gh20210312@163.com

%
2t



- 866 - NTEWEIEITAGE 20214E6 ] 45134 561 J Mol Diagn Ther, June 2021, Vol. 13 No. 6

than that in the non VaD group at discharge, and the scores of MnSOD, NO/ET-1 and MMSE were lower than
those in the non VaD group (P<0.05). miR-19b-3p was negatively correlated with MMSE. MnSOD, and NO/ET-1
were positively correlated with MMSE score (P<0.05). After controlling for smoking history, NIHSS score at
admission, and diabetes factors, miR-19b-3p, MnSOD, and NO/ET-1 were still correlated with MMSE score
(P<0.05). The AUC of VaD predicted by miR-19b-3p+MnSOD+NO/ET-1 was 0.957, which was greater than
that predicted by a single indicator (P<0.05). Conclusion miR-19b-3p, MnSOD, and NO/ET-1 can be used as

non-invasive indicators for clinical evaluation of the risk of VaD after cerebral infarction, which is helpful for

early clinical identification and intervention to improve the prognosis of patients.

[KEY WORDS]

Cerebral infarction; Vascular dementia
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&4 ROCHMHER
Table 4 ROC analysis results

i) AUC 95%CI I HUZRE (%) FeSERE (%) P
miR-19b-3p 0.745 0.634~0.837 >8.39 52.38 91.23 <0.001
MnSOD 0.801 0.695~0.883 <11.28 ng/mL 95.24 61.40 <0.001
NO/ET-1 0.867 0.771~0.933 <4.10 90.48 73.68 <0.001
BA 0.957 0.886~0.990 95.24 87.72 <0.001
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1 miR-19b-3p . MnSOD .NO/ET-1 il VaD #J ROC
Figure 1 The ROC of VaD predicted by miR-19b-3p,
MnSOD, and NO/ET-1
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Diagnostic evaluation of immunohistochemistry and molecular detection of clear cell
carcinoma of the nasopharyngeal area

LIU Jiewen*, CHEN Zigui, ZHU Shasha, QI Fengjie

(Department of Pathology, Shenzhen Luohu District People * s Hospital, Shenzhen, Guangdong, China,
518001)

[ABSTRACT] Objective To analyze the diagnostic value of immunohistochemistry and molecular
detection for clear cell carcinoma of the nasopharynx. Methods The clinical data of 30 patients with clear cell
carcinoma of the nasopharyngeal carcinoma treated in the hospital from July 2017 to July 2020 were analyzed.
All patients were surgically removed specimens, and the tissues were observed by HE staining after routine
paraffin - embedded sections, followed by immunohistochemistry and molecular testing. Results The tumor
diameters of 30 patients ranged from 1.9 cm to 4.6 cm, and the average diameter was (3.40+0.83) cm. Based on
the results of immunohistochemical detection of tissueswe found that the positive rate of Ki-67 was the lowest at
6.67% , followed by GFAP and CK7, the positive rates were 13.33% and 20.00% , respectively. Among them,
p63 and CK5/6 had the highest positive rates of 46.67% and 53.33% , respectively. There is no statistically
significant difference in the positive rates of different immunohistochemical tests (P>0.05). After FISH
molecular detection of 30 patients, 26 cases were positive, 4 cases were negative, and the positive rate was
86.67% . The FISH molecular detection and combination detection rates of the test were 86.67% and 100% ,
which were significantly higher than those of the immunohistochemical indicator test alone. The difference was

statistically significant (P<0.05). However, there was no statistically significant difference in the detection rate
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between combined detection and FISH molecular detection (P>0.05). Conclusion

Both immunohistoche -

mistry and molecular detection can be used in the clinical diagnosis of nasopharyngeal clear cell carcinoma, but

the detection rate of molecular detection is significantly higher than that of immunohistochemistry alone. In

clinical practice, immunohistochemistry combined with molecular detection can be used to diagnose clear cell

carcinoma of the nasopharynx.

[KEY WORDS] Nasopharyngeal clear cell carcinoma; Immunohistochemistry ; Molecular detection
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Figure 1 Histopathological characteristics of HE staining
(HE,%200)
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Table 1 Immunohistochemical test results [7(%) ]
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Figure 2 FISH molecular test negative cases (SP,x200)
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Table 2 Comparison of diagnostic value [n(%) ]
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Correlation and prognosis of peripheral blood miR-132 and serum Ang-1 in patients with

acute cerebral infarction
MA Cuijuan
(Department of Geriatrics, Henan Provincial Staff Hospital, Zhengzhou, Henan, China, 450000)

[ABSTRACT] Objective To study the correlation of miR-132 in peripheral blood and angiopoietin-1
(Ang-1) in serum and its relationship with 90d prognosis in patients with acute cerebral infarction. Methods
80 patients with acute cerebral infarction who received thrombolytic therapy in our hospital from January 2018
to December 2019 were selected as the acute cerebral infarction group, and 80 healthy volunteers were selected
as the control group. The expression of miR-132 in peripheral blood was detected by fluorescence quantitative
PCR, and the level of serum Ang-1 was detected by enzyme-linked immunosorbent assay. The modified Rankin
Scale (mRS) was used to evaluate the prognosis of patients with acute cerebral infarction 90d after discharge.
The patients were divided into good prognosis patients with mRS < 2 and poor prognosis patients with mRS>2.
The predictive value of miR - 132 on prognosis was analyzed by ROC curve, and the influencing factors of
prognosis were analyzed by logistic regression. Result The expression level of miR-132 in peripheral blood
and the level of Ang-1 in serum in the acute cerebral infarction group were lower than those in the control group
(P<0.05), and there was a positive correlation between miR-132 and Ang-1. The expression level of miR-132
in peripheral blood and the level of Ang-1 in serum of patients with poor prognosis in the acute cerebral

infarction group were lower than those in patients with good prognosis (P<0.05). ROC curve analysis showed
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that miR-132 in peripheral blood had predictive value for the prognosis of patients with acute cerebral infarction.

Logistic regression analysis showed that miR- 132, Ang-1 and NIHSS score were the influencing factors of

prognosis in acute cerebral infarction patients. Conclusion The decreased expression of miR-132 in peripheral

blood of patients with acute cerebral infarction correlates with the reduced production of Ang-1, and miR-132

and Angl are factors influencing the 90 day prognosis and have predictive value for poor prognosis.

[KEY WORDS] Acute cerebral infarction; mir-132; Angiopoietin-1; Prognosis; Prediction
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Figure 1 ROC curve of miR-132,Ang-1 expression in

predicting prognosis of patients with acute cerebral infarction
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Table 4 Logistic regression analysis of prognostic factors in

patients with acute cerebral infarction
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Serum HMGAZ2, IL-22, FOLRI1 levels in patients with epithelial ovarian cancer and their
correlation with clinical indicators

CHEN Ruiqi, LIU Xiaoyun*

(Department of Obstetrics and Gynecology, The Third Affiliated Hospital of Zunyi Medical University ,
Zunyi, Guizhou, China, 563000)

[ABSTRACT] Objective To explore the correlation between serum high mobility group protein A2
(HMGAZ2) , interleukin-22 (IL-22) , folate receptor 1 (FOLR1) and clinical indicators in patients with
epithelial ovarian cancer (EOC). Methods Sixty EOC patients admitted to the Third Affiliated Hospital of
Zunyi Medical University from October 2018 to September 2020 were selected as the EOC group, 60 patients
with benign ovarian tumors were selected as the benign group, and 60 patients with healthy physical
examination during the same period were selected as the healthy group. The enzyme - linked immunosorbent
assay was used to detect serum HMGAZ2, IL-22, and FOLRI levels in each group of subjects, and analyze the
relationship between serum HMGA2, IL-22, FOLR1 and clinicopathological characteristics of EOC patients,
and the receiver operating characteristic curve (ROC) was drawn to analyze the clinical value of HMGAZ2, IL-22
and FOLRI1 in the diagnosis of EOC. According to the death of patients during the study period, they were
divided into death group and survival group. The levels of HMGA2, IL-22 and FOLR1 were compared between

AR A H LT A H AR B (2018]Q253)
Ve ffs L BHXEEH ZWE ERAa #4350 M, 3 3L 563000
B X BE =, E-mail : butian20053@163.com

%
2t



- 878 - NTEWEIEITAGE 20214E6 ] 45134 561 J Mol Diagn Ther, June 2021, Vol. 13 No. 6

the two groups. Cox regression analysis was used to analyze whether serum HMGAZ2, IL-22 and FOLRI levels
were risk factors affecting the survival rate of EOC patients. Results The serum HMGA2, IL-22, and FOLR1
levels in EOC patients were significantly higher than those in the benign group and the healthy group, and the
serum HMGAZ2, IL-22, and FOLRI levels in the benign group were higher than those in the healthy group, the
difference was statistically significant (P<0.05). Comparison of serum HMGA2, FOLRI, and IL-22 levels in
patients with different FIGO stage, degree of tissue differentiation, pathological type, lymph node metastasis,
ascites EOC patients, the difference was statistically significant (P<0.05). There were statistically significant
differences of IL-22 among patients with different FIGO stage, degree of tissue differentiation, lymph node
metastasis, and EOC ascites (P<0.05). The serum HMGA2, IL-22, FOLRI, combined diagnosis has better
sensitivity (95% ) , specificity (93.9% ) , and accuracy (96.7% ). The serum HMGAZ2, IL-22, and FOLRI1 levels
of EOC patients in the recurrence group were significantly higher than those in the non-recurrence group (P<
0.05). Cox regression analysis showed that abnormally elevated HMGA2, IL-22, and FOLR1 were risk factors
for recurrence in EOC patients. Conclusion The abnormal increase of serum HMGA2, IL-22, FOLRI levels

is closely related to the occurrence and development of EOC, clinical biological behavior and prognosis, and

can be used as effective indicators for EOC diagnosis.
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G6PD deficiency screening and genotyping analysis of newborns in Chaozhou, Guangdong
Province

CHEN Xinyao ', LIANG Xueyan ', HUANG Huiying ', LIN Weiqi', DING Yanjia', WEI Huagui >, WANG
Junli®, LIN Min**

(1. Department of Medical Laboratory, Chaozhou People’s Hospital Affiliated to Shantou University Medical
College, Chaozhou, Guangdong, China, 521011; 2. School of Clinical Medicine, Youjiang Medical
University for Nationalities, Baise, Guangxi, China, 533000; 3. School of Food Engineering and
Biotechnology , Hanshan Normal University, Chaozhou, Guangdong, China, 521011)

[ABSTRACT] Objective To investigate the molecular epidemiological character of glucose - 6 -
phosphate dehydrogenase (G6PD) deficiency, and to provide evidence for prevention and control of G6PD
deficiency in Chaozhou. Methods The fluorescence analysis method was used to screen 34 813 newborns in
Chaozhou area from January 2012 to December 2019. A random sample of 420 men with enzyme activity
deficiency was selected, and the polymerase chain reaction-reverse dot hybridization (PCR-RDB) chip was
used for genotyping. Results The positive rate of neonatal G6PD activity screening in Chaozhou area was
3.35% (1 167/34 813) , and the positive rates of male and female screening were 4.75% (897/18 830) and
1.69% (270/15 933) , respectively. The positive rate of male newborn screening was significantly higher than
that of female newborns, and the difference was statistically significant (P<0.05). Among the 420 samples for
genotyping, 9 types of G6PD mutant alleles were detected in 86.9% (365/420) , and the most common 5 types
were ¢.1376 G>T (41.43%), c. 1388 G>A (24.52%), ¢.95 A>G (6.96%), ¢.1024C>T (5.24%) and c.1311C>T
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(4.76% ). All c.871 G>A are linked to c.1311C>T. Conclusion

The preliminary understanding of the

distribution characteristics of G6PD deficiency in Chaozhou population provides a basis for preventing the

occurrence of G6PD deficiency in the region, guiding clinical practice, improving the overall population quality

of the region, and studying the origin of the population.
[KEY WORDS]
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R BN 420 B S &L GoPD BRZ EE R
RIHS)
Table 1 Genotypes of G6PD deficiency in 420 male

newborns in Chaozhou area
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¢.392G>T p.Glyl31Val Class III 11 2.62
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Figure 1 Dot blot hybridization result of G6PD
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Figure 2 Relationship between gene mutation profile and
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ZGEVELLBEAR A SE A AR . T I 2 4R BRI EA
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(# ZE] BH WU RSB R SR I T 4k E 40 M3 R R R A(CyP A) I35k K
R S, Ak BEBUREE 34 0 filt B (K & (X HR A1) Jiif 19 52 61 R Gtk 20 BEAR I 8 3 (BF 92 4 ) 1
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00 G0 S0 i T i 40 g A (CDy* .CDy* \CDy*) .CD,'/CDy" \CyP A K4t CyP A F B HUiA ity #3515
DUIFMEAEE . SR WFFEALE A T R E 40 f L AF CD," . CD," ,CD,"/CDy" B T X I 41, CDy"Hil CyP A
T2 (P<0.05) . 15 52 I RGEVELLBEARIE B33 b WG sh 4 G 22 411 CD;' .CD,' .CD,'/CDy' 1
fICFAETG shal ORI R B R 4L, CD,HI CyP A & TR sh 4l TR M 9 41 (P<0.05) o X 20 it
CyP A HiiR By BHYES Ny 2.94% (1/34) X THFFE4H 46.15% (24/52) (P<0.05) , =25 HT1K IgG . IgA . IgM 4 ]
PEFR 538 36.54% (19/52) 119.23% (10/52) 13.46% (7/52) o HL CyP A Hi M7 H B Tk B 0 35 L G
iR 2 MR S I R R B R T A P R . S5 AMJRLINL T bk O 40 S R CyP A 19 3R
KK 5 RGEME LT BRI 1 & A e e T AR A B VIR &R
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Expression and clinical significance of peripheral blood T lymphocyte subsets and
cyclophilin A in patients with systemic lupus erythematosus

LIU Yi', TAN Jingya', QIN Hongmei', ZHOU Bin**

(1. Department of Rheumatology and Immunology , Wenjiang District People’s Hospital, Chengdu, Sichuan,
China, 611130; 2. Department of Rheumatology and Immunology, Sichuan Provincial People’s Hospital,
Chengdu, Sichuan, China, 610072)

[ABSTRACT] Objective To investigate the expression and clinical significance of peripheral blood
T lymphocyte subsets and cyclophilin A (CyP A) in patients with systemic lupus erythematosus. Method 34
people with healthy examination (control group) and 52 patients with systemic lupus erythematosus (study
group) were enrolled. The latter were divided into active and inactive groups, lupus nephritis group and no-lu-
pus nephritis group according to their condition of desease. The expressions of peripheral blood T lymphocyte
subsets (CD3*, CD4", CD8"), CD,"/CD;", CyP A and anti-CyP A autoantibodies in 86 subjects were detected
and compared. Results The T lymphocyte subsets CD3*, CD4" and CD4"/CD8" in the study group were lower
than those in the control group, while CD8" and CyP A were higher than those in the control group (P<0.05).
In 52 patients with systemic lupus erythematosus, CD3", CD4", CD4"/CD8" in the active group and lupus ne-
phritis group were lower than those in the inactive group and no-lupus nephritis group, while CD8" and CyP A
were higher than those in the inactive group and no-lupus nephritis group (P<0.05). The positive rate of anti-

CyP A antibody in the control group was 2.94% (1/34) , which was lower than that in the study group
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(46.15% (24/52) (P<0.05). The positive rates of the three types of antibodies IgG, IgA and IgM were 36.54%
(19/52), 19.23% (10/52) and 13.46% (7/52) respectively. Anti-CyP A antibodies had a higher positive rate

in patients with clinical manifestations such as damage of skin mucous membrane, arthralgia, fever and leuko-

penia, etc. Conclusion The expression levels of peripheral blood T lymphocyte subsets and CyP A are close-

ly related to the occurrence and development of systemic lupus erythematosus and to the degree of disease.

[KEY WORDS]
tis; CD3"; CD4"
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Table 1 ~ Comparison of T lymphocyte subsets and CyP A expression levels between 2 groups (x+s)

451 n CD; (%) CD:" (%) CDy' (%) CD,'/CDy’ CyP A(pg/L)
WFIE 4L 52 63.24+2.37 30.84+3.29 36.17£2.94 0.82+0.06 320.70+81.51
X HRZH 34 72.07%3.15 42.04+3.35 31.32+2.75 1.540.07 160.94%75.04

t{H 14.810 15.325 7.671 50.917 9.166

Py <0.001 <0.001 <0.001 <0.001 <0.001

Fx2 EAFIEFEZNAE CD3' .CD4'.CD8'.CD4'/CD8'# CyP A RiEKFELLEE (x+s)
Table 2 Comparison of CD3", CD4", CD8", CD4'/CD8" and CyPA expression levels between active and inactive groups (x+s)

2H 9 n CD;' (%) CD," (%) CDy' (%) CD,’/CD," CyP A(pg/L)

T sh4l 30 60.96+2.21 27.95+3.09 39.35+3.14 0.700.07 308.6282.80

EIRCF5EEl 22 66.0422.39 34.48+3.60 34.92+2.15 0.97+0.11 187.45+80.16
t{E 7.912 7.020 5.702 10.806 9.208
P1H <0.001 <0.001 <0.001 <0.001 <0.001

x3 REMBRAELREEERARE THEHABITEIEIRM CyP A RIZKFLILE (x£5)

Table 3 Comparison of T lymphocyte subsets and CyP A expression levels between patients with lupus nephritis and those

without lupus nephritis (x#s)

415 n CD; (%) CD," (%) CDy (%) CD,'/CD; CyP A(pg/L)
TR R 28 61.85+2.26 28.08+3.15 37.83+3.04 0.71+0.05 394.41+82.43
ToAR 1 B R 21 24 65.71+2.44 34.16+3.57 35.16+2.83 0.94+0.10 189.16+80.46
HE 5.884 6.499 3.221 10.901 8.960
PiE <0.001 <0.001 0.002 <0.001 <0.001
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F4 MRABEFRAFESH CyP AKX R
(n(%) ]
Table 4 The relationship between clinical features and
anti-CyP A antibodies in the study group [n(%) ]

YL CyP A H BHiik
Il PRASFAE n FF 1

A —— ——— BMHEE
IeG IgA IgM

RS E 31 9 17 9 5 22(70.97)
Jok A 9 10 7 0 2 1 3(30.00)
KT 17 3 7 6 4 14(82.35)
B % 28 14 15 7 6 14(50.00)
KA 12 2 5 3 2 10(83.33)
i 22 10 5 4 3 12(54.55)
SE e 15 3 6 3 3 12(80.00)
I/ INAR B 19 5 4 1 10(52.63)

£ Z (Cyclophilin, CyP) B3 1 2 A 454 4
HUe L R — R SR A A e RE S Hg
A, Hdy 2R —F IS CyP A, CyP A
AR FAEAE) 2 S5 A & AR ST e 4 e
A A R A EEAEH . CyP A Xk 4 |
I T Ak 00 YA AT 56 % P AT A R )
RAERT A SR ZR A P Gy s '™, BT Al A
R RAE RN G BRI B AR 1, 5 5 e sh
F B 8 R GBI BRGSO LA B
RN ERE, PR R, &5 Mg B
BRI CyP A B R IR /K 83 T i, [l 5
BPEIER A B ny ™A, i 5 55905 11 3l
PEA G AR RN, ARG TRIE N B H
CyP A /K- R HBTAAR B K (46.15% ) 5 F 1E &
K (2.94% ) , 4bF % 3 B R 1 B R 0 iR
CyP A K- ARG Sh ] AR M B R i /B
M LRI Ao 45 RS Eab it 4518 B — 3
P, CyP A 5 R G LT BEARAE B 1) K R 1 A
AHOCE , T LA o A £ A il CyP A [ 7K
AR W R A AR A, DX £ A I B Ak
BTG S A TOAIEE R & T S IRIA YT

FWoE R W, 18 RGEELLBEARAE () & %
TR T b A0 R I R ) 35 AL T 2 Y A
0, B 4 M A = BE T Ak A BE RS A = DL T 4 M SR
Sy ehl HAEHAOE S T = m . T M b
CD,* 1 CD,"T 41 i 114 A1 T ) 249 K -5 24 1 35 1L
PR e B 22 R AR T W R AL T T
AR RETNRER S0 . — I RFEARFIRMAT
100 & MR [ F N R G ML BER A B E K
CD4* 5 ARG BRI 5L FAH 5™, Bengtsson

AL AN RGP BRI AL T RAS T4
WP IR A TR B TE K o FEARH TR ZE R, &
BEPELT BRI F A JC R A T S R PE S R
B T IR EL 40 i B CD,".CD,* .CD,"/CDy [ # ik
HKF-BIRAG , CD 4 5, HH IR B R G BRI
BEAATE T WK EL 40 L, JUHAR IR I B %
RN R . T A0 REZE AL vT e e T RE B
TERGVELLBE RS B Th RIS T , &
PRIEI B W PRIE AL IE B S I R

ZE LR, RE ML BRI B E TS L B
AR B A B LA T bk B 400 Jf S #F €D, .CD"
CD,'/CD;' Y R 5 AR T ARG 2 I L o ARG 1
RIEA,CDSHI CyP A & FAEIE o  TRIRAE 1
B R 0B, i LR B, AN T I B 40 B S A A
CyP A R IRIKF5 RENEL BRI Y A LR
9o I R B S IS e A A R VTR &R

5% 30k
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FEERPAHLIRYY 70 BB E JLIRSETE Mia 4 R i AR
il

WA BiE Ak FAE

(# ZE] B8 WSk buinyr B JLIRSE /NG 45 R I IRIT 3. Ak AR5
2018 4 2 H & 2020 4 2 A BRI FABE 2321897 11 76 Bl A2 JLIRFEE /N 45 W 9 e LAE R AF 50 4
G3RIRYT LURIRT HRZE, W20 SR LI 32 W HUA T IR T ALE R IR YT B RS R B TIR YT, X L
41U RT3 E W B D) REIK ZAF B SRIT AT R M RAE 7K. &R IRIT AN BA RN
94.74% , W A5 T X BRAL 1Y) 73.68% , 25 545 Ge 11243 L (P<0.05) 5 YA Y7 411 B WA T REK 52 155 100 B A T
X RREH | 22 A G2 28 L (P<0.05) s PRAH JBLIR YT A 1Y 25 TUAAE K 1R AL, 22 7 TG
SL(P>0.05) , MZH & LIRYT IS 1945 T 9 0E B 7K - B TR TP AT, 22 R 425 3 X (P<0.05) , HiRYT
Y11 A AE P F /K- B B AIE T BR AT, 28 A Ge i 08 L(P<0.05) . 518 FEERBLH0 T LI &0 B A
JLIRBCE /N 45 B 5 8 LI ARRE IR, 406 i FROIL A 5 P T8 ) REAIR 52 IsF [, ARG R L 1% R E TR 1 3R /K
Vo HARITIRBCE /N 45 I 58 W97 R U1, B IZ AR

[REIA]  FCERIPL; B LIRSEHE/ NG SE A % s AN 2= -6; SIENF

Clinical analysis of tocilizumab in the treatment of 76 cases of neonatal necrotizing entero-
colitis

LIN Mingjing, FENG Qiong, LIN Hong, LI Chunlei*

(Department of Neonatology , Hainan Provincial People’s Hospital , Haikou, Hainan, China, 570311)

[ABSTRACT] Objective To analyze the clinical efficacy of tocilizumab in the treatment of neonatal
necrotizing enterocolitis. Methods In this study, 76 children with neonatal necrotizing enterocolitis who were
treated in our hospital from February 2018 to February 2020 were selected as the research objects. They were di-
vided into a treatment group and a control group. After receiving conventional treatment, the treatment group was
combined with tocilizumab treatment based on conventional treatment. The clinical efficacy, gastrointestinal
function recovery and inflammatory factor levels before and after treatment were compared between the two
groups. Results The total effective rate of the treatment group was 94.74% , which was significantly better than
73.68% of the control group. The difference was statistically significant (P<0.05). The recovery of gastrointesti-
nal function in the treatment group was significantly better than that in the control group, and the difference was
statistically significant (P<0.05). There was no significant difference in the expression levels of various inflam-
matory factors before treatment between the two groups of children (P>0.05), and the levels of various inflam-
matory factors after treatment in the two groups were lower than before treatment. The difference was statistically
significant (P<0.05). The levels of inflammatory factors in the treatment group was significantly lower than
those in the control group, the difference was statistically significant (P<0.05). Conclusion Tocilizumab can
effectively improve the clinical symptoms of children with neonatal necrotizing enterocolitis, shorten the recov-
ery time of gastrointestinal function, and reduce the expression of inflammatory factors in children. The curative
effect of its treatment of necrotizing enterocolitis is definite, and it should be widely used and promoted.

[KEY WORDS] Tocilizumab; Neonatal necrotizing enterocolitis ; Interleukin-6; Inflammatory factor
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INBENE /N 235 P 9 T ~F I R v L Ao A= L
Pg, B 2 S EE LB B AL, B EB A
T, 30 AR R TR I PR A4 & 98 A 6 4w, 7 o
o £ LAY BRI . 40 4 % -6 (Interleukin,
IL-6) = 2L LA B T 40 AR R A% A AL 5300 , B2 3
AR S TR 45 S0 A RNt F IF 5 1) 340 ¥
W% AT S B TL-6 AT LA HE P 41 i 110 SR 45 Fn
WA, AT LA e h AL 58 0 A ZH SR 3 O 1 0
FEER BT (Tocilizumab , TCZ) J& 8 20 A AL T IL-6
TR A AR, 2013 ARG HERE E N BT IS, #%
J Iz TGRS R Y I R T 3
G PRI o T TiToT & B0, RAEE /N 45 W 4% R
LI 2125 A 20 B R -3 3R /KO 3 T, TR
1) R PN I R T 2 3 m i T A 64, 5
M ML 174 B Al B 7 A0 AL T, i o SR B84 /N i 285
gt BRI, e R H A i O X FCER FRPTIR YT IR AT
PN I R I IRAESY o JE T 00, ARBFST A XTHE
PRELGTAEIRSEM: /A 45 W RGBT TP i AR i
1375307 , ISR IRBEE/INm 25 1 98 I R 3R 7 12
HEARTE , PR HE I

1 AHESHE

1.1 — ek

AWFFEHEE T 2018 4F 2 H % 2020 4= 2 H /8]
W FABE 4232107 19 76 13 £ LR SEE /N 25
RIBIUNE AT G, R AR 3 RS T 4Rt
WEZH YR T4 38 01, 38 21 19, & 17 4], i -1y
(32.34£4.77) A, I A B BT 950~3 400 g, T34
i (2250+483) g5 XF HR2H 38 il , 55 24 5] , < 14451,
I P34 (33.03+5.12) Jil , HAERPP A i (2230
467)g. AR : D2 T 7T A RFEME /M ES
W R IS WbRfE™ s @ BLE R T G R 15
QZACHEZ: D1 S HLHE ; DT 5 AL A M I & AiE v]
2 EARSEIRIT o HEBRARAE : QX AR BT 259)
THCE ;@A R MO UL ; @& ™ E B
L @E IR EUL; @2 IR ITAL 5 i
ZFARIGITRAIRSFIRTT IO . A IR LI TT
BT L, 22 F g L(P>0.05) .
1.2 ik

P2 BB LA VAL S YA G LA BB T 45
ik, BRLHGCR 3 IR S IR T - 40T A5 kA7 il
U, 38 A i A0 R SR 0 O SRR R L AR K
FEL AR IO P A7, 25 DS BB LR e R AR Ak, i o) iR

ILIITURYIARIT o« AT 4 HBLAE LR E 6 AT
B BR300 W (B 1 Roche Pharma 23 &), 3t 3¢
5 :520171026) HATIRYTY , BRI IR YT & R 12
me/kg , B 25 WV T U R 0.9% Y S AL BT B
100 mL N, SRR ki 1 1 sREEA TR YT KA
I IaIRE 2 JA, LRy T 12 8,
1.3 LS bR

X P 2H B LI R YT RL, I7 8500 2 s o
Z I OLRHEIR 2 W 597 S0 )™, A% LK
Ik N SR R O, 20 e i i 0 A e 45 2R Sy B
PR, AT RE LR R A AL B LI PREAR A B
O O R a0 A 25 SR B L (E R AT
REZLIERSE  TOi: FBOLIR RAEAR R 3 . A &R
=R+ HOR . Qid kLB IL 8 B TR
PR AL, A1 45 8 15 28 ik s 10k 2 gk sk i)
ELZ AR . @2 B TIR IRl E #hBCE LY 2 18
E K I 5 mL, 2.0 15 min Ji5 B, BCE T-20C
() 25 A DRAT , {687 FH IR 38 W oy ) R8I L) R A
R ZRB /KA TR I, R s S A H S22 A
SAEA AT, R R & Y A 2 55 [ Sigma 22
RIS bR AL 4 TL-6 i IR BE R F - (TNF-a)
1 C W& 1 (CRP),
1.4 Srilzrabm

K SPSS 22.0 Ge 24T 55 43 B 5 THEK
TR n(%) 7R 2R 2 K5 s TH R (R £5)
FR YL FL SR IS REAS ¢ K56, JAYT TS L
R IR ¢ K36 5 P<0.05 W22 A Gt X

2 #R

2.1 WA HBILIFRL b3
I RIT RO WAL TR RE A, 2 726 81t
22w W (P<0.05), WFEI,
F1 WHBILFTHILE (n(%)]

Table 1 Comparison of curative effect between two groups
of children [n(%) ]

T p— L S —

AL FERS4 ToRk AR
VWITHE 38 25(65.79)  11(28.95)  2(526)  36(94.74)
XHHEZH 38 21(55.26) 7(18.42) 10(26.32) 28(73.68)
718 0.881 1.165 6.333 6.333
P1H 0.348 0.280 0.012 0.012

2.2 WULEILK B ek 245 D i
TRIT AW B W Th ek 1 i B 8 A T X R
4, ZRA8511 %5 L (P<0.05), W#FE2,
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®2 MABIHWBEMERERRILE (v+s)
Table 2 Comparison of the recovery of gastrointestinal

function between 2 groups (x +s)

4151 0 WELVS 22 fife HEWJE%’ ﬁFE%ﬁ?

FFEI(d) A El (d) ARl (d)

WAITH 38 1.55+0.42 1.63+0.55 2.57+0.67

XHHRA] 38 2.49+0.77 2.53+0.49 3.73+0.84
1 8.103 7.545 6.825
PiH <0.001 <0.001 <0.001

2.3 WA BILIRYTHTE RAE R 1R IEKF A
PR 2H B8 LIR YT HI Y 2% AR E R 1~ 3R 3K 7KF- L
B, ARG R X (P>0.05) . M4EILIAIT )R
45 T A PRl F- AP SR TR YT RT , 2 R A Jiit2
B L(P<0.05) , HIGYT AL 248 H 7K F- B B AL T
XTHRZ , 22 A et L(P<0.05) . W3k 3.

3 itig

IRFE /I 25 W R 2B A LR DL A 9 o 2
B Z W R L, iR L S B D e A e
REDNREII AR 5 22 , DK L i B 4 o) 2 0, %
NGS5 L IRFEE /NG S R . BT & B
B LR B v R BE A N W 4 W 5% 1 R R Rl
5.6% , HIr kB 4F B, LRI 2R 80N
MR R AN 52 S5 L, {HL Fy T8 1 ot e e
L SE T g, A R LW B2 F ARG
7, B LAR G 0 B AE & AR A IR,
BN 5 A R 22 DL F 30~31 JE ) H = L, A i
G R IINFCNE /N 235 1 2 b 8= LI L A9 vl 3k 3
90% LA 1o HET, i PR i BT X SR I8 /N 5 W R
EBLBIIRIT AR R B 7 B R AT 4 R 2R YT
FFARIBIT PR 2, HA A 30%~50% 1) f8 JLATY
IAMBEHA YT R 3 AAMBEHE T AMUAEAE BRI F
AR , BB ILIARYT G 109 & E K A R A X A g
ANFF BILE) SRR " RIE, I IR &
T — P BRI N S 9 9 IR T 25

] PN A DG 41 38 38 2o X SR BB /N i 45 W 46 HRLL
SN K FFEFR RGN, & 30 LAY P RITAY IL-6 3235
KOF- 2 T, 222 1RYT 5 IL-6 ik K Pz i
FRA, BEEH TL-6 13 3k S IRE M/ NA 45 1 9 119 &
A RIHE YA O TL-6 A2 I PR R DL AR R
PR, AT A ORI T 4 A ik L 3, [R]85 B
20 R ) B4 5 A3 A, RIS R LM IR e e i, 5
Z R I R A B DI T AR A IR
/N2 B R 1) s R AR5 R B Wt 55 349 2 BRAR 8 %
NS I SRAE KA I RPN TL-6 K7 i 3 T
PR TL-6 5 95005 1Y & A Ak e s bl AR o6
I, 32k BT TL-6 B9/E WA T B BRI SRIEH:
NG R IHTTT I . FEEREAPUAE iy — R B AR
Wyl , o] LA RS2 5 IL-6 2R f4h 4, dEmiBe
Wi 1L-6 S HAZ RS AW i, IR ALIAR Y TL-6 %
b2,V G N /N TTIN = N 117 N el i WA RO Kb U EE
TRITIRBEE /MBS I 5 I RBIFE o

IL-6 AJ LLiF5 S Hofh 5 E PR 7 190 7= A= MRS B
FERE A HVE R — L IL-6 SZARHUAR , AT LA ik
LRI Y TL-6 F38 K 01 T TL-6 %F Hifth &
JiE PR 7 7= A (R 5 S VR, 1T 48 T A Y
I RT3 o T 3 1k oF 19 2 8 LIRS I
TR IRIKOEXF L, 1697 4L 0 48 1 IR 7 338 /K - A1
XA, FE B KA FE R BP0 v] DA R B 10 5 15
BEARYFIA] B Pk IL-6 2 ARAH S &, 5 A X IL-6
FIIL-6 2 AR 25 4 7 A4 38 0 o 4 A
5 e S B Y BELT , 98/ i )L TNF-o Fl CRP 45
SAE T 1T HE— 2B UESE T FEER BB AT LA
AR FIRFEE /NG &5 5 % BOLIIRI B
Jr YT

25 BT, FEER BT AT LUAT Rk 3 SR A0 M
¥ 45 B 5 FEOL B I ACRE R, , 4 i LY ' R i
REPR A IFIR], BEAR BB LY 9 0E 1 238 7K 1697
INBCIE /N 25 1 9 (A7 38 D), B Iz N o

®3 WMARBILEBTTANEREREFRIZKFLE (x£5)

Table 3 Comparison of the expression levels of inflammatory factors between the two groups of children before and after

treatment (x+s)

4151 ; VRITHT RIT A
IL-6(ng/L) TNF-a(ng/L) CRP(mg/L) IL-6(ng/L) TNF-a(ng/L) CRP(mg/L)
HITA 38 15.58+2.57 93.55+12.39 21.13+3.98 6.03+1.15° 56.83+8.51" 3.32+0.85
Xof 1 2] 38 15.31+2.34 94.21%15.57 21.46+4.29 10.44+2.34° 72.34+10.17* 8.A47+2.44°
A 0.587 0.724 0.663 6.729 22.356 8.314
P 0.562 0.475 0.512 <0.001 <0.001 <0.001

T SIRITRIAR E,*P<0.05,
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Application of NLR, PLR and RDW detection in diagnosis and prognosis evaluation of
colorectal cancer

CHEN Wanchen, XIN Xin, GUO Yali, YAO Yuxia, YING Dayu, SONG Li, XU Baohong*

(Department of Gastroenterology, Beijing Luhe hospital of Capital Medical University, Beijing, China,
101149)

[ABSTRACT] Objective To analyze the application of preoperative neutrophil to lymphocyte ratio
(NLR) , platelet to lymphocyte ratio (PLR) and red blood cell distribution width (RDW) detection in the
diagnosis and prognosis evaluation of colorectal cancer. Method The 120 patients with colorectal cancer
admitted to this hospital from January 2012 to December 2014 were collected as the colorectal cancer group. In
addition, the patients who were diagnosed with colorectal cancer-related precancerous lesions by colonoscope
biopsy were divided into the colorectal polyp group (7=25), and the inflammatory bowel disease group (n=28).
At the same time, 132 normal patients who received physical examination during the same period were selected
as the normal control group. The expressions of NLR, PLR and RDW in each group were compared, and the
values of different examinations in the diagnosis of colorectal cancer in patients were calculated. The prognostic
survival of patients with colorectal cancer during the follow-up period was recorded, and multivariate logistic

regression was used to analyze the risk factors that affect the prognosis survival of patients with colorectal
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cancer. Results

The levels of NLR, PLR and RDW in the colorectal cancer group were significantly higher

than those in the colorectal polyp group, the inflammatory bowel disease group, and the normal control group. The

differences were statistically significant (P<0.05). There were no significant differences in the NLR, PLR and

RDW levels between the colorectal polyp group and the inflammatory bowel disease group (P>0.05). The

sensitivity and accuracy of the combined detection of NLR, PLR and RDW levels (in series) were higher than

those of any single detection, and the difference was statistically significant (P<0.05). Logistic regression model

analysis showed that poorly differentiated tissue classification, TNM staging in Il and IV, lymph node metastasis,

abnormal elevated levels of NLR, PLR and RDW are risk factors affecting the prognosis survival of patients with

colorectal cancer (P<0.05). Conclusion The detection of NLR, PLR and RDW in colorectal cancer patients has a

certain diagnostic value, and the level change in its level has a certain correlation with the patient”’s prognosis.

Clinicians should strengthen the detection of those indicators, which can be used for reference.

[KEY WORDS] NLR; PLR; RDW; Colorectal cancer
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Effect of percutaneous transforaminal endoscopic discectomy on cytokine levels of patients
with lumbar intervertebral disc protrusion

ZHANG Qiangze*, QI Jiahui, XIE Xuesheng, QIN Fei, QI Qiang

(Department of Pain, Jinan People’s Hospital, Shandong First Medical University, Jinan, Shandong, China,
271100)

[ABSTRACT] Objective To analyze the effect of percutaneous transforaminal endoscopic discectomy
on the cytokine levels of patients with lumbar intervertebral disc protrusion. Method 112 patients with lumbar
intervertebral disc protrusion treated in this hospital from December 2017 to October 2020 were selected.
According to different surgical methods in the doctor ’ s order, they were divided into the control group
(traditional laminectomy treatment) and the experimental group (percutaneous transforaminal endoscopic
discectomy) , 56 cases in each group. In addition, 60 healthy people who had health examinations in this
hospital during the same period were selected as the healthy group. The stress indicators [reactive oxygen
species (ROS) , malondialdehyde (MDA ), myeloperoxidase (MPO) | and inflammatory factor levels [serum
tumor necrosis factor-a (TNF-a) , interleukin 6 (IL-6) and interleukin-1 (IL-1) ] between different groups
were compared. The clinical efficacy, stress indicators, inflammatory factor levels and complications were
compared between the control group and the experimental group. Result The levels of inflammatory factors
such as TNF-a, IL-1, IL-6 and stress indicators such as ROS, MDA and MPO in the healthy group were lower

than those in the control group and the experimental group, and the difference was statistically significant (P<

AARE b A EHFH S RA2(BS2017YY025)
Wkl WA —ERRFWEFHARERERA, LA, Fd 271100
*BAZAE A KR F, E-mail : yang751756hu1513@163.com

%
2t



- 898 - NTEWEIEITAGE 20214E6 ] 45134 561 J Mol Diagn Ther, June 2021, Vol. 13 No. 6

0.05). The levels of ROS, MDA, MPO and TNF-a, IL-1, and IL-6 in the 2 groups after surgery significantly

decreased, and the difference was statistically significant (P<0.05). Among them, and the difference was

statistically significant (P<0.05). The total clinical efficacy of the control group (87.50% ) was lower than that

(98.21% ) in the experimental group, and the difference was statistically significant (P<0.05). The incidence

of complications in the control group was 10.71% and that in the experimental group was 8.93%. There was no

statistical difference in the incidence of complications between the two groups (P>0.05). Conclusion

Percutaneous transforaminal endoscopic discectomy has a good effect, can reduce the stress level and the

levels of inflammatory factors in patients with lumbar intervertebral disc protrusion. And there are no serious

complications after the operation, and the safety is high, and it is worthy of promotion and application.
[KEY WORDS] Lumbar intervertebral disc protrusion; ROS; MDA ; MPO

A [ 2 5% £ S DL B0 A AR AT PR
DRI AR ) 258 575 46 HH BB AT M kA2 kA i i 4
PR AN BEAZ I, R A 2 AR BURH
B SR 2 BB MIOT B S IR
T, (ELRE o 2 Ji 2= Hh BRAT E ESE B H
AT, I PR b 32 ZOR M B MENR AL B AT, 5 B AR 2
PRIV T MEMEDRE o 48 WF 5T I8, AR ) 48 58
i A8 A0 [R] s AILAAS P A 48 i DR K St A T
ARAk, FE R S A I P DR A ) 458 5
SEPN K ORI R AR . AT A
HENR]FLBT A ¥ X FEAME (] £ 5 1 AE £8 25 40 M P9 577K
B BEAT oA, BRI AR o

1 wHESHE

1.1 —RseR

PEHL 2017 4F 12 A & 2020 4F 10 A A B iia i
112 {1 A ) 285 58 HIE B . AR : D& e
12 R IEHE ] B 58 e s @ IR SFIR T ToRH
N [R] 5 7 FE =503 B 50% , ELBR A =i 58 <30T
H L HeBRbRAE : OF MK RG0 CBHEME A Qf
A AR 2 s ARG P A 2 5 (DA JR e e sis
(S R 8 P L AR S Ny W N B S B ]
H (FEGMENRTF a ARVATT ) RS0 20 (28 e ME ] LA
1RIT )45 56 il XFHRZLT 38 4, Lo 18 ] ; A4 -3
(40.36£3.52) % o SIS 39 fi], £ 17 4l ; 4F %
¥7(39.64+3.21) % o 3£ HL 60 i) [7] ] T A< g 4257
f R AR 1) fit R AR S fil R4, o 55 40 191, %2
20 14l ; AF IS V- 14 (41.3243.09) % . = ZH KL WRH I
BESTLGEIFE X (P>0.05), AFRALERE
PR R it i, 2R s B s [
1.2 Fik

X BRZH R AR GEMEAR T 28 ARG 9T AL BR AR
S U ML B IS A s Al AU A A A T

EYRI, 75 C B X LML T 8 S 28 EHERT B, TR
WL RE DS AR R R S B E DS AE
—4~6 e /NI H B U E TR, 1 8 OF WL
MEAR S 22 HE TR BT, B 5% BA A% 20 40, s
REWi B o1 ias , B2 A H o

S A 2R FH 28 B ME TR FL B0 T« SE A [R] OIS
RM, IR 5 28, W T AR REAl N, fE CEF X
LHLT i o 28 A, R T R 3 BRI 5 ¥ 5~15
mL B (A= T 5 55 )N 250 4E A RS B L
% 22 mL; [E 25 : H20083164) 3 & 711 A | 158
SEHTIEUI O, R DR W TAEE A FikfE
() FLA5E B AME )AL b, UL AE (] 255955 A2 07, T FH
EAZ B I W G AR A% T PR 2 RS, WA
T AR A P 7 S L, >R PSR A RAGEE v 1k 1, B
BTAEEE A 0H,

RGP B E BTG 2 U VB R A S
XFRE SCHFAYT % B2 51 A 7E 48 h 59K R -
1.3 WEHER
1.3.1 NEHER

K FHBH TR B 125 D 2 100375 v 376 P 40 7% (reactive
oxygen species, ROS) 1% 1 , K H AR [ bb 22 R vk
I 5 PN 1% (malondialdehyde , MDA ) & 1 , & JH 3
S AL A ik I B8 o 4R A6 9 i (myeloperoxi-
dase , MPO) i1k
1.3.2 RMEKHTF

SR JFH Tl K e 92 W2 6 6 00 2 U I 9 e I B
KXl -« (tumor necrosis factor-a, TNF-a) . [/ % 6
(Interleukin-6, IL-6) L & 14 % -1 (Interleukin-1,
IL-1), £ B ABEEE 1 R RS 14 O
Jk I 5 mL, 3 000 r/min B5.0>, 10 min Ji5 23 &5 M3 ,
BT -80CMUR IR fE Rk . I AR & h Ll
VLSRR YR A BR AN wl SR AL | AH OCHRAE ™ 46 42 IR
5w Eoa TR B e



DTeW SRS 202146 H 51334

FHel] J Mol Diagn Ther, June 2021, Vol. 13 No. 6 - 899 -

1.3.3 et

KA bR Ik BN E H L, B E R >70% 3
IR AR PR I ACK AT 2 IE H S L, LR A Rt
55 60%~70%# 7 5505 A Fa bR BORFT k3 , ELRA
ARG 50%~60%# AR A TR bRE T ARk, B
BE 6w i g T el A TR, RARCR=(A @+
WA RO 1P Ex100% .

It RAE AL B Pl 4 T RE
FUEZE L TNIK= Sl
1.4 Gile#irik

K SPSS 22.0 #AFH#EAT S50 M, 1B TR
Ph(x£s) R, R H e K505 THEERA n (%) FoR
FH 2K L P<0.05 N 2E A S5 X

2 #R

2.1 AT RAE K - MW BFE b L
i BEZH TNF-« IL-1 . IL-6 &5 4% P K F )2 ROS .
MDA \MPO %5 I 8 48 5 S IK F %) BE 2 Fn S 56 4

B R

ZRWA 5T E X (P<0.05)
2.2 Y BAE NIEAR b L
ARETH YL ROS MDA & MPO 2 % 04 1
3 X (P>0.05) ., AJ5 P4 ROS.MDA } MPO
AR TFIRITHT, 2 72 A G2 L (P<0.05) .
W2,
2.3 WHBERENF I
ARG 2H B TNF-o IL-1 . IL-6 45 48 1 A
FHKF R ZE S TSI #E L (P>0.05), K
J5 A4 TNF-o  IL-1 . IL-6 55 % 1% [N F 1) 7K F 43¢
ARHTEA T B, 22 5 38 it 2 & L (P<0.05) ,

WA,

W3,
2.4 IWIRITRL
Xof B AL I R i A 250G T S 56 4 I PR A A0

x, %#ﬁéﬁiﬁMiX(ko.os)D W24,
2.5 JfAE

Xof HRZH I A E 28 5 S 00 20 O AORE FE L 2% S
TG 245 L (P>0.05), WFES5,

®1 ARABERERFREHIEIREE (xxs)

Table 1 Comparison of inflammatory factors and stress indexes among different populations (x+s)

o R T IRl izt
TNF-a (pg/mL) IL-1(pg/mL) IL-6(ng/mL) ROS (pumol/L) MDA (umol/L ) MPO (ng/mL)
Xf B 2H 56 60.12+13.26° 78.59+9.07" 1.94+0.28" 646.42+9.85° 0.48+0.29" 4.59+0.27"
S 56 59.36+13.36° 78.86+8.96" 1.96+0.30" 647.37+9.87° 9.41+0.26° 4.49+0.59°
fat R4 60 15.29+9.48 17.555.10 0.510.06 100.16+5.96 3.33+0.18 1.39+0.58
Fi& - 263.18 1179.54 1591.44 1775.48 2039.03 7692.32
PE - <0.001 <0.001 <0.001 <0.001 <0.001 <0.001

S EEELIAH HE ,°P<0.05 ; 5 284 4 HE , "P<0.05,

%2 WZHEEROS.MDA K MPO LEE (v+s)
Table 1 Comparison of ROS, MDA and MPO between 2 groups before and after operation (x +s)

a1l ROS (pmol/L) MDA (pmol/L) MPO (ng/mL)
- n N 2. N, N 2. S, N 22 .

AT AR5 AT AR5 AR N
poNIE| 56 646.42+9.85 425.22410.59° 9.48+0.29 7.03£0.16* 4.59+0.27 2.59+0.12*
SR 56 647.37+9.87 267.15+10.19* 9.41%0.26 4.37+0.21* 4.49+0.59 1.47+0.63*

i - 0.510 80.488 1.345 75.398 1.153 13.069
P - 0.611 0.001 0.181 0.001 0.251 0.001
T SR AT L, P<0.05,
F3 WMABRERMETFRE (v£s5)
Table 3 Comparison of inflammatory factors between 2 groups (x+s)
1 TNF-a(pg/mL) IL-1(pg/mL) IL-6(ng/mL)
EER) n s - s - s -
AHi A AT ARG AT ARG
Xof IR 56 60.12+13.26 25.74+8.18" 78.59+9.07 32.68+4.59° 1.94+0.28 0.82+0.15"
S 56 59.3613.36 16.32+9.23" 78.86+8.96 19.55+5.10° 1.96+0.30 0.51=0.11°
1l - 0.285 5.401 0.150 13.531 0.345 11.784
P1H - 0.776 0.001 0.881 0.001 0.731 0.001

S RHAR L, *P<0.05,
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x4 FAHBERKRTHERLE (n(%)]
Table 4 Comparison of clinical efficacy between 2 groups
of patients [1(%) ]
M n RE BAL HEL TR BARCR
XHEZH 56 26(46.43) 13(23.21) 10(17.86) 7(12.50) 49(87.50)
SCERAL 56 33(58.93) 18(32.14)  4(7.14)  1(1.79) 55(98.21)

P - - - - - 4.846
P - - - - - 0.028

x5 MABEFHRELE (2(%)]
Table 5 Comparison of complications between 2 groups

[n(%)]

MZIRE  Me s

AHon BR gelegok g g O ZOEE
YR 56 5(8.92)  1(1.79)  1(1.79) 1(1.79) 8(14.29)
S 56 3(5.36)  2(3.57)  1(1.79) 0(0.00) 6(10.71)
7E - - - - - 0.327
P - - - - - 0.567
3 1Tt

A 1) 985 2 ) R M 4 PR A7 M A8 1T 5
PN 1 IR NAARTT B A0 SCHE Ty, TBEAE ]
58 U 2 TR 2 R H R AT

AR SF ORI G |, A AR
WO N 25 T EAE ) 45 58 B CE I & R Y B
14534 #2 , ROS . MDA K MPO J& T~ H Mk 20 i 15
it A b i o ok SR Ab SR R A 2 A R R R
T EATE 5] 45 2 3 % Fp 1) 25 3 B D R [ A BE 1 e
A AR R 1 e K VA B ER o T ) 4
g8 H R AL th T2 2B, B8R B A
UL 2 (BP0, 5 S AL DR, e T3
AV B AT . 2 B el FLB AT B
AFARAG N e S R B AR
(A N SCIR A, ZE G RIR YT g ik T Iz W . 8
MEMEFLBEAE MR A, BERS U2t 20 MR R s 2
()51, BEAR T AR AN, A T B R TR
PR, I E N AP SCHRARE , T AR A 4555 17 s 1
T2 5L BLIEAH &%, Hod ROS MDA \MPO %54 it
A2 BTN (g IO 98 R, T A 1 SR S5 RR T 245 40 5 il
Y25 LR 7 A i B0 A Ry 8Os Y o A
& BRI AR S R KRR T B
B RMER TR m G B R G
A SRR, S BUR B AL B9 1 it 52 e
FIF B G I e MELLPE A

ARG 25 S 1 B I 58 FB 3 R B 1) R P T 1
IR K B e bR 2 M BUR R R BE T, Seh

I PR 2550 w8 T % B AT, 3R A 28 F2 M ] FL B3 V6 7 #E
P v MO [ 48 58t AE VR T RO A R B
A FAAR H 5 B )W . ROS . MDA . MPO 7K - i
v E LA AL T R ORI AL A9 o A 1R 30
KFA BACHE, b I o i B O A I, R0
PRI T A R, i — 20 N R A .
1717 38 2o 28 B ME R FLBE TR YT L 7T DL O A 28 2% it
BILAAR B4 4 B o7 385 2 7, 20 Xof 40 B R 2 2L A 0 5
5 By B K S T T R R I PARCRE R , Jon e 4 T B
52, T S W ROS \MDA \MPO /K- BEWAF M iR 77
AR EREEIR R Z — PR OO, R
FIF BE RN TIKP IR E 255 i sk g 55
— RYVIELAE , E— 25 W 26 J Mk (R FLBR IR T
SO 8

L5 LA, 28 B ME R FLBR IR 7 I IR Y &k, ]
o AT LA 1) 28 22 1 E R8I I 38 g 7K B 4%
HF7KF, HARJG G EIF &5 3, &b,
{EASHE W H

5% 3k

(1] FFf, BRSO, B3N . EEAE COPD 4 IL33/ST2 (i
MLACHE b, Uk N B 0 2 B (W A M e e (T ). 412 W
S5VAI7 2, 2020, 12(3) :305-308.

(2] KT, T, A4 Hg, A N RBE A REEF- rH BEL 7 X6 A ]
LT AR B E R 7 MRS N (52w (3], A s g
AR, 2020, 37(8) :1538-1540.
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24 Pk STEMI 5 1LI% HIF-1o 255 59 Mz PCI G
WA R DI B &

TOE A xas! mE

[ ZE] HH WrzadE ST BHa @ L0 U SE (STEMI) 3 135 B4 5 T la (HIF-1a ) %
5 M2t B IR Bk AR (PCD) J5 BE A B0 I F 44 (MACE) I & . ik B 201845 7
A 2020 4F 7 A WIAIE AR Be 2% 2002 PCLIGYT ) 2t STEMI R 160 FI7E 4 STEMI 41 | [ I 74 46 ) 4kt

T 110 B4 %) BRZH K0 L 75 HIF-1o & 32 5 PEAl STEMI B4 1095 175 & B¢ N MACE , 2% F logistic
] A58 73 A MACE F52 M [ 2, >R F ROC 14k 73BT MACE RPN [N 2% . 455R  STEMI 20 /8 5 1 L i
HIF-lo &t 5 TR AL, 22 A G125 L (P<0.05) , STEMI 4 H HIF-1a<H v 3£ % #) LDH .CK-MB ,
cTnl . Gensini P43 . Grace 743 Bt ) MACE & A4 % (5 T HIF-la=H i 40U8 3, LVEF AR T HIF-1a= 13 41
B, EZFA G E L (P<0.05) ; LVEF  Grace ¥4 \HIF-1a /& [5¢ P MACE F8 5200 [H 2% (P<0.05) 5 IfiL 75
HIF-1o 7 82 T BE N MACE (93545 (P<0.05), #5182tk STEMI B34 L% HIF-1o & & 57 15 N E
J% PCI 5 &/1: MACE 7 %, % B¢ ) MACE HA T AN {E

[EIA] 2 ST B S ALO NS ; BE A RO IS 45 SLA B2 EF-la

Relationship between serum HIF-1« level in patients with acute STEMI and the condition
ormajor adverse cardiovascular events in the hospital after PCI

DING Xiaoging', LIU Haifeng', LIU Hongwei', GU Lei’**

(1. Department of Cardiology, Guangrao County People’s Hospital, Dongying, Shandong, China, 257300;
2. Department of Cardiovascular Medicine, Dongying People * s Hospital, Dongying, Shandong, China,
257000)

[ABSTRACT] Objective To investigate the relationship between serum hypoxia inducible factor- 1«
(HIF-1a) level and the disease condition, major adverse cardiovascular events (MACE) after percutaneous
coronary intervention (PCI) of patients with acute ST segment elevation myocardial infarction (STEMI).
Methods Acute STEMI patients who received emergency PCI treatment in our hospital from July 2018 to July
2020 were selected as the STEMI group, and healthy volunteers who received physical examination at the same
time were selected as the control group. The serum HIF-1a level was detected. The disease condition and MACE
in hospital of STEMI patients were evaluated. The influencing factors of MACE was analyzed by logistic
regression model, and the predictive factors of MACE were analyzed by ROC curve. Results The level of
serum HIF-1a in the STEMI group was higher than that in the control group, and the difference was statistically
significant (P<0.05). In the STEMI group, the incidence of LDH, CK-MB, cTnl, Gensini score, Grace score,
and MACE in patients with HIF-1a< median was higher than that of patients with HIF-1a= median, and LVEF
was lower than HIF - la = median number of patients, the difference was statistically significant (P<0.05).
LVEF, Grace score, HIF-1a are the influencing factors of MACE in the hospital (P<0.05). The level of serum

KARB AR E ST AFB LR X (2018WS465)

HE e SR REARER S S RNE, LA, R E 257300
2. R WARERS oE WA, LA, & E 257000

*iBAEAVEHE &, E-mail : duanzhiy25435@163.com
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HIF-1a is an indicator for predicting MACE in the hospital (P<0.05). Conclusion The level of serum HIF-1a

in patients with acute STEMI is related to the aggravation of the disease and the occurrence of MACE after

PCI, which has predictive value for MACE in the hospital.
[KEY WORDS]

events in Hospital ; hypoxia induced factor-1a

2V ST Bedf i B0 LB SE (ST segment eleva-
tion myocardial infarction , STEMI ) J& 76 .0 5 £ /™ HE
MR, 212 4 H AR Bl ik A AR (Percutaneous
coronary intervention, PCI) /2 P38 i Jik | 7%k &2 .0 WL
ML AT RO ¥ o AR, A2 S if P R4 G
A2 U 802 0 9 A PR S 3 STEMI R 25
&M PCLJG B A B I 48 =5 £F (Major adverse
cardiovascular events, MACE) , X PCI & J7 50 % J
P T 3 AN RS2 2 PR, R ]
fiE & /£ PCLJ5 Bt N MACE 1) (35 32647 06 4
E PCLYF A% A0 TUn A B o B4
TR F- 1o (HIF-1oc) 2 — 5% s 420 00 3+ o3 ek
%% s A7, 72 STEMI 14 4 1 72 v HIF-1o K
KBS HMERE MBI FTE, ©
A WFFEARIE , STEMI 2 L35 Hh HIF-1a B9 55 B AR
FE1E T, HIF- 1o 82 B STEMI 8 #0 J) fiE
267, {H HIF-1a %} PCLJ5 B A MACE F3FA i (5
WATEARE . BRI, ARESO DI 432 2092 PCLIGYT I
Sk STEMIE A X4, IRITILHE HIF-1o 5
T I S BE N MACE 9 X % .

1 M&E5F*

1.1 R4

PEFE 2018 4F 7 H & 2020 4F 7 H MHRITEA BedZ
212 PCLIRYT I 160 1] 201 STEMI & 1E K STEMI
2l , Hodp B Pk 08 il | P 62 i, AE I 1 (57.62+
10.29) % o 5 M RT A ARG 0 B = SRS 1 R xof e
L1061, B 67 6] Aot 43 4], #4734 (55.49+
11.23) %, PIAE—RBOR LS, 27 gt i24
M(P>0.05) . I BERBIIEI R, KL
BE B3 ZE 0 2 R A

AN FRUE : DFF4 2P STEMI Y2 Wikr ™ ;
QLM IE 12 h W32 212 PCL; B) A B i 83 UL v
AR @I IR BT RE 52 38 5 HEBR AR 1 : OQBEAE A0 HL
BEZE A5 5L i il 450 5 s @& I s L A
B e M O L O R RS 5 B3t At FH ik
PR AEIF

Acute ST segment elevation myocardial infarction; Major adverse cardiovascular

1.2 IfiL ¥ HIF-1o &5 G

A Bt HUSTEMI 4119 41 J& # ik i, 3~5 mL, {4
o Bsf SROGT 2 1 1 i # K UL 3~5 mL, B350 3 5 0
15 o >R Tt I 992 W Pk i) & (i R 24 W) )
6 I HIF- Lo 1 75 o, 4% BRG] &0 100 I 45 iE A7 458
1 o AR B AN 25 S T35 HIF-1o 75 i A9 A2 88, B
STEMI 8 # 43 4 HIF-1a= P S < P i 3is &
1.3 1% S MACE 1914

A [8) STEMI 20 i) J3 5k, B0 8 i FLIR
i & B (1actate dehydrogenase , LDH) | B ik LR 34
[] T i ( creatine kinase isoenzyme , CK-MB) . :(»
JILWLES & 1 1(Cardiac troponin I, ¢Tnl) | 220> % 5
1M.53 %% (Left ventricular ejection fraction, LVEF) . &
5 & PCI B [A] | Gensini PF 43 . Grace ¥ 43 . B N
MACE &1 . LDH.CK-MB cTnl 3R fifb2%
ROCAHT N, LVEF SR F U IR €8, 22 35 48 7 1A 7
il , Gensini ¥ 73 2 B 2ME ST Bodty i B0 LAE
FEIZ Wi FIGRYT 4 FE ) AR PCT AR Hh et Jik 1 52 14 Ol
7S R EE s A8 A7 AT 1AL |, Grace 11532 IR
(ETE ST Bt B0 WU ZE 2 W NG 7 e e ) AR
PEARWS 02 U | i LT Killip 432K & I B2 0
O RS O LR ST BEU E4 7174l , MACE {3
R Ak I RO NUBESE B &
M ERRE
1.4 GEibeEirik

K I SPSS 22.0 B AR HE AT X Hs o0 A, 148 B
BEUA (x£5) o (PG H] LR H e K 39, 314K
TR n (%) = KR 7 K% s MACE 11 52 Wi
K % % H £ ] & logistic [71 943 #1 , MACE 1 il
I Z R ROC 7 Hr o P<0.05 24 22 57 A 4t
NES-9'S
2 #R
2.1 PR4LINE HIF-1o 2 5 H AR

L5 %6F HE 41 i 7 HIF- 1o 75 1 (36.69£10.47) H

i, STEMI £ 3% 9 I35 HIF-1a & 2 (45.61+17.34)
B AN, 22 58 Gt L (1=4.823, P<0.05) ,
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2.2 STEMI 4 HIF-la=H (i 5 5 < i SR &
P31 B2 e A MACE 11 LA

5 STEMI £H H HIF-1a = {0 50 % i,
HIF-Ta<t i 43 (1) LDH .CK-MB ,cTnl Gensini
PF43 Grace P43 (5¢ ) MACE & A % W] i 84 i, 22
BA G 2E 7 L (P<0.05) , LVEF H i [ A%, 22 57
A gt 3 X (P<0.05) , %% 2 PCI IR [A] 6 5C
TGe it L (P>0.05), WK1,
&1 STEMIAH HIF-le=H i 5<h B BERER

BT M MACE BJELEE [n( %), (x=s) ]
Table 1 Comparison of disease condition and in-hospital
MACE between patients with HIF-1 o = median and
< median in STEMI Group [n(%), (x+s) ]

HIF-1a HIF-1a
b =i <hfi%  uyfd PlE
(n=80) (n=80)
LDH(U/L) 441.39+87.93 592.74+102.38 10.031 0.000
CK-MB (U/L) 31.38£8.58  26.57+7.71  3.730 0.001
¢TnI(ng/mL) 2.21+0.65 1.570.34  7.804 0.000
LVEF(%) 52.3849.93  47.82+7.72  3.243 0.001
KI§ZE PCLAf[E[(h)  6.59+1.12 6.74x1.27  0.792 0.430
Gensini ¥F43(43)  54.584£9.20  68.71x10.34  9.092 0.000
Grace P53 (4))  132.64+22.57 147.25+24.51 3.922 0.000
B N MACE 3(3.75) 22(27.50)  17.114 0.000

2.3 STEMI 4 i '} MACE 5% X 2 1 logistic [7]
IH 53 #r

D275 &t e N MACE & [H 75 &, L LDH .
CK-MB . ¢Tnl . LVEF ., & % £ PCI i [f] | Gensini
P43 . Grace 1743 \HIF-1a i [ 28 &, 7 2 W&
logistic [7] 543 #1 A] %1 : LVEF , Grace -4} \HIF-1a
JEBE N MACE (52 R 3 (P<0.05) . L3 2,

£ 2 STEMI 4R A MACE &0 & 2= /Y logistic [|B1)3 247

Table 2 Logistic regression analysis of the factors
influencing MACE in STEMI group

e BH  ORMH  95%CI Wald ¢ P18
LDH 0.374  1.083 0.893~1.755  0.744  0.352
CK-MB 0225 1.067 0923~1.448 1225 0213
cTnl 0267 1.046 0911~1.836  0.584 0.417
LVEF -0.523 0.892 0.668~0.947 6474 0.006
KIREPCIHE] 0309 1101 0.932~2.115  1.385 0.185
Gensini ¥4 0.384 1.185 0.894~1.993  0.937 0.262
Grace P43 0.575 1.225 1.083~2.712  5.117 0.020
HIF-1a -0.612 0.873 0.616~0.947  6.118 0.010

2.4 HIF-1a #ijl ¢ P MACE (%) ROC [l £ 434t
HIF- 1o T 5% ) MACE fi ROC i1 8 F 1i FH

H 0844, XV 1Y 95%CI R 0.758~0.930, AR $i 24 %

8 B AL € HIF-1a B 5 N MACE ) 8 Wt

B4 55.21 ng/mL, iZ Wi 6 H T 1000 19 R 505 R
72.00% FF 551 R 86.67% . W 1.

100
80

60

40

20

0 20 40 60 8 100
FESEIE (%)
1 HIF-lo T M MACE B ROC B £k
Figure 1 ROC curve of HIF-1 « in predicting MACE in

hospital

3 iTig

O FL 20 L gl i ke 440 5 2 2k STEMIT F2 2211
kg LA S A S o R SR R R 0% 3 e TR AR
AL R T8 O U R AR IR | R B RE S
IS BT AR R R G s AR R R
HIF- 1o A2 % R AR o U A 2 S PR, 2R L
20 i . A e i Bt BB Ao e v B SR R 2 T
T A2 I BT A B A AT PR B A ke 1 AR 4
YER, &ML TE STEMI & ki f2 v A B0 210 &
B Z—. EAIGRIFZE Shses " KA
SEESHUESE, STEMI & i ik A8 K B JUL R 1 45 497
iF A O LA A Sk S0 A R b HIF- 1o 363K 3
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FHH STEMI & 95 J5 HIE- Low AH TSR 1) 8 o 15 o
i, ] BEJF PR A A Y HIF-1a #2758 HIF-1a X,
PEVERS A S |, B 55 HIF- Lo %t 1L JUL A4 45 37 4R
FH D10 3 o UL AT R 8 B et ki 228 A B

£12 PCLJE HRAYT 21k STEMI A s F B,
38 6 JDk )RR U0 AE S A3 SR 3 2 7E PCLE kA=
Bt N MACE 3 B3 T 01 05 o ARSI oE 4fGE
STEMI i #% PCI Jii 5 N MACE 1) % 42 R 25 10% ~
30%"  ARBFFEAN ALY 160 4 20k STEMI (3% rh it
25 i e A= B N MACE & R 15.63% , 15 BE A Sk
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W& 8RR AN, &R W98 411075 VEGF .hs-CRP \MMP-9 /K V-7 T X R4, 22 FH Gt
M (P<0.05) ; ACI £ 3 NIHSS 43  # 3E 5w 4k B 42 5 1L 7 VEGF ., hs-CRP , MMP-9 /K ¥ & 1F #] 5% (P<
0.05) ; fil3& VEGF .hs-CRP .MMP-9 127 ACT i i1 2~ HiFR (AUC) 3 > 0.8, BE &2 Wi 1) AUC 2 0.929, K
TAARAR IS, G 1 AR I W U EE Ry 543 301l 82.15% . 92.63% 5 1697 )5 1L VEGF (hs-CRP
MMP-9 T} 35k ACIFiUS A B fE 6 P 2 (P<0.05) . 4518 Il VEGE .hs-CRP .MMP-9 7& ACI 2 i J7
T LA 55 N A, L5 SR U 35 A0 G
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The diagnostic value and clinical significance of serum VEGF, hs-CRP and MMP in acute
cerebral infarction

MA Mingjuan'* , WANG Sujuan’, LIU Xiaomei*

(1. Department of Neurology, First People’s Hospital of Luoyang, Henan Province, Luoyang, Henan, China,
471002; 2. Department of Neurology, Luoyang First People’s Hospital of Henan Province, Luoyang, Henan,
China, 471002)

[ABSTRACT] Objective To explore the clinical value of serum vascular endothelial growth factor
(VEGF) , high-sensitivity C-reactive protein (hs-CRP) and matrix metalloproteinase 9 (MMP-9) in the
diagnosis of acute cerebral infarction (ACI) , and analyze the clinical significance of changes in their levels.
Methods 95 ACI patients in our hospital were selected as the research group, and 95 healthy subjects were
selected as the control group. The levels of serum VEGF, hs-CRP and MMP-9 in the two groups were detected
and compared, and the clinical application value of each indicator was analyzed. Results The levels of serum
VEGF, hs-CRP and MMP-9 in the study group were higher than those in the control group (P<0.05). The
NIHSS score and the diameter of infarct lesions in ACI patients were positively correlated with the serum
VEGF, hs-CRP, and MMP-9 levels (P<0.05). The area under the curve (AUC) of serum VEGF, hs-CRP
and MMP-9 in the diagnosis of ACI were all >0.8. The AUC of the combined diagnosis was 0.929, which was
greater than that of the individual diagnoses. The best sensitivity and specificity of the combined diagnosis were
82.15% and 92.63% , respectively. Elevated serum VEGF, hs-CRP, and MMP-9 after treatment were all risk
factors for poor prognosis of ACI (P<0.05). Conclusion Serum VEGF, hs-CRP, and MMP-9 have high
application value in the diagnosis of ACI and are significantly related to the prognosis of patients.

[KEY WORDS] Acute cerebral infarction; Vascular endothelial growth factor; High-sensitivity

C-reactive protein; Matrix metalloproteinases
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SEMAEZE (Acute cerebral infarction, ACT) Ml
PRERcH WA AR, B 2 R R, HL
kA, PSSRy R ek R T Y G
AT BRI A N AR K (Vascu-
lar epithelial growth factor, VEGF)5 ACI /&4 J5 #rIfiL
ARG B VIAHDC , AT AR AP 2 A L I
gk SIS A R A YT e R
A, ACT Y 3= 2855 KR 2l KR AR AL, 1T 98 0E S
TEBh ks AR A Y e A A Jie , 99 IR - A B C I
v % [ (high-sensitivity C-reactive protein, hs-CRP)
ST AN i3 o b, RAE S AT 375
55 4 & 5 H B4 -9 (Matrix metalloproteinase -9,
MMP-9) (R ZRIAIE TN, DT AR 2 Fiki 10 A8 D58 2 1 o3
971550 1| EW A 2T 1 T | S b4 =2 v S L)
ACTIVEF i JobFoE il , 2 T I, A58 251 4R 58
1f.% VEGF .hs-CRP . MMP-9 iZ it ACT Il AN i,
IO AT HACF AR I AR R S i .

1 BREFE

11—k

PEHL 2019 4E 10 J] & 2020 4 10 H 4 Bt 95 14l
ACI B EAE A, Horh 55 55491, 2 40 ], P 34945
1% (56.67+5.54) % ; 1A i i 45 %4 (Body mass index ,
BMI) - ¥ (23.87+2.19) kg/m*, 40 A b5 ifi : 5 &
[7) 169 05 f51) et B 44 A 25 A Sy % BR 2, v 55 60 191
4 35 ], SF 2 4E % (54.83+7.41) % ; BMI - 1
(23.40+2.14) kg/m*, X o G 41 1 51 L 4R % BMIL,
Z R TG FE L (P>0.05)

PAFriE : D4 FIRKGLEFIEH s @JCIHEA
B s TCHK I A s s @ANIRAIESY, 48 TR
B HEBRARE : O MR B Qe R
PR R s B B RGP A s DI R Ge8
R QM E AT B RS O A B R ;@2
YIMHE R . ARSI 2R R e fC B B3 2
1.2 Fik

SEHEEHEFRAG I SR AEMF I A BRI GATFRT)
FNAYT a6 B ARG B AR ik i 5 mL, DL 3 500
r/min #5338 cm A8 B DAL HE 5 min, 4 L , R
JHBERERR B2 W FFF2:00 % 1l ¥ VEGF \hs-CRP .\ MMP-9
AR R B H A i SR A R AR

I 1 VEAG 7 1 - AL FE PR P10 B L A AT
Kb LA, PP 05 R B AR A 25 [ [ 57 LA AR A B
5 i B % (National Institute of Health stroke scale,

NIHSS) Al 43 R 42 B rh B HE . 2 Adama
S RIBRAER ACT 835 43 R KA BE (B FE 1. 42>3.00
cm, 2% 2 AW iR AL ) L/ NVESE (BEAE ELAR 1.50~
3.00 cm) JEBRPERESE (FEAE B A% <1.50 cm) ™',

W FE 4 B8 B A BEJG 345 T i i /N 2B 4 T
A HCEIGIE IR 28 IR R KA 4R K
fiff JoT P S X RENR T IR9T R LA A et s 1
i, ok A% B 3 B 1S & 5% (Glasgow outcome
scale, GOS) " BFAG s , 243 1~5 43, =4 43 R il
RUIfF, <3 AFEAR,
1.3 LG bR

(D # £H IfiL 7 VEGF . hs-CRP . MMP-9 7K - ,
QT LA [ i 2 0 45 B A B0 5 Kk ELAR IR Y
B Ifil 7% VEGF . hs-CRP ,MMP-9 /K -, 343 M1 iR 7
Hij .75 VEGF .hs-CRP .MMP-9 5 ACI f # NIHSS
PRy AN Lt ELAR AR G . B BriG 7 Hi i
% VEGF .hs-CRP .MMP-9 £ it ACI (4 {8 . @HF
GEHN A T H I R BERE, 43 AT ACT i Ji5 1 5%
e DA 2R I R B8R 35 1 1) L A % BMILL I LIk
W AR B B A AR IRYT I IR R
.74 VEGF . hs-CRP .MMP-9 /K-,
1.4 Hateeiiik

B b FE R ] SPSS 22.0 #1F ,  B % R
n (%) R ks, tHETRILL (x+s) filiiR,
Z 21 ] L3R FH B DR 3R 5 22 40, PR T LE 3R
HBSEAEAS ¢ Kz 5, AH S& M 43 B ok H Pearson AH 3¢
REER 58 3 Logistic #1722 N BIH 4047, 2
W R BE 20 B R F 2380 & TAEHRAE (ROC ) R £, 3k
W 26 R T AR (AUC) (AR W 28 i) i 6 1l
FRLL#K ] DeLong £ 5 , B 4512 Wi 55 i Logistic
ZILEAELA IR W2 W HE R logit (p) , B LA Ny
AT RIS, DL P<0.05 N 2Z S A it X,

2 R
2.1 W41 VEGF .hs-CRP . MMP-9 K- L3R
55 %F BE 20 s, WF 5T 4H 1f 7 VEGF . hs-CRP,

MMP-9 7K-F- B 0] f T, 22 55 it 27 i L (P<
0.05), WHE1,
2.2 WFRAAF i 0 1 B R ARk ELAR i
TH AR KT g

WFFE LA [R) B 22 350400 B2 3 A A0 05kt LA I
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£1 MWAME VEGF hs-CRPMMP-9 7K EELE (x+5)
Table 1 Comparison of serum VEGF, hs-CRP and MMP-9

levels between 2 groups (x+s)

4% n  VEGF(pg/mL) hs-CRP(mg/L.) MMP-9(pg/mL)
WiFE4H 95  195.84+89.37 0.28+2.59 996.35+248.75
YR 95 90.63+35.41 5.06+1.78 615.86+189.17

il 10.668 13.088 11.867

Pl <0.001 <0.001 <0.001

F2 MIRAFTRHEHRGEE BERMEEENEETE
FRIKELRE (v+s)

Table 2 Comparison of serum levels of various indicators of
different nerve injury degrees and infarct lesion diameters in

the study group (x+s)

VEGF hs-CRP MMP-9
Gl A " (pg/mL) (mg/L) (pg/mL)
R 44 152.37+78.59 7.81+1.75 874.92+215.68
Mz TE 30 1924628505 9.2242.21 990.54x228.30
E L] Giyiy 21 242.69+92.61 10.81+2.40 1123.59+248.71
i F14 8.420 15.620 8.762
P{H <0.001 <0.001 <0.001
JEBRTEREAE 26 150.68+£75.91 7.84+1.71 879.60+217.45
. /MEBE 46 196.5383.26 9.25%2.01 992.31+231.08
E%EE KHIFE 23 240.31290.12 10.7522.36 1117.14+246.26
FAE 7.131 12.601 6.440
P1E 0.001 <0.001 0.002

2.3 M5 A48 FR 5 ACI 3 NIHSS P13 AEFEHG
SRERENINYE P e
Pearson fH G531 7, I3 VEGF .hs-CRP .
MMP-9 /K- 55 ACI i # NIHSS 7143 AEAEH kL B
R IEMR(P<0.05), WK 3,
®3 MBESIERS ACIEE NIHSS #45 MEIRFILEE
XS
Table 3 Correlation analysis of serum indexes with NIHSS

score and diameter of infarct lesion in ACI patients

sk NIHSS P4 HESEpT AL AR

r{l PE r {8 PH
VEGF (pg/mL) 0.663  <0.001  0.628  <0.001
hs-CRP (mg/L) 0.783 <0.001 0.754 <0.001
MMP-9(pg/mL) 0.675  <0.001 0.591 <0.001

2.4 [MIEHKFEFRZH ACT B E
22+ 113 VEGF . hs-CRP . MMP-9 12 i ACI [
ROC i1k, 45 3 Won , £ 482 Wiy AUC Y7 0.8

PIL b, UHEA RS I2WAg AUC K, N
0.929, W4 F1,

100
80

60

UL (%)

a0H:
d 7 hs-CRP
— MMP-9
- VEGF
— ﬂ% y/}
.

20 ,

1 L L . .
0 2 40 60 80 100
BRI (%)

B 1 M VEGF.hs-CRP.MMP-9 2§ ACI # ROC
Figure 1 ROC of ACI diagnosed by serum VEGF, hs-CRP,
MMP-9

2.5 WS AIAS A Fs £ 35 I PR 9 e
WA BFZ AT G 1A H TS B4 75 61, 5 A
K206, FiE RAFRE AR 2GR AT
i kb AR IR YT T ANG YT S LG VEGF . hs - CRP,
MMP-9 7K FHHETF RS A R (P<0.05) . W3& 5.

x5 MRATERTEBERERZBLLE (%) ,(xxs) ]
Table 5 Comparison of clinical data of patients with

different prognosis in the study group [1n(%) , (x+s) ]

PSR 42/33 13/7 0.525 0.469
IR (R ) 53.71+4.69 59.62+5.84  4.747 <0.001
BMI (kg/m®) 23.41£2.15 24.33£2.37  1.664 0.099
W R 2/ 45) 26/49 9/11 0.725 0.395
PRI (J/15) 21/54 8/12 1.072  0.301
JRIT I

VEGF(pg/mL) 167.53%85.76  224.15%98.92 2.539 0.013

hs-CRP(mg/L) 8.46+2.04 10.10+2.61  3.005 0.003

MMP-9(pg/mL) 891.38+220.76 1101.32+266.05 3.616 0.001

iR IgE]

VEGF(pg/mL) 124.54+21.83  159.84%36.79  5.478 <0.001
hs-CRP(mg/L)  6.59£1.17 826142 5416 <0.001
MMP-9(pg/mL) 683.51+122.69 816.74x185.39 3.841 <0.001
PR
R 44(58.67) 0(0.00)
s 20(26.67) 11(14.67)  4.451 <0.001
il 10(50.00) 10(50.00)
FEAESG AL B AR
Jes B A A 26(34.67) 0(0.00) 3.758 <0.001
AN A 37(49.33) 9(45.00)
KAEFE 12(16.00) 11(55.00)

%4 I VEGF.hs-CRP.MMP-9 12 i ACI I E S #7
Table 4 Analysis of the value of serum VEGF, hs-CRP and MMP-9 in the diagnosis of ACI

Ei=gan AUC 95%CI Z 14 NI R (%) B (%) P{A
VEGF 0.849 0.791~0.897 12.243 >132.17 pg/mL 74.75 87.36 <0.001
hs-CRP 0.823 0.762~0.875 10.359 >7.39 mg/L 73.68 85.26 <0.001
MMP-9 0.804 0.740~0.858 9.684 >766.82 pg/mL 78.95 70.53 <0.001
KA 0.929 0.883~0.961 24.628 - 82.15 92.63 <0.001
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2.6 ACI T 52 m R &

[FH M2 A R 1RY7 A 1E VEGFE \hs-CRP
MMP-9 ¥4 ACI Hil J5 B9 52 i Kl & (P<0.05) , UL
#6,

Ro ACIHEHIZME RS
Table 6  Analysis of factors affecting the prognosis of ACI

sty BE SEfH Wald ¥{8 OR{E  95%CI P

VEGF 1.557 0.581 7.186 4.747 2.563~8.791 <0.001
hs-zCRP 1.404 0.542 6.710 4.071 2.074~7.992  0.004
MMP-9 1.249 0.524 5.681 3.487 1.589~7.651 0.015

U ¢ 397 5 ML VEGF (hs-CRP MMP-9 /K- LLE 52 241 2 i 09
G <M 1, =R 2.

3 itig

ACI R 3% 5 23 ik 4 11 1 69.6%~70.8% , &
BLRIR RO BN AR B TR E N 121
R IR, ACT 1 B A R B A7 IR R AL . ACT Y
RIRHLTI RN 2%, 95 S sh ks R RE Ak | 5 AE L 1
FZ2Jrm, ZMARE TS 55mNE LR, it
ISR, EMZH 2R VEGF J2 A5 A2 5 A 24540 A0
P28 e A (1 FE BT BT, TE B A 2R A A
VEGF R[S0 5 Bl IR i85 T B b 28 R A 46
gt B IR . AR, ACT A I i
VEGF /K- B I i T e ARE, 5 B A DCA 58 45
R—3, #k—HES VEGF 5 ACI I R B K, %
HIN, VEGF R M43 A R 1, TR R
JE S PR BT AR A R, ACT R AR S 2l 24k F
S I BREACIRAS B LRI i 41 2K B i VEGF,
HKSE T e R A 2 Bl i i 4 20 L A A, 2 s 40
P L2 0 I3 FE TR KT, Y i 2E 2 4 7 i,
AR S 05 pih 2 TE AR A& S A, LR B
S5 % N E, X VEGF A= B A fil 38 1 1 38 5, 53
VEGF KT, AT Hr i VEGE 45 ACT#if
ZPTFERE ML AR R IEA R

hs-CRP Il R A AE S s iz ), J2 HLAA
Y& E ] 8 s HE IE 7= AR G — F 2Pk B A N 2R
e ABFSE R, ACT 3 1L hs-CRP &b T 1
i AR A, #2878 hs-CRP £ 5 ACI 19 & i #L
ffill o hs-CRP 5 ACI % JCH A 3= BRI T JAE 1
&I hs-CRP 1 38 i 28 B AR S0 #MA R 52,
o | RS I P 40 , AR o 2 koS R R AL T 1, T AR
A B 1) G B DR 2R . 28 AR YRGB R 1 ZE SR M
FHAER K KB, hs-CRP 1] 1E Rl <7 3EA4 48
Fro ARBFFEEEH A, L7 hs-CRP /KBl % ACI

PR RS AR LT AR INE W, S5 ACT
8 NIHSS W45 AR Lt AR A 75 25 VI AR OCHE
= S 5 ACI A KR, Ak, RIE
AT 5 5 MMP-9 72 A ARHIF5E H ACT AR 1L T
MMP-9 K VB B TH i, B 5 B g i g A
FE At AR S IEAH G I I J5 , MMP-9 7£ 95 AL
Je L a0 A PN B 4 e RS R S S R, 32 e ki
A B, A RT H SE RN R B IR T AR
BT, HK ST a2 1 A 4 e X R 4R, T fE B
P JRAE 2 (AT AR AR RV, e pf e i i

AMHFE LR, M7 VEGF .hs-CRP MMP-9 7 ACT
W EAT —E Ml , AR A2 AUC
ik 0.929, A1 ACI 9 FHHIS WAL ER SR 7% .
VEGF .hs-CRP . MMP-9 7£ ACI %&£ H AR FHHLHT A
], VEGF 1] S LN 57 BRI I A958R S A48 RAE S
1H L, hs-CRP F2E S M AAEHHFERE , 1T MMP-9 A [
I 1L PN 20 B B ST SR AR I L, 3 PR
BRI A AT B4 1A R WU AR 1 O, T R ACT I e
U AT B . A IT 45 R B /R IR YT 5 AR 1 35
VEGF  hs-CRP . MMP-9 7KV Bl FH K ACIFa %
A7 ) FETR ACT Fil T A — i

Zx LAl 0, ACT M # Il 3 VEGF, hs- CRP,
MMP-9 7K F- B & 7+ & , % P8 05 kA 7E ACLiZ K1 7
T ELA e A B, S B WU A G, B
T ACT T 5 19 98 76 8 b , (F EL A4 35000 A {8 1 A
B, X LR AT B R 2 Ak, 5 22 T AR i ik
—HIRAIRTT

RSN
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The value of p16 and Ki-67 detection in the diagnosis of cervical intraepithelial neoplasia
and cervical cancer screening

CHEN Wei'*, ZHOU Ning®, LIAO Qian', PENG Junchen'

(1. Department of Gynecology , Sichuan Mianyang 404 hospital , Mianyang , Sichuan, China, 621000 ;

2. Department of Pathology, Sichuan Mianyang 404 hospital, Mianyang, Sichuan, China, 621000)

[ABSTRACT] Objective To analyze the application value of suppressor gene protein (pl6) and
proliferating cell nuclear protein (Ki - 67) immunohistochemical detection in the diagnosis of cervical
intraepithelial neoplasia (CIN) and the screening of cervical cancer. Methods Immunohistochemical SP
method was used to detect the expression levels of p16 and Ki-67 in 54 cases with CIN, 13 cases with cervical
cancer, and 14 cases with normal cervical mucosal epithelium. The pl6 and Ki- 67 immunohistochemical
results in patients with CIN, cervical cancer, and normal cervical mucosal epithelium were compared. The
sensitivity , specificity, and accuracy of pl6, Ki-67 and the combined detection of the two in the differential
diagnosis of CIN, cervical cancer, and normal cervical mucosal epithelium were analyzed. Results In
normal cervical mucosal epithelium, the positive expression rates of pl6 and Ki-67 were 7.14% and 28.57% ,
respectively,, which were significantly lower than that of CIN and cervical cancer, the difference is statistically
significant (P<0.05). In CIN, the positive expression rates of p16 and Ki-67 increased with the increasing of
CIN grade. The positive expression rate of pl16 in CIN at grade I was significantly lower than that in CIN at
grade Il , CIN at grade Il and cervical cancer, the difference is statistically significant (P<0.05). There is no

significant difference in the sensitivity between p16 and Ki-67 in the differential diagnosis of CIN and cervical
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cancer (P>0.05). The sensitivity of pl16+Ki-67 was higher than that of pl6 and Ki-67 alone, the difference is

statistically significant (P<0.05). There is no significant difference in specificity data between the three

detections (P>0.05). Conclusion The positive expression rate of pl6 and Ki-67 increases with the severity

of cervical lesions. The combined detection of the two can effectively distinguish different grades of CIN and

cervical cancer, and can be used as a sensitive marker for the progression of cervical precancerous lesions.

[KEY WORDS]

intraepithelial neoplasia
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£1 CIN.EME.EESHEELFE S pl6.Ki-67 RiXER [n(%) ]

Table 1 expression of pl6.Ki-67 in CIN, cervical cancer and normal cervical epithelium [1(%) ]

plo Fik i BRI

HUER n FILH(%)

- + ++ +++

Z{H PfE

Ki-67 k50 B

Sk Z{5 P

- + ++ +++

%Eiglﬁiﬂ(%.%) 1(7.14) 0(0.00) 0(0.00)
CIN I % 2113(61.90) 5(23.81) 3(14.29) 0(0.00)  8(38.10)
CINII 2% 18 3(16.67) 8(44.44) 4(22.22) 3(16.67) 15(83.33)
CINIIZZ 15 1(6.67) 6(40.00) 5(33.33) 3(20.00) 14(93.33)
EHUE 13 000.00) 6(46.15) 5(38.46) 2(15.38) 13(100.00)

1(7.14)  —-2.0690.03910(71.43) 3(21.43) 1(7.14) 0(0.00) 4(28.57)

3(14.29) 9(42.86) 7(33.33) 2(9.52) 18(85.71) —3.3420.001
1(5.56) 9(50.00) 6(33.33)2(11.11) 17(94.44)
0(0.00) 7(46.67)5(33.33) 3(20.00) 15(100.00)
0(0.00) 4(30.77) 6(46.15) 3(23.08) 13(100.00)

GiitFE X (4=6.500.4.887, P=0.011.0.027) , —
PRSI T s ) R S M E B b R R TG 1T X
(P>0.05), W2,

2 pl6.Ki-67 iMEZISHT CIN. B HEMNME (%) ]
Table 2 the value of pl6, Ki-67 in differential diagnosis of

CIN and cervical cancer [n(%) ]
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(n=13) (n=54)
pl6 6(46.15)  52(96.30) 46.15 96.30
Ki-67 7(53.85)  48(88.89) 53.85 83.89
pl6+Ki-67  12(92.31)  49(90.74) 92.31 90.84
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Figure 1 ROC curve of 3 detection methods
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e 22 R G E L(P<0.05) o BlVS 2 4R45 5 IR - 00 (i B 59 B FET 51 1), 4735 39 B, £E1G
R 43.33% . LA ST L] FIGO /- (AU AR B R L A5 18 100 & Nuprl \HE4 F11 AFP fH: 3%
KA A ST FE L (P<0.05) o FF7ERELEEF2  Nupr] (HE4 Fl AFP [ m%un b 595 KA LS AR A
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Relationship between the expressions of Nuprl, HE4 and AFP and the pathological
parameters, prognosis and survival of ovarian cancer

CHEN Yanping, CHEN Jing, HONG Liling, CHEN Hui*

(Department of Obstetrics and Gynecology, No0.909 Hospital of PLA Joint Logistics Support Force,
Zhangzhou, Fujian, China, 363000)

[ABSTRACT] Objective To analyze the relationships between the expressions of nuclear protein 1
(Nuprl) , human epidiymis protein 4 (HE4) and alpha fetoprotein (AFP) , pathological parameters and
prognosis survival of patients with ovarian cancer. Methods The clinical data of 90 patients with ovarian
cancer and 80 patients with benign ovarian lesions admitted to this hospital from January 2015 to December
2018 were analyzed and selected as the ovarian cancer group and the benign lesion group, respectively. The
expressions of Nuprl, HE4 and AFP were compared between 2 groups. The clinicopathological features and
prognosis survival of all patients with ovarian cancer were recorded, and the logistic regression model was used
to analyze the independent risk factors affecting the prognosis survival of patients with ovarian cancer. Results
The positive expression rates of Nuprl, HE4 and AFP in the ovarian cancer group were all significantly higher
than those in the benign lesion group, and the differences were statistically significant (P<0.05). The positive
expression rates of Nuprl, HE4 and AFP in patients who were at Il + IV in FIGO staging with lower
differentiation were higher than those in patients who were at [ + Il in FIGO staging with moderate to higher
differentiation, and the differences were statistically significant (P<0.05). The follow-up results showed that in
the 90 patients with ovarian cancer, 51 died and 39 survived, the survival rate was 43.33% . There were
statistically significant differences between the survival group and the death group in FIGO stage, degree of

tissue differentiation, lymphatic metastasis, and the positive expression of Nuprl, HE4 and AFP (P<0.05).
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The presence of lymphatic metastasis and positive Nuprl, HE4 and AFP are independent risk factors affecting

the prognosis survival of patients with ovarian cancer (P<0.05). Conclusion Nuprl, HE4 and AFP are highly

expressed in patients with ovarian cancer. The abnormal expressions of the three is closely related to the clinical

pathological features and prognosis and survival of patients, and can be used as effective indicators for

predicting the prognosis survival of patients.
[KEY WORDS] Nuprl; HE4; AFP; Ovarian cancer
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Table 1 Comparison of general data between 2 groups (x+s)
a5 ORI w0
IIHEA 90 54.1624.25 22.10+£2.54 2.25+1.03 1.57+0.49
RMERAS 4] 80 54.30+4.33 22.16+2.55 2.28+1.01 1.59+0.41

il - 0.212 0.153 0.191 0.287
P{H - 0.832 0.878 0.849 0.775

1.2 K ik
1.2.1  Nuprl & H A&
Nuprl & IR &0 A Jb st a2 B R

OS] RS S AR S U B T, Nuprl 2
7 FL MR g o MR A 3 R URL R
Volm BFAHE 1T H R , FEGL 03 5 g IX., i
IS5 AR BRI (x400) - 32 PR AR 43R (A {ED)
Va1 53,2 45, 3 41 s Fe e s B (B {E) P90 A 1
R 057 AR 147 AR AN 257 AR AR 3
O o LR Y0 B AN M IS e e BRI 25 S B
PE(=) 045, 55 R (+) : 1~2 43, R BB (++) 1 3~4
43RBT (+44) : 5~6 535 IR T4 10 R BN B 1)
IR, AR 0 R EFE R R B
1.2.2 HE4 F; AFP il

K FH AR 2 &G TR R, ) %% 3% $F Elec-
sys2010 &[G [ gl s Ak &0 i A, i85 & A
T S W A B A F] T e R A
TTHAE . 3E HE4 BHPEFRHE#>140 pmol/mL , AFP
FHYEARIE A>55 UL
1.3 BlEVITTE

JIT A B g 1) BB R A Bk T2 E A, )
B R FH LG 7 SRl ULEE . BE TR E] R 2 4 Bl
Vit TAET- 53 2020 412 H 31 H .
1.4 Gilsmhr

K H SPSS 18.0 # {47 Ge 1434 , 11 Bk
Ph(x )RR, R e 550 5 THECROR A n (%) R
KR 2 K5, 520w B L5 A5 TS AR AE I A DG A
F R AR R 5 £ M £ [F & Logistic [7] )9 45 7Y
38T, Lh P<0.05 N 2ZE A G TR

2 #HR

2.1 P4 Nuprl HE4 }z AFP ik L

B EEAZH Nupr]l \HE4 J2 AFP SRR R4 81
R, 2250 51 2E 8 X (P<0.05), W32,
2.2 AS[H]Ilfs PR g B4R AE S84 %5 Nuprl \HE4 & AFP
FIKEN

FIGO 43 ] : M+IV 11 . o0 {72 B - K 0 b 3
Nuprl \HE4 & AFP BHE: 235 %5 & T FIGO 40«
[+ AR hs s ik 2 A gt ae
X (P<0.05), WF3.
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2 248 Nuprl HEA K AFP Rikbb % [n(%) |
Table 2 Comparison of expression of nuprl, HE4 and AFP in two groups [1n(%) ]
Nuprl HE4 AFP
21531 n
FH M [ M FH P [ 4 [
G SR 2 90 76(84.44.) 14(15.56) 7(83.33) 15(16.67) 70(77.78) 20(22.22)
R PRI AR 4 80 11(13.75) 69(86.25) 7(8.75) 73(91.25) 16(20.00) 64.(80.00)
P! - 84.714 103.574 56.562
PAH - <0.001 <0.001 <0.001
x3  AE KB EFFEEE Nuprl \HE4 B AFP Rix1ER [n(%) ]
Table 3 expression of nuprl, HE4 and AFP in patients with different clinicopathological characteristics [7(% ) ]
P, Nuprl HE4 AFP
I PRAFEAIE _ B Mt A PIE B S5 Vet (= N < |~ N P it L PIE
(n=90)
(n=76)  (n=14) (n=75)  (n=15) (n=70)  (n=20)
<65 56 47(61.84) 9(64.59) 47(62.67) 9(60.00) 44(62.86) 12(60.00)
FR(E) >65 34 29(38.16) 5(35.71) 0030 0.862 28(37.33) 6(40.00) 0.038 0816 26(37.14) 8(40.00) 0054 0.816
I+1I 40 38(50.00) 2(14.29) 38(50.67) 2(13.33) 36(51.43) 4(20.00)
A B <
FIGO 544 m+v 50  38(50.00) 12(85.71) 0-107 0.013 37(49.33) 13(86.67) 0627 0'01034(48.57) 16(80.00) 0223 0.013
[ 44 31(40.79) 13(92.86) 31(41.33) 13(86.67) 26(37.14) 18(90.00)
/ =) 1=
SRR i1k 46 45(59.21) 1(7.14) 12.827<0.001 44(58.67) 2(13.33) 10281 0.001 44(62.86) 2(10.00) 17395 <0.001
R LI 30 25(32.89) 5(35.71) 26(34.67) 4(26.67) 25(35.71) 5(25.00)
. RGP 98 25 22(28.95) 3(21.43) 20(26.67) 5(33.33) 19(27.14) 6(30.00)
g B Y X . .583 0. .05 .
TR HHAMEE 21 18(23.68) 3(21.43) 0062 0.852 17(22.67) 4(26.67) 0583 0.900 16(22.86) 5(25.00) 0939 0.816
TEWNBEMNE 14 11(14.47) 3(21.43) 12(16.00) 2(13.33) 10(14.29) 4(20.00)
gﬂ%ﬁ{{ G1~G2 55 47(61.84) 8(57.14) 0110 0.740 47(62.67) 8(53.33) 0458 0.498 43(61.43) 12(60.00) 0,013 0.908
iy G3 35 29(38.16) 6(42.86) 28(37.33) 7(46.67) 27(38.57) 8(40.00)
2.3 96 il BP HLIE B TS A AR L R4 BMPLBBRERMSEFLEZNN (2(%)]
EFEYT 2 45T, 90 (1] P B9 5B 8T 51 Table 4 single factor analysis on prognosis of patients with

ovarian cancer [n(%) ]

B AAE
(n=90) (n=39)

B, A5 39 1], £796 3k 43.33% .
2.4 SN B SR R TS AT B R s PRAS A

BET

(n=51) ¥M P

22 9E 5511 B H £ Logistic [0 IR0 47, A= 77 ) =0 50 24(6150) 32(6275)
> A K =1 <60 34 15(38.46) 19(37.25) ’
éﬂ%ﬁ?éﬂiﬁﬂﬁ SRHERIE LUK W25 FIGO 5] 1+1 40 28(71.79) 12(23.53)
TG it L (P>0.05) , B4l FIGO 43 1 . 41414) M+V 50  11(2048) 30(76.47) 2-8o1<0001
FEFERE R U % B 4% I M Nuprl . HE4 F11 AFP BH SHCRRIE PR a4 27(6923) 17(3333) | oo 00
ik A HA G222 - oMk 46 12(30.77) 34(66.67) 7
l_ttil%n/\ﬁﬁl+%,§\X(P<o.OS) o JL;%:Z 4, Nuprl B 76 37(94.87) 39(76.71)
2.5 L0 BNEL B TS A A 2 R T BtE 14 2(513) 12(2353) > 0017
22k 4F £ [ & Logistic [0 )8 8347, 7E7E HE: :;21& Ii 328262? izgzgi 3.991 0.046
WRELEE RS Nuprl \HE4 F1 AFP FH 1 b 5% i B & 5 AFP BT 0 26(66.67) 44(8627)
R 0L SR 2R (P<0.05) 0 W42 5, PItE 20 dstasas) 7(15)
W el 53 18(46.16) 35(68.63) 1610 0.032
3 itig o 37  21(53.84) 16(31.37) o
Jig K i 30 12(30.77) 18(35.29) 0204 0.652
1w S e o - . Jc 60 27(69.23) 33(64.71) '
rh ] e B B3 A 5 AR TR o b R SR PR 30 13(33.33) 17(33.33)
U L9 &0 R AR 6.47/10 TT, FET- 2K 2.74/10 K MEE 25 11(28.21) 14(27.45) 0493 0.921

E R 21
EHAREREE 14

8(20.51) 13(25.49)
7(17.95) 7(13.73)

T3 ARRSE H 90 51 5P LR R AL BE T 2 4R 4
B, A A RAN 43.33% , Ana] 472 = B S8 HR B A A7

S 1) 2 0 i PRSI AR o AT A iF R,
TARRAE | 22 4 B 5L 25 G AR F0 15 N I S5 AV 2
O B R ARG R

Nuprl b Bt O I o e a2 NS D VR 7
H, BA SN, v S 5 AR BN G5 E
BRBEARRIKIIGE, - HE A Kb se e £
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Table 5 multivariate analysis of prognostic factors in patients with ovarian cancer

AL E S [EIEES b5 Wald 318 OR {8 95%CI PAH

FIGO 40 (M+IV ] vs T+ 1130]) 0.856 0.747 4.622 2.354 0.544~10.177 0.155
SR (K43 k vs TR b AR ) 0.812 0.709 4.150 2.252 0.561~9.040 0.263
LS (7 vs ) 0.928 0.184 4.141 2.529 1.764~3.628 <0.001
Nuprl (BAE vs B 0.778 0.120 4.289 2.177 1.721~2.754 <0.001
HE4 (B vs FIHE) 0.797 0.241 4.326 2.29 1.384~3.559 <0.001
AFP(FHT: vs FIHE) 1.069 0.153 4.078 2.912 2.158~3.931 <0.001

FbbIEE i & AR R SRR RS R R E AR R
[Fi) I 50 f14) S A9 200 AL, Nupr 1 97 425 441 i 2% 51
AT, Patricia %" BFSE & B, Nuprl 7] LLZEA
FEFLMR IR e e i RN e AR kg AR KRR, L
SRR S UG AN RARDC , X $27R Nuprl
AR SR A2 S2F IR 440 B 1) e A e B A K Y G B AR
Fo AHFFE 25 R4 78 Nuprl 76 50 540 o B {2 v
VERT, AT RESE IR 1A 7 A TR T A

HE4 J& B7 I B, J& —Fh 5 B 52 R0 A=
SEEEAH DGR ER 1, LR 3 AF I A 78 B S e b s
Yy, — SR LY HEA 76 153 B 2Rk
TROTAAR, A s Hh T 5 R e e R A S
DUBRAE A S TR R, 2 BCR TR HE4 BER T b
S S NEIPE , RPN HRIBMRER 75 AFP 2
JVR T 30 E O A A ) — R AR AR R 1, 26 L
375 B 8 DL L OB A o Y O B0 R AR I, AFP 3
PRI 45 e 240 RELVBECT: | 13 9 AP MR B2 e, AR N
TRV 2t 1) = A5 g A= 2 e o AR B B
T 1Y A R BE 8 HLAA — 3 AR OCME . A A
k1, AFP W] A A2 Wt D 398 32 200 R S vk A Ak 4
bro AWFIEEER Logistic [FEBIAL /412 7R Nuprl |
HE4 Il AFP £ P S5 rh i 2255 AT BB 2 5 9 40 0 2
R ZE AR HEBP S

Zi F iR, Nuprl \HE4 K AFP 7 b 0% 4
H R R ERINIRAE, = R RIS B I R HE
FROE S TS A A2 A 3 VI OC R , WA S Tl A8 2 i
J& HE A S o

B3 3k
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CDK8.CXCL13 & REG~ TF 15 W liFiyss 20 2 iy 4
Y ) S

EATEAE mmFC L BRREET

[ ZE] B W BUE KRBTSR 8(CDKS) kKN F 13(CXCL13) MK 5 1 B i
A 1S AR A E G v WAL (REGy) ik 5 15 P (EC) i BRAFE ¢ 2 B HOX FilS A= 71
WIANE . Ak W 90 B EC 85 MG PR GORME o BIFFE 4L, ) 15 BUR] A A e 4k B 446 5 78 A A it
IR4H, 43#7F CDK8.CXCL13 J REGy %355 EC i RIGHAHIE TR AFFM X R, &R W54l CDKS.
CXCL13 J% REGy FHP: ik 22y F X Al , 22 B B A G124 & L (P<0.05) . DK8.CXCL13.REGy [
FH 4422354 73 51 A DK8 .CXCL13 .REGy [ [ 13354 /- AL LI M L2556 88 B IUE I R IR %
Bl R AT g 22 S 38 B Gai 127 38 L (P<0.05) o ARJF X R IEAT 1 AR Rl , 46T 17 611 (18.89% ) . £
JG Logistic [71 )73 M7 4% 5 . 7% , CDK8 ,CXCL13 K REGwy FH 1 ¢ 35 F2 5 i EC 34 TR 48 T2 1 Al 57 fE B
% (P<0.05) ., ROC 454 75 , CDK8 ., CXCL13 K REG-y B35 46 I ith £ F 1 2 (AUC) 43 51 4 0.614
0.754.,0.654, A K2 AUC 2 0.769, B HLAAE I %5 . 4518 CDK8.CXCL13 } REGy 7£ EC 1 fHM: =35
K, e CDK8 . CXCL13 2 REGy £ 5 T EC ZH8138 /4 44k M & e B2 I PR L nl i ad 46 = % 3Rk
15 BT 538 o 17 20 e T R TR

[£43] CDK8; CXCL13; CXCL13; F& P

Aberrant expression and clinical significance of CDK8, CXCL13 and REGY in endometri-
al carcinoma

HASITUYA', CHAI Ligan®, CUI Shandan', XIA Shuqin'*

(1. Department of Obstetrics and Gynecology, Inner Mongolia People’s Hospital, Hohhot, Inner Mongolia,
China, 010017; 2. Department of Pathology, Inner Mongolia People’s Hospital, Hohhot, Inner Mongolia,
China, 010017)

[ABSTRACT] Objective To study the relationship between the expression of cyclin-dependent protein
kinase8 (CDK8), Chemokine CXC ligand13 (CXCL13) and 11S regulator complex gamma subunit (REGvy)
and the pathological characteristics of endometrial cancer (EC) and to study its predictive value for prognostic
survival. Method The clinical data of 90 EC patients were collected as the study group, and 78 patients who
underwent physical examination in our hospital during the same period were selected as the control group. The
relationship between the expression of CDK8, CXCL13 and REGy and EC clinicopathological characteristics,
prognosis survival was analyzed. Result The positive expression rates of CDK8, CXCL13 and REGy in the
study group were higher than those in the control group, the difference is statistically significant (P<0.05). The
differences in the degree of differentiation, lymph node metastasis, pathological type, depth of myometrial inva-
sion, and clinical stage between patients with the positive CDK8, CXCL13 and REG+yand patients with the neg-
ative CDK8, CXCL13 and REGywere statistically significant (P<0.05). The patients were followed up for 1
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year after the operation, and 17 cases (18.89% ) died. Multivariate logistic regression analysis showed that the
low-to-medium tumor differentiation, clinical stage Ill , combined lymph node metastasis, the positive expres-
sion of CDK8, CXCL13 and REGy were independent risk factors affecting the prognosis death of patients with
EC (P<0.05). ROC results showed that the area under curve (AUC) of CDK8, CXCL13, and REGvy alone
were 0.614, 0.754, and 0.654, respectively, and the AUC of combined detection was 0.769, which was signifi-
cantly higher than that of the single detection. Conclusion The positive expression rate of CDK8, CXCL13
and REGvy in EC is high. It is speculated that CDK8, CXCL13 and REGy are involved in the proliferation, dif-

ferentiation, and development of EC tissues. Clinically, the progression and prognosis of patients can be evaluat-

ed by detecting the expression of the three indicators.
[KEY WORDS]

T-B N 9 (Endometrial Carcinoma, EC) N 2L
PEAE A R G = SO 2 — |, AR R A0 R
FERIGA b TR aF X Lok A i fid B 3 B ™ HJak
. SR EC RIS W SR B A O 4 bR
MY HEZE BRI, EC B9 78 &
1S JA I B R P B O (cyclin-dependent
protein kinases, CDKs) 3 ik i %t %5 Y) #H ¢ , CDKs
TEA0 I 5 5 o fb b B AR e+
13 (Chemokine CXC ligand13,CXCL13) /& CXC 2§
AL 7 R — D, TE 2 RO oA Ok
R EEAE . A AR ) 11S
HEHEHE A vy WAL (118 regulator complex gam-
ma subunit, REGwy) W J& —Ff & (v T 40 JL A% N 1) 2
FIBT, SAM A KA E B O R . BT I,
WS 1 KA EC 8% CDK8,CXCL13 J2 REGy
MK, BFET BRI /KA EC Wiy Rk &
(17 =-9"8

1 RS

1.1 — R

TEHUABE 2015 4 6 H 2 2019 4F 6 H 1Y 90 {4
EC BEENIFEAL . ASRUE: OFFETFEN
FEEIEE 12 Wi br o 5 QI IR B8R TC B 2 22K s DA
H I RILZARFNGIT 4G 2458 T R AbyT 4
@ F LTI R IEH , Jo/ ™ EoO B DR R A
OFHE 30~80 % o HEBRARIE : DA HoAh A% i
B QFE 7% s Qi Wl b £ & AR A5 24
Y13 s DAFTE NI DI RERR A5G 3 o P II4E 1 (48.56+
6.77) % s AL 24 (3.79+2.58 ) 4F 5 i R 4339 . T 38
50 41, 113 19 4, T3 21 ] ; A3 9k [ 45 5 7 3% 22
B s AL R « 404k 65 i, TP A1 25 B, sk
[Fi) B 2 A2 ft R AR Ay 1) S S 78 I A X R,
P4 IS (47.89+5.46) %, AL — M0k} Hu g 22 5+ 0

CDK8; CXCL13; CXCL13; Endometrial cancer

Giit2AE X (P>0.05) . AW 4 BE RS HLZE i
SR AT, A A2 B B RS R
12 ik
1.2 5

Pt A\ CDK8.CXCL13 M REGy 5. 73 [ i {4
Wy AL A2 W A ) TR A BN & 5 SP A ig 4
AUk 2= 25 TAEWGRR & . DAB W57 [ b
A YA RAE
1.2.2 Yok

FT A A AR F R Y1 5 57 B 10% B &
FE LAY R R B KA. IR KRR
= M -1 & AL W) [ (Streptomycin avidin peroxi-
dase , S-P) %95 2H b 4 (4 1% X} CDK8 ., CXCL13 &
REGry 7K F- A TR , FLAA 7 v 7™ 4 a0 10
BT o BRAEYT A G 34 DL PBS AR — BB A
X} B# ,CDK8 ,CXCL13 & REGy A BH I FE A1
HAY) R AEBIPEXT IR — B B EL 124 12100,
1.2.3 SR HW

CDKS8 5 41l it i 25 {6, CXCL13 5 41 fifg Jot sl 20
MR 2 £5, REGy 2 4 M 2 6, AR 4 PH R4 i A
Sy b G s B . JCPHMEAN I O 43, BH M 4 i
<10% 143, BHYEAIE 10% ~50% 2 43, BH 1 40 o>
50% 341 Pesm A E ot 0 4y IR B 1 4y,
FEE 0 2 40 B 0 3 40 o BB LR 2 WpESy
TR, FHME : B =3 4
1.3 LS bR

@ Lt % it B8 41 5 1F 98 41 CDK8 ., CXCL13 }
REGy & H &AM . @4 Hr CDK8.CXCL13 J&
REGy %k 5 EC I RIRERAFIE R R . QXA
AT VAR REDT , 40 A TS A AE S5O TG 0L
50 EC B34 WG SET- S el R & . @5
BT CDK8.CXCL13 & REGy % 1335 %} EC %
U A A
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1.4 Hitsirik

K SPSS 22.0 #AF AT S 150 H , AU KL
Phn(%)Rm, RH YRR iFE R (kxs) 3R
7N R H e kS 5 R H 22 € Logistic 8115 43 Hr 52 i
EC % W J5 A= 17 B9 il 57 8 B RV 2R 5 R AT ROC il
28 43 #r CDK8 . CXCL13 & REGw X} EC & & Fil )5

FIEW L5 7% R BRI A L2 = 1 TR BT L4

R A G L (P<0.05) . L2,

2.3 M EC A WU SET- Gk [ & o B
ARJG X B E AT VARRE G, HrpgET- 17 49, 58

T-% N 18.89%., %It Logistic [A1J1 /04145 5 W,

iR A AR B rP G Ll PR A T I L & O b 2 2 4

FET I THIANE ; DL P<0.05 N ES A G55,
2 &R

2.1 W4l CDK8.CXCL13 & REGvy & [1415 L85
WF5E 4l CDK8 . CXCL13 J% REGy BHEF ik R
Vi PR, 25 A 5022 E L (P<0.05) .

# .CDK8.CXCL13 } REGvy FHVEZ 1k 2 00 5 i
BE UG SET- RIS fE R I 2 (P<0.05) . ILEE 3,
2.4 CDKS8.CXCL13 % REG-y BT Kz I 25 A6 I Xof
EC 83 U5 A= A7 1 0 AN (.

ROC %5 4475, CDK8,CXCL13 & REGy B & 45
M AUC 4 0.769, B Hpphs i =y o W24 & 1,

EL% 10 3 \T \A
2.2 CDK8.CXCL13 ¥ REGvy & 1% ik 5 EC Il vie
PRI BEARFAIE 1) 5 2 EC Sl R IR i W g 22— Hk

CDKS8 . CXCL13 {9 BH 4 & 3k & 16 45 0% L i i
HAAR LR ZER LS E L (P>0.05) , CDK8,
CXCL13 1% BH 14 2 35 35 76 o0 AL B2 B bk 2 45 7%
B N ERE A L2 IR IR BE R PR 4 3 H e 2
SEA G FE L (P<0.05) . REGy [ FHPE R K
HARRE e B AR EE R R 4 3 R 2=
S G E X (P>0.05) , REGy 1Y FH M 1k

%1 W4 CDK8.CXCL13 % REGy EAFRIALLE [n(%) ]
Table 1 Comparison of Cdk8, CXCL13 and reg vy protein expression between 2 groups [1n(%) ]

AR E A L U B B R A
K & B A2 5 R I th A5 Bl 5 5% T DB LI 1 5%
T RAR LR S B, N, SR BC K
HH SRR 83 B TR 5 B T 35 1) s 5 ) o a4 R T
FEHL

CDK 72 £ It & S 44t 1 2 1 98l (Cell cycle
dependent protein kinase , CDK) % J& H1 (1) — 62, H

1) . CDK8 CXCL13 REGYy
B BAPE B & B (&R A
g 90 76(84.44) 14(15.56) 57(63.33) 33(36.67) 70(77.78) 20(22.22)
X IR 78 10(12.82) 63(87.18) 0(0.00) 78(100.00) 16(20.51) 62(79.49)
PALEN 85.793 74.768 54.842
P{H <0.001 <0.001 <0.001

#&2 CDK8.CXCL13 % REGy ®EBRIE5 EC s RFEBRHENRXE [n(%) ]
Table 2  the relationship between the expression of Cdk8, CXCL13 and reg -y and the clinicopathological features of EC [n(%) ]

P - CDK8 [ , CXCL13 A . REGw FH .
AR " (n=16) ~ XM Pl (n=57) PTGy AR P
A <50 41 34(44.74 25(43.86 37(52.86
R () ( . ) 0.070  0.791 ( ) 0.180  0.671 ( ) 1.339  0.247
=50 49  42(55.26) 32(56.14) 33(47.14)
A% <4 3: 27(35.53 17(29.82 29(41.43
R L (em) 30 2003553) 03 0950 72982) L oom (4143) 028 0.633
=4 57 49(64.47) 40(70.18) 41(58.57)
4 R = 65 51(67.11 36(63.16 58(82.86
It " 51( ' 6311 0012 (6316) a7 oonz P8B280) o 0110
fl~rh 25  25(32.89) 21(36.84) 12(17.14)
T B 2 22 22(28.95 20(35.09 22(31.43
AR fi (28.95) 5.364  <0.001 (35.09) 0.353  0.002 ( ) 4916  0.027
7o 68 54(71.05) 37(64.91) 48(68.57)
5 TH 2K 901 fik g =
AR Bl 45 44(5789) ) a0 g0 0018 g cooor PEBST)gos 0002
JiR 9 45 32(42.11) 17(29.82) 20(41.43)
SR YR RE <12 2 17(22.37 9(15.79 10(14.29
MR R (om) ! ! (2237) 12 550 <0.001 (1579) ) 040 <0.001 (14290 0 a1 <0.001
=1/2 63  59(77.63) 48(84.21) 60(85.71)
Iifi PR 43+ ~14 69  55(72.37 37(64.91 53(75.71
i K24 I-13 ( ' 5016 0025 ( ) 19007 <000 PPV G160 0680
I 459 21 21(27.63) 20(35.09) 17(24.29)
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®3 HMECBEWFRETHEREZRSH

Table 3 Analysis of risk factors influencing the prognosis of EC patients

. LS B4V
S OR1H 95%CI P1E ORH 95%CI P1a
Y =50 % (SR <50 &) 1.250 0.871~1.793 0.697 - - -
MR B A% =3 em (S B4 : <3 cm) 1.260 0.850~1.868 0.514 - - -
ilagg AL AR B« IR (S IR ) 1.644 1.312~2.059 0.014 1.866 1.354~3.408 <0.001
TNM 1 M (S A T~1) 1.650 1.289~2.113 0.023 2.044 1.260~3.317 <0.001
WS A (S T0) 1.398 1.062~1.839 0.021 2.040 1.313~3.171 <0.001
Joa B e (S A R 1.106 0.754~1.594 0.357 - - -
WUZE R . =1/2( S84 .<1/2) 1.121 0.756~1.662 0.541 - - -
CDKS8 FHTH: (2 M4 . i) 1.960 1.595~2.048 0.007 1.826 1.193~2.794 <0.001
CXCL13 B (S 884 : ) 1.692 1.269~2.257 0.002 1.763 1.014~3.064 <0.001
REGry B (S B84 : [I4E) 1.571 1.253~1.970 0.014 1.902 1.949~3.401 <0.001

#4 CDK8.CXCL13 ¥ REGy BT K Bx & # il %t EC
EETEEFHTNMNME
Table 4 the prognostic value of Cdk8, CXCL13 and reg y

single and combined detection in EC patients

WA BERE (%) $ERE(%)  AUC 95%CI
CDK8 0.614 0.523 0.627  0.467~0.786

CXCL13 0.754 0.851 0.773  0.638~0.908
REGy 0.654 0.724 0.675  0.519~0.831

=HIA 0.964 0.813 0.769  0.623~0.914

ROC ik

1.0 i 5

—CDK8

~CXCL13
REGy

— =HIRA

0.8

2]

5 0.6
iz
%

0.4

0.2

0 02 04 06 08 1.0

El1 CDK8.CXCL13 %% REGy BT K Bk & 4l i 2k 45 47

Figure 1  Analysis of single and combined detection curves
of Cdk8, CXCL13 and reg y

Hil CDK8 5 A & # B 7 i ALl i K -+ 2
W, (HESNE AR ZHIT R, CDKS £k FH
BRI A H W H RN R AR R
VEFRDY, it G T CDKS8 ik 5 B s & 4=
RAMMIITE . ARAWFTREE RS Remy S5 HF5E
ZERARIEAST . E—2 £ T Logistic [543 4 521
EC B UG TR R & B, CDKS FH ik
IR 252 EC B FE T 1918 16 X 2%, DA I T 4 W7
CDKS8 Wi 1E R iEAS EC & il itehnz —.
CXCL13 J& 3 F#fb A+ Z G A 8+, v]
RIS T A0 T g A R S, T o ek R e T, A
Y e R MORE 0 A R . Bhatti 20 BFSY
B, CXCL13 7E% e, iirii B b 2 2
ik, HRBRSEERGEAAREYIM K. Shea
AEWRESE % I, CXCL13 #7017 38 3 7 T CX-

CRS5/ERK 17 553 [ Ak 55 Iogg el 2L A K . £t
Logistic [A] 54381 & B8 , CXCL13 [H M 5% 35 J2& 52 il
EC B& WURIET-MIEK 2 . 7 L CXCL13 ik
TE EC (AR e e rp B B AE A, s 3Rk
PRTUG A R, X 0] 855 CXCLI3 i ik b g 8 A
A5 P A B R B 200 B ) B AR TG b R O

REGy j&—FlE i FAIZ N &R A, £
WEFE &I, % B TE LR B i S5 0 1 g v
SRR WO PR AR 2 A
FELE R LB, 5w B4 A, EC f3#5 REGy [
PERIRRU WA, B S50 eR i Ok D254 ik
PRI T WLZ B GR EEA OC, #E0 REGy X5
DA I3 ) GRS T Ak 0 TS A T e kS B A B 1
o #E—2 ROC MZe s 4 /m 5 A Ve bn
ALV SR T £ TS AR A A ST B (EE EC
KA —NE 2R FEMNE Zad #, m T
AT P AREA R A ] B G 2 A7 P
P2 , PRI v i R A S SR 5

2 | ik, CDK8.CXCL13 } REGy 7F EC
PP 3A 38, I CDK8.CXCL13 & REGy £ 5
T EC LA Sk Kk ek B I PR L T i 4o A6
I =25 R U BB 15 A e B i A T VA

S % 3Lk

(1] &%, Bk, Bk, 5% KEEIE4 % RNA LINC00393
68 N B i PR U I P B T ). 2 2 W 536
Jriki, 2019, 11(3):198-203.

[2]  Heudel PE, Fabbro M, Roemer-Becuwe C, et al. Phase II
study of the PI3K inhibitor BKM120 in patients with ad-
vanced or recurrent endometrial carcinoma: a stratified type
I-type 1T study from the GINECO group [J]. Brit J Cancer,
2017, 116(3) : 303-309.
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TR AR NBE S e HTL V-1 G550 Hr
ez AR SE FR R

[ E] HE R TR B AR AT R A BE 3 NS08 T ik B 40 s 2 1AL (HTLV-1) )
L TRAT RGO AR AE B e 22 5, O T HTL V-1 JAT R S ATy 5 R AR . 3% SRR
J e U IR e (BELISA ) 5% 77 A i A AR B B £ 04T HTLV-VIT BT AR I 25, 47 0 PH A4 AR A 2R
HTLV-1 PCR Al A1 356 PR P kil 47 i — 26 ifiE . 868 T A8 BBt 9 269 bR A% i HTL V-1 #ff i FH
P 93 0y JBRYF1.00% ; Hob 2ot 5 B HTLV-T I HURBIME R 3510 1.11%,0.88% , 22 57 L8824
SL(P>0.05) ; B AR B 1 HTLV-TE L R 2 F I3, 61~75 %, 76~98 & HUARFH R 35 155 1.97%,
211%., Z5  TAETEE B A E AT B R 0 HTL V-1 L % 8 . HTL V-1 B 4 it A i 4 K i
T, #E HTL V- B i Ay v v by 5 i 06T vh 8 4F AN .

[X$3A] HTLV-I; ELISA; L4 4RI

Analysis of HTLV -1 infection status among the physical examination and hospitalized
patients in ningde hospital

YE Renging, YE Zuodong, FU Fenrui, QI Yuying*

(Department of Laboratory Medicine, Ningde Hospital, Fujian Medical University, Ningde, Fujian, China,
35200)

[ABSTRACT] Objective Research infection prevalence and the differences of age and gender of
Human T -lymphotropic virus type-I (HTLV-1) among the physical examination and hospitalized patients in
ningde hospital, provide a reference for the development of scientific prevention and control measures.
Methods The ELISA method was used to screen the physical examination and hospitalized patients of ningde
hospital for HTLV - I/Il antibodies. All of the positive samples were confirmed by HTLV -1 PCR and gene
sequencing. Results 93 HTLYV -1 positive people were confirmed in 9269 blood specimens from ningde
hospital. The overall infection rate was 1.00%. The infection rate of female with HTLV -1 was 1.11% and the
infection rate of male with HTLV -1 was 0.88% . No significant difference in infection rate between male and
female (P<0.05). Significantly upward trends in infection rate were observed with increasing age. The infection
rate of 61~75 years old and 76~98 years old was 1.97%, 2.11% respectively. Conclusion HTLV-I infections
of the physical examination and hospitalized patients in ningde hospital was relatively high. The infection rate of
HTLV-I increased with age. More attention should be paid on protection and screening of HTLV-I with middle-
aged and elderly people.

[KEY WORDS] HTLV-I; ELISA; Infection rate; Age
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R BARKHEH SRS EHEY. Hileke Ay
1 000 J3~2 000 J3 NJE&GE T HTLV-1 i ™ 5 1) T
LTI, BN RS R TR E HTLV-T S
FFIX, b P AT A R e R S A B KT HRTR
T T HTLV -1 EL AR B YA 150 A G 1) R0 AR 2 J
THRIMAFEIDESE, — B L ARRICER 2R A
o RS B XA AT B BN TEI I 2, B 7
TSR AE R T T ABE HTLV-1E 5 A T 0 )2
IIMTRRGAR TR A4 B M SIRGSIR LAY 2R

1 HESHE

1.1 x5

WA 2019 4F 4 A & 2019 4F 12 H 78 T 18117 B2 e
ARG ANV e 5B BT B 1ML 3 T 20 4 LB 7S 9 269
By, Ho 2 274 3 2 THARKE AR A, 3 405 15y My AL
VR T ISR ARAS , 3 590 15 A BEHLIZE BRI AT %
FhrA . 9269 nAr, BN 4 205 6, ZPEH
5 064 ], FRAAE RS 041 DL 1, ARl TP 850Ch 46 %

FR1 WARGEREHRDIHER [0(%) ]
Table 1  Age distribution of sample [1n(%) ]

ARl B ArAR R LHARAR R SR AR

(%) (fy) () (f53)
0~17 183(2.0) 176(1.9) 359(3.9)
18~30 660(7.1) 1246(13.4) 1906(20.6)
31~45 910(9.8) 1369(14.8) 2279(24.6)
46~60 1218(13.1) 1362(14.7) 2580(27.8)
61~75 908(9.8) 715(7.7) 1623(17.5)
76~98 326(3.5) 196(2.1) 522(5.6)
&1t 4205(45.4) 5064(54.6)  9269(100.0)

1.2 5510

1.2.1 iR

HTLV-VIL Ht A 05 & (ELISA %) (#E45-
T20190302B,96 A\ f53/4&) JHTLV-1AZ A 5] £
(PCR-ZEEH AT ) (A5 : HPQ20190101, 48 A {53/
%) 1 DNA/RNA #£ BUR 7 & (R 2k %) (it 5 .
20190101, 48 A Af5/45) YR IE Tt mt Ty 28 LE W 25l
e A B A
1.2.2 {U#%

M 22 A= ) TR A BR 2 W) il s { (PHPMO
) B R R A SRR HUY (SLA-32) (3E H
1A 4R 52 I 9¢ % & i PCR {X (CFX96) . % [ ABI
DNA 74X (3730XL) o
1.3 Hik
1.3.1  ${ HTLV-VIL ¥

fdi I At 5% 5 28 HTLV-VIL Hit 4K #6032t 7 &

OB T & 20 il 36 B 328 15 ) X 9 269 1y b5 A il 47
PO A A W, X A0 U I FH P AR AR 3E AT BCFL R
A, B A g B R BH M & B 52 A ELISA ) 0
FH A o
1.3.2 HTLV-1HiFiR 5%

fdi {14k 5t 7 28 HTLV -1 %I 8% 1 46 3t 7 &
(PCR-ZEHRAE T ) X7 7 FH 93 7] 11 I 200 it o A=
#4T PCR #fIE 525
1.3.3  F 4T

P HTLV-1 Y46 A ¥ 41 pol . tax LK {5 B, 78
NCBI H 25 % i B P57 2 2% 17 571, 4l ) Primer
Premier 3.0 #4751 W1 i, B PRATA00 075 BH M 24 1120
AR A HEAT A ER AR I, H iYL 28 PCR 914 )5 it
AT , I 45 S AE GenBank 115 NCBI W3 [ &
e HTLV-T 8 pol B tax 3 X FE 51 #E 4T L X 43
Mr. HTLV-I pol £ ( L1514 )7 %1 5’ -TGGGC-
GCTACCTGAACTTC-3', FiiF5| 4 751 5'-GGC-
CACTGCTGCTTGGACT-3',77#) 293 bp) ,HTLV-1
tax F& A (L Ui 51 9 )7 %1 5 - GGCCTTCCTCAC-
CAATGTTC-3', T li#51¥ ¥ % 5’ - GGATATTT-
GGGCTCATGGTC-3', /=4 469 bp) , [A] Ji ¥ 34 7E
98% LA I 5%E A HTLV-I FH% .
1.4 Gile#Jrik

K SPSS2 6.0 BAF AT 1T 3 5 118
B n (%) o, BALE] LERCR F o7 R 50 5 A 7K
1 P<0.05 2= S A G275 L,

2 R

2.1 HTLV-1Kigs

X7 9 269 4y 1L i AR A HE AT HTLV -1 41
G , 2] 0 MBIE S 93 (R4S ) ) HTLV-I
PO BEAE , B RN 1.00% . HTLV-I PCR #6011
HTLV-1HE R FF 53 A4 R — 203 100% .
2.2 HTLV-1JE&YE A8 A

76~98 & M U1 FH PR R A = R #) 2.11% , HOR
2 61~75 % AR 4H  HTLV-1 BHYE R K 1.97% ,0~17
B A AR 0.00%, WL 2,
2.3 HTLV-LYe v ) 22 5

B PE HTLV -1 $t 4K BHPE R 4 0.88% , L 1
HTLV-THUIRBHTER R 1.11% , i i, 27145
T 22 B L (P>0.05) , AS [A] 4F 86 41 18] 55 1 | 2ot
HTLV-Pi R B E R L, 25 7 G247 L (P>
0.05), W33,
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xR2 AREEHHAHTLV-IFAEE [2(%)]
Table 2 The infection rate of HTLV-I in different
age groups [1n(%) ]

AR PN PN SR AR
0~17 0(0.00) 359
18~30 4(0.21) 1906
31~45 17(0.75) 2279
46~60 29(1.12) 2 580
61~75 32(1.97) 1623
76~98 11(2.11) 522
Eit 93(1.00) 9 269

®3 AEMAEHTLV-IFEMEE (n(%) ]
Table 3 The infection rate of HTLV-I in different gender
groups [1n(%) ]

A LN R FrAEL ) .
A E % 7 Z 72 PiE
0~17 0(0.00) 0(0.00) 183 176 - -

2(0.16) 660 1246 - 0.613
12(0.88) 910 1369 0.790 0.374
20(1.47) 1218 1362 3.079 0.079
18(2.52) 908 715 1.970 0.160
4(2.04) 326 196 0.007 0.935
56(1.11) 4205 5064 1.181 0.277

18~30  2(0.30)
31~45 5(0.55)
46~60  9(0.74)
61~75  14(1.54)
76~98 7(2.15)
4t 37(0.88)

2.4  A[AAERS Rtk A RS HTLV- 1 BHPE R
ASTa) 1 531 20 Bt 25 A WA 1 K, HTLV-T B R 2
SEEHE F R, LA,

3

2

P (%)

1

04
0~17 18~30 18~30 46~60 61~75 76~98
AR ()

Bl FEEH RN HERA HTLV-1 FREZE
Figure 1 The infection rate of HTLV-I in different age and

gender groups

XF HTLV-T 8% 5 | 2 (14 AH O 99 28 45 1 A i
TIBIE 5 A RUWIR T 25 W) Ry M R, ok &
A B e MU = AR B A AT B BRI HRGE . B
T — A7 2 I vk it B 2 B HTL V-1 R YL &, R
B it D) W AL R i A2

1985 4F B4 345 i Yo ok H 4 28 AT I
9269 13 IfiLIE FE ARG 25 I 32— iE HTL V-1 HT/AFH
PER A 0.08% ., Bl B Z 1) HTLV-1 i i A (1) I+
J | B 22 4 R BE R HTLV -1 8L 175 0 38 W ok &
B, Hoh R R TE AR R IX . RS A

T 1997 4E~1998 4F- PO 1| 48 & BT WL L L AR
WIAE7S A8 X Jo Ak i &, 17 HTLV-1 iR H
R 0.02% , JERG 34 0 7R B VRV b DRk I . T
T E A HGE T, TR HTLV-1 59R g 3 2 B
B K R S 4R O AE 2004 2 2000 AF R R HEA
131 823 i o=k AR A 4T HTLV $UiR i 8 )5 &
B, A FEYEAR A ok B TR T AR AN I T
il X, (5 B Ik 33.33% (8/24) o A4 AR I 25 A
2013 4 X 48 HE A T Fl s X TG AR 1M 984T HTL V-1
PG A, BN BHYE R 0.34% o BRI S50
2016 4F-~2018 4 JC AR I & 1 -1 HTAK 0 2 25 5 o
3 TAETHUAR IR 0.18% . A S A 45 R
VLB T T R T HTLV-1 & AT HLIX . 5%
X A T8 AH H , HTLV -1 04K B AE 2R 25 88
FEJE TR A AR 225, ZR0A Qi H X 1Y
TF X G2 35 Ry vk M35, AR SO A XF 92 S (K
KAV A BE B, — o B B 1 o R 2 05 ik
Ao [ 55 B R I B e 6 i, HTLV
(A% IR A0 0 36 T B PR b AL 1% sk
T i i S R LA R B I A% 9 A5 IO ke L
HTLV B i R0 H B B R E R EME I RH
DX AE P R A, T AE T AR S HTLV-1 R %A
X35 v ) M DX, 5 6 B ¥R T RE S UYL R —
HEETE, AT 1 A 5 M DX R A v
FI T BYAERE A B & HTLV-T G R  & e A
WFFE 45 S s 1 31 R RO J& HTLV-1 A7 14 fa B
W, 5 EEmE E g R —3.

AR SCE PO T A T B B AR R A E S A B R
W HTLV-1 B S5 ST )8 A, 48171159 ) HTLV-1
JEYL R 1.00% , 2 Tz H DXk i A B HTL V-1 J8&
YR BRI , T RE F Tk A B A A K B
IR T AR ES , AORES RSP FEE
T HTLV-1 FA PR G REASK IR, kil 2 B2 1
BifE i it =% . R 22 5 IR Z R L
PRAEA S I AT A 5T, 72 S5 SR P A& T AE
IO TE O A A HEAS [R] S B AT SE 2 45 R 2
5o AN, A A A R R B HTLV-T 23
RS JE N S B A AR B 4, HTLV -1 /&
s S =k S N VA S PE D O A
A NBE HTLV-T B 7 258 AT B o

S% 3Lk
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I miR-155 . miR-302b . miR-208a 7K - 5 AMI %
PCI AR Ji7 MACE %10 &

FhRFT OEAR? O Faak AW LRSS

[ =] B8 Wi miR-155 . miR-302b . miR-208a /K ¥ 5 2 ME.C WIAE AL (AMI) 8 # 48 i 5id
RN ARIT (PCD AR JF FEAR RO ML FH 0 (MACE) KA 5 . ik BB IA 1) 89 i
AMI B8 I WF5E 552, B AT J ¥ 04T PCTRS 2 AL T miR-155 . miR-302b . miR-208a 7K A& , AR 45 &
H ARG T % MACE ¥ Ho 73 MACE 41 (n=26) FIl . MACE 4 (n=63) , bt %8 93 4L Ife < 5 R4 01 10 375
miR-155 . miR-302b . miR-208a 7K -, 2% F £ [N & Logistic 1] 343 AMI B # PCI K J5 % /I: MACE 1Y 5%
MR %, &% MACE45 MACE 41.0 D) fg /3 9% | ULER I Bt W) 1./ (CK-MB) AL UL & 11 1 (¢Tnl)
IR HL A 22 S AT Giit 2 B X (P<0.05) . MACE 4 [fil ¥ miR-155, miR-302b . miR-208a 7K 34 & T TG
MACE 41, 2 734 G112 8 L (P<0.05) . £ H K Logistic [F1H 2 #7 .7~ , L DI RE 43 9% .CK-MB . cTnl |
miR-155, miR-302b , miR-208a J&: AMI % PCI RJ5 MACE &A= 52 MR & (P<0.05), Z5i8  AMIEE I
I miR-155.miR-302b . miR-208a 7K *F- 5 PCI AR Ji5 & 4= MACE A ¢, W I 3 48 45 722 46 % T4l F1 B i
MACE HAAHEE X,

[XIR] 2VE0IUEIE; &R IRE KA AIRYT; miR-155; miR-302b; miR-208a

Relationship between serum levels of miR - 155, miR - 302b and miR - 208a and major
adverse cardiovascular events in AMI patients after PCI

SUN Dajing'*, WANG Xiaohu *, CAO Lingfei *, QIN Mingming *, LONG Huizhen *

(1. Department of Cardiology, the First Provincial Hospital of Henan Provincial People’s Hospital, Zhengzhou,
Henan, China, 450000; 2. Department of Cardiology, Henan Provincial Hospital, Zhengzhou, Henan, China,
4500003 3. Department of Cardiology , Henan Chest Hospital, Zhengzhou, Henan, China, 450000)

[ABSTRACT] Objective To investigate the relationship between serum miR-155, miR-302b and miR-
208a levels and major adverse cardiovascular events (MACE) in patients with acute myocardial infarction
(AMI) after percutaneous coronary intervention (PCI). Methods 89 patients with AMI treated by PCI were
selected as the study subjects. Serum miR-155, miR-302b and miR-208a levels of all subjects were tested. The
patients were divided into the MACE group (n=26) and the non-MACE group (n=63) according to the absence
or presence of MACE after operation. The clinical data, levels of serum miR-155, miR-302b and miR-208a
were compared between the two groups. Multivariate logistic regression analysis was conducted to screen the
influencing factors of MACE in patients with AMI after PCI. Results There were statistically significant
differences in cardiac function classification, creatine kinase isoenzyme (CK-MB) and cardiac troponin (c¢Tnl)
levels between the MACE group and the non-MACE group (P<0.05). The levels of serum miR-155, miR-302b
and miR-208a in the MACE group were higher than those in the non-MACE group, and the differences were
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statistically significant (P<0.05). Multivariate logistic regression analysis showed that cardiac function
classification, CK-MB, cTnl, miR-155, miR-302b, and miR-208a were influencing factors of MACE in
patients with AMI after PCI (P<0.05). Conclusion The serum levels of miR-155, miR-302b, and miR-208a

are related to MACE after PCI. Monitoring the changes in the above indicators is of great significance for

evaluation and prevention of MACE.

[KEY WORDS] Acute myocardial infarction; Percutaneous coronary intervention; miR-155; miR-302b;

miR-208a

2P .0 L #E BE (acute myocardial infarction,
AMI) e 2R 2 ok 3 2 iy 5 | (%) 7™ F ek Lo, AT 5
KM IFRAE , RRE A  WIR . ZH
TR B Ik AR ¥7 (percutaneous transluminal coro-
nary intervention, PCI) /& >4 fif llfi FRIG J7 AMI ) &
BT Bz —, HoAT i B FE 0 4SO ULk I
SRR IR IRIE R . RS R B, AMI A R
JG & kA FEEA RO 2 (major adverse
cardiovascular events, MACE) , 5 .0> & . &Mk
O ) GO IRPESE TSR . R RBUIN MACE &
A A R T )RR CE S BT X T TR i, DA R
filk MACE % 4= )XURS: , B3 H 5 o f7)y RNA
(microRNA , miRNA ) BE 1% 55 #! & [l mRNA & %)
G54 dhmi PR L SRR . B FE ), miRNA
REA5 TR 5 2 28 B 1 dm A 3 (R, A Z2 5504 Mo A A i
hb i T B A TR 2 R 0 e
O M P S 5 T AH S ek AR e AR R
FEHET LT miR-155 . miR-302b . miR-208a 7K 3F- 5
BHE ARG MACE & AECER, LU 48 26 K B
1f MACE $2 Bt 44

1 wHESHE

11—k

PEHL 2018 4E 1 H % 2019 4 12 H 78 B 89 1]
AMI B3, AR E : OFF & Catk ST Bedh m il
O WLEEFE 12 W 5367 F8 m ) 1912 W b o
Q=18 % ; @ It PCLIGIT IR AE , H 78 & 9%
24 h N 58 B PCLIRYT s @I IR 95 kL 58 3% . HERR bR
#E - QO M ol 4 2tk @ E I E e s 4
U IR B2 i FL LV 5 @A g s A7 e Kk |

it P58 1 T R e A A R I D LR L
kI )2 © H B T sE B s D4, 4 4 215
i @SR YL . AR R B B E) R R SO &
MACE, ¥ H: 43 & MACE 4 (n=26) #1 Jc MACE 4
(n=63) , H:H" MACE 41 H 538 J5 0 S0 14 ] L 2
PR F1 520 8 B D URPESETS 4 ], REH KR
XFAS B 5% H H 2 % R & A, AR IR WS 3R A5 A B
(LSRR RS

1.2 ik

1.2.1 i miR-155.miR-302b .miR-208a 7KFA5:l

KA B F AN R ER KM 3 mL 2 TR A
H1,3 000 r/min 20> 15 min J5 4> 55 113 , T—80CH
B R R . SR EOE T IA T mL
Trizol 5K , 213 , AR 3% Trizol Ui B 5 2 L RNA
THE R E R4l . #2102 wL & RNA HE17 R
SERRAE , G SRR G i b U SR AR R
Al ML, R AT 20 pL R SRAR R SO SR Rt
T :16C 60 min, 427C 60 min, 85°C 5 min, 4°C
ZECH, B WCELAY cDNA T —20°C 3R 55 P AR 17
& 18 GeneBank 2 fit 19 3L K ¢ 5] , #17 miR-155 .
miR-302b . miR-208a 5 ¥ )7 51| & B ( LA TAEY)
TREEARRSARAFRAEMR) . W1,

HEATYHG KN, PCR 4 154X 52 [5] ABI step one
SEIRF W PCR §7 384X, PCR A SRR £ 4 20 plL,
qRT-PCR J Jif 554 : 94CHZ5 7 3 min; 94T 20 s,
60°C 20 5,40 MEFF;72C 40 s, ics% Cii ¥ Ue 1E
NS L, K6 miR- 155 . miR-302b .miR-208a
FLA 1T qQRT-PCR Soft 3.0 T4 FL R F ki,
1.2.2  IfIRTERHILE

e 5 MACE 44 1 JC MACE 4 Ilfi R %K}, 4045

£ 1 miR-155.miR-302b, miR-208a 5| ¥1 7 51|
Table 1  Primer sequences of miR-155, miR-302b and miR-208a

EEL) E 59551 B 54 751
miR-155 5'-TGCCTCGAACTGCACTCGTAG-3' 5'-GCGAGCAGAGAATAATAGGAC-3’
miR-302b 5'-GGGAUAAGACGAACAAAAG-3’ 5'-CAGTGCGTGTCGTGGAGT-3’
miR-208a 5'-GCGGACCAATCCTAGTATGC-3’ 5'-CAATACTGCCAGCTACCGTC-3'
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PR AR W S TR R B LT L S b
PR s v IR S O IUBEZE AR AL L0 D RE 3 4%
. # (heart rate, HR ) | Wt 4 H (systolic blood pres-
sure, SBP) | & 5K M (diastolic blood pressure,
DBP) .0 ILWLES 2 11 1 (cardiac troponin I,c¢Tn [ )
N WL R 184 B [5] T, (creatine kinase isoenzyme ,
CK-MB) .
1.3 Gtz

K1 SPSS 20.0 HAFHEATHUHE 0 A, VT BT
Phn(%) 3R, kM YR it seoR DL (x£5) 3R
TN A R IEAS PR WA )y 25 55k R H 1
oz 39 A7 2 18] LA, R H 22 I &R Logistic 7115 43 #r
AMI & # PCI R J5 &4 MACE 520 [ & |, LA P<
0.05 hZRA G FRE Lo

2 HR

2.1 MACE 45 JC MACE 4 Il JR %8} L 558

MACE 41 5 MACE 41 0> ¥) i€ 43 9% . CK-MB
Al Tl 7KV R 22 55 A Gi 1t % 5 L (P<0.05) o
W2,

*®2 MACEHS5% MACE AIEKRERILE (n(%), (x+s) ]

Table 2 Comparison of clinical data between MACE group
and non-MACE group [n(%), (x+s) ]

MACE#4 JCMACE#

s p2edlly 2
i RV " (n=26) (n=63) XM PIA
ez ; :
gl Ho72 22(84.62)  50(79.37) 0757 0.384
17 4(15.38)  13(20.63)
S <
AEWA 60% 58 16(61.54) 42(66.67) 0213 0.644
=60% 31 10(38.46) 21(33.33)
A 75 48 15(57.69)  33(52.38) 0.200 0,643
J& 41 11(42.31) 30(47.62)
O £ 23 8(30.77) 15(23.81)
fody 0.465 0.495
KIG# T 66 18(69.23) 48(76.19)
e I 75 61 20(76.92) 41(65.08) 1197 0.274
J 28 6(23.03) 22(34.92)
BRI 21 7(2692) 14(22.22) 0.226 0.635
T 68 19(73.08) 49(77.78)
B =% ¢
i I s 527 10(38.4%6) 17(26.98) 147 0.284
T 62 16(61.54) 46(73.02)
OUEBE  OLRTEE 27 9(34.62)  18(28.57)
B0 i B 2(34.
s LHJ}TL 34 12(46.15)  22(34.92) 9577 0462
FUHTEE 17 3(11.54)  14(22.22)
Hfth 11 2(7.69) 9(14.29)
1‘\I bh/ é L Q : . B :
DIIBEM T~T14% 56 11(42.31)  45(71.43) 6,600 0.010
M~IV%% 33 15(57.69) 18(28.57)

HR({X/min) 89.41+6.54 87.72+8.03 0.950 0.345
SBP(mmHg) 136.73+6.18 134.99+5.54 1.302 0.196
DBP(mmHg) 85.39+5.32  86.04%6.06 0.476 0.635
CK-MB(U/L) 66.25+7.17 55.37+5.21 7.991 <0.001
cTnl(mg/L) 1.26+0.18  1.04+0.15 5.928 <0.001

2.2 MACE 45 JE MACE 4 IfiL 7% miR-155, miR-
302b .miR-208a /K F- L 4%

MACE # Ifil. i miR-155 . miR-302b . miR-208a
K T JE MACE 4, 2 R A Guit2¢ 7 L (P<
0.05), W33,

%3 WAME miR-155.miR-302b.miR-208a 7K FELEE (x+s)
Table 3 Comparison of serum miR-155, miR-302b and miR

-208a levels between 2 groups (x +s)

20 531 % miR-155 miR-302b miR-208a

MACE 41 26 1.92+0.20  6.23+0.69  49.71+4.52

JE MACE 41 63 1.43+0.15  4.16+0.57  38.57+3.61
18 12.670 14.632 12.275
P{H <0.001 <0.001 <0.001

2.3 AMI # # PCI RJ5 MACE & 41 £ N %
Logistic [21 155347

Logistic 8] 5 43 87 , &5 5 & 7 o0 D) BE 43 9% .
CK-MB, cTnl, miR-155, miR - 302b , miR -208a J&
AMI ##% PCI R Ji MACE & £ 1 5% i R &% (P<
0.05)., WHE4,

x4 AMI EE PCI K J5 MACE %k 4 I % [ 2 Logistic
B Y343 #r

Table 4 Multivariate Logistic regression analysis of MACE
in AMI patients after PCI

AR BIH SE{H Wald {8 OR{H  95%CI  P{H
DINRESM R 0978 0411 5662  2.659 1.188~5.951 0.018
CK-MB 1.035 0.352 8.646 2815 1.412~5.612 0.003
c¢Tnl 0.996 0.381  6.834  2.707 1.283~5.713 0.009
miR-155 1.127 0.344 10.733  3.086 1.573~6.057 0.001
miR-302b  1.019 0.288 12.519 2.770 1.575~4.872 <0.001
miR-208a  1.104 0.330 11.192 3.016 1.580~5.759 0.001

3 it

FE AMI &9 K WAL T KF w2 A
200 J7 , BB T B ALAE AW = 0. PCL 2 g 3 i
O 45 1 AR KT B S 114 JeE bR 3l ok A5 i 1A T B 3, D
P A0 LI 3 VB A s O JUL I I it AR R A
R, AMI i & UEAT PCLIAYT 5 , MACE %k 4 R
H 18%~42.4% "', MACE & & i f & #il 5 A [
() B LR R PR o B £ MACE & -3 X
HEKR.

miRNA /N3 B RNA , H L R 4 5 1 3
— B R 20~24 AAZTFIR , RESHE 40185 A 4 A= B 1)
At WFIE IR, MRAE IR ] UL miRNAs ik, Xf
T MR AR B T, miRNAs 1] {8 5l A Hop gk
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W WU A EE AR RS . R
HEAT B Wy S5, 25 R miR-221 78 AMI K B
WLLH 2 5 1 635, F 94 miR-221 AE A% 111 i) AMI
KO HLAT I T o BREh P 55 BF 98 40 B & 4F
AMI & 117 miR-214 F k500, BoR BE ML
miR-214 7K F-I & & F1EH A, H'5 CK-MB .cTnl %
R IEADC, 2 A4E AMI S I miR-214
1 2 I8 A e 50 LB 5 A DG o AR IR AR 3k X
miR-155 . miR-302b . miR-208a & WL 5% 45 45 , Ho b
miR-155 ] 32 ik FRpe gl b, fEs E i /EH
T AR R F e 53 PR S 05, 919 MILAAR 5 0 2 7
MREEIIRE . A — R "HESE &I, 2 AUHE R %
A 95O R LTS miR-155 K S Al =g
2% 12 g 2 1 A 2 B I 9 A G, R el
1 % 45 miR-155 /4 &, miR-302b J2& H FiifF 538
Z 11 miRNA FJ5 K 51 2 — , B N AMIF 58 3, miR
-302b REWE X 40 M B HHSE AT 3%, 2 5 7 4 9
15 IRFERPE T AR, miR-208a J& 1 Myh6 %
R Y5 20 5 I8 75 F- 2t , 02 miRNA S0 1) 22
BB, HR S e 1k 0 0E, R RET LBR R 1 A5
KT Sk BE 75 o0 bk o B Ak 0o JULATE 5T 45 5 B
AR R T HEEER" ., AWF5E T MACE 41
I3 miR-155 . miR-302b . miR-208a 7K - 7K -4 155
FJG MACE 41, #2785 AMI #2 # PCI R J5 MACE &
A A BE 5 miR-155 . miR-302b . miR-208a A 7,

BRI 7RO WU U i R 58], miR-155
miR-302b.miR-208a 7K & T+, 1 F i miR-155.
miR-302b . miR-208a F K RER B LAY VEH . il
T AT AMI 3% 1175 miR-155 . miR-302b . miR-208a
KA F TP A TS

25 b i, PCI AR J5 & 4= MACE 1) AMI &%
1ML miR-155 . miR-302b . miR-208a 7K - 14 & &5
5, W AMI B E 1 3R 48 bR 7K ST X PEAG R 2 T
Jei i T R A
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HPV & 44 11 CIN H1E 298 B4 1 1 TGF-B1 .
HPV16VLPs-IgG1 fl IgG2 Pl Fe ik iyl A & 5

AR R AREE e

(# ZE] BH S0 AZLI8 e (HPV) YL 1 5 851 1 R IR AR (CIN) A 5 28 34 17 TGF-B1.
HPV16VLPs-1gG1 Fl IgG2 HL i AK T R BHMEF AT O, Foik #2017 4F 5 1 & 2018 4F 8 I AR Bi#452
JRYT I HPV IR Y | CIN FEr 500 8 A IS X 4, e B R Al HPV &g (1 75 LR 8 ey 391 9 & A S et
MRZH , WA 4 175 TGF-B1 . HPV16VLPs-1gG1 Fl IgG2 Hi iAW Y3 A F I 3R 100 25 5, 0T & 45
s BHPE 2 38 55 B S0 PR AR A9 56 R, R I £ 1 & Logistic I8 9 1 5% i 57 HUJ& M & TGF-B1.
HPV16VLPs-1gG1 fl [gG2 FiiAFH IR B MM fEk R E . &R HPV &Y (CINT (CINI~TI & i
Ko B ZH ER 5 117 TGF-B1 . HPV16VLPs-IgG1 Fl IgG2 HUiA B 26 35 5 KW EFE Al 22 %A Giit 47
S(P<0.05) , HBHPE 23K F RO B A 3 B 35005 728 G0 ) 5 w3 i i o CIN T~ T 8% 3 S A2 38 0
TGF-B1 5 HPVI16VLPs-1gG1 fil 1gG2 HLIARM IEFE A A2 B 3% IEH 5 (P<0.05) . AL LFEEE \FIGO
A3 W B U LW TGE-B1 . HPV16VLPs-1gG1 1 1gG2 B 4 55 ik 19 0l <7 & B A 2 (P<0.05)
4% HPV EYLHY CIN FI's 8 4 15 TGF-B1 ., HPV16VLPs-1gG1 Hil [gG2 HUik PH I % Xk R #
58 5005 A8 O 25 DA G

[gR] AZLURNT B8R, 58 E RS, il K- ki n

Clinical significance of serum TGF- beta 1, HPV16VLPs-IgG1 and IgG2 antibodies levels
in patients with HIV-infected CIN and cervical cancer

CHEN Juan', SONG Huayu', CHENG Yaoyao', XIE Jia®

(1. Department of Obstetrics and Gynecology, Integrated Traditional Chinese and Western Medicine

Hospital, Panzhihua, Sichuan, China, 617000; 2. Department of Obstetrics and Gynecology, Panzhihua
Central Hospital , Panzhihua, Sichuan, China, 617000)

[ABSTRACT] Objective To analyze the serum TGF- beta 1, HPV16VLPs-IgG1 and IgG2 antibody
levels in patients with human papillomavirus (HPV) infected cervical intraepithelial neoplasia (CIN) and
cervical cancer, and their clinical significance. Methods Patients with HPV infection, CIN and cervical
cancer treated in our hospital from May 2017 to August 2018 were selected as the research objects. Patients wiyh
non-hpv infected uterine fibroids or cervicitis treated in our hospital at the same time were selected as the control
group. The differences in the absorbance A value and positive expression of serum TGF- beta 1, hpvl6vlps-iggl
and IgG2 antibodies in each group were observed, and the relationship between different pathological features
of cervical cancer patients and the expression of TGF -beta 1, hpvl6vlps -iggl and IgG2 antibodies was
compared. Multivariate logistic regression was used to screen the independent risk factors affecting positive
expression of TGF- beta 1, HPV16VLPs-IgGl and IgG2 antibodies in patients with cervical cancer. Results

There were statistically significant differences in the positive expression rates of serum TGF-1, HPV16VLPs-

AR B w9 ) AT % T B (2017]Y26615)
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IgG1 and IgG2 antibodies and the Absorbance A value in patients with HPV infection, CIN I , CIN 1T ~ I,

cervical cancer and the control group (P<0.05), and the positive expression rates and the Absorbance A value

increased with the increase of cervical lesion grade. Serum TGF-B1 of patients with CIN I ~ Il and cervical cancer

showed significant positive correlation with the absorbance A value of HPV16VLPs-I1gG1 and IgG2 antibodies

(P<0.05). The degree of tissue differentiation and FIGO staging are independent risk factors for the positive
expression of serum TGF - 1, HPVI6VLPs - IgG1 and IgG2 in patients with cervical cancer (P<0.05).
Conclusion The positive expression rates of serum TGF-B1, HPV16VLPs-IgG1 and IgG2 antibodies in patients

with HPV-infected CIN and cervical cancer are all higher, and are closely related to the level of cervical lesions.

[KEY WORDS]

growth factor - beta 1; Immunoglobulin

NFL kIR %% 7% (human papillomavirus, HPV) &
SFEUE B NJEAS (cervical intraepithelial neopla-
sia, CIN) [ EZEH T, CIN J& 45 B P4 14 98 E /iy
A, 02 B S0 R R I B AR ML S AR
KA e HPV IRy T etk , T 4 f A= 0y 48
J SR8 W A FEBT HPV WU T 8 20 /E H 24k
S HUEL L8 0 B4 UKL (Human papilloma-
virus virus-like particles, HPV VLPs) ¢ J2& Bk 25 [
(immunoglobulin, Ig)# G1 fl G2 Hit (& & P-4 HPV
SRR AR B I R S AR AR, T DR B ML A2 HPV
PETCE H B G R R b A K -1
(transforming growth factor-B1, TGF-B1) 15 4H fifd %
B AL UIAEOE T AR SE LA R AE HPV 3R |
CIN FVE SR AN, XTI TGF-B1 |
HPV16VLPs-IgG1 il 1gG2 Hi 1A /K - ke BH M 2 351
B0, 0 AR B S0 A8 e A R e v b i R 3 S

1 ABSHE

1.1 — %ok

YEHL 2017 4F 5 H & 2018 4F 8 H TEA B 42323R
57 1) HPV S e | CIN FUEy 8 85 M F R X 4
PAFRUE : DR ; @TCT 45 5 5% .HPV-DNA
FH: BC BB 5000 K o AR J5 9 2 B B 12 W by 2l
HPV &L | CIN FlE 50 ; @ JCHAh A 5 7 Ge 9500
o HEBRARUE : A IFH A & e 4 Bl
BEB A QIR A L E  OARES S
RIFRFGEH o MRIEHRAESL A SR 150 150 ], Horp
HPV JE YL 32 f4i] | AF i F- 34 (43.68£11.37) % ; CIN
F 68 1, AR I P44 (45.63+13.02) ¥, CIN [ # 30
i, CIN Il ~ 1 35 38 131 ; ‘& #9845 50 4], 4F 4% F- 34
(45.66+12.98) % ; [R] i 3% B[R] 30 76 A B 4% 2 12 3R
3k HPV 24 1) 57 WL o808y 39 4R 5 50 14
Xof PR ZH , AR 2 (45.69+13.11) %, £ 20—

Human papillomavirus; Cervical cancer; Cervical intraepithelial neoplasia; Convert

B2 R IGI R X (P>0.05) . FrA B G F
Mo RELIBLAE G PIZ B SAER B
1.2 kGl s bR K ik

W I 52 1 Rk 2 mL, #E 2 h 5,
LR O 5 B AR LT , B -80CUKA . TE
HPV-16VLPs 13 # 1) 96 LA AR A I, B FL I A 80
L R S R s A 20 WL FH TSR 7 B A0 1
TgG BHYERY LIS , F AR SO 2 7E AU K 450/620 nm
AL AR, AR R S U B T TR AR
5193 1fiL s HPV VLPs (1) IgG1 . IgG2 Hi ik K F .
T BT 2R SNE R 5 mlL , K 10 R i 250
3 000 r/min, 20 5P 4358 1ML I HLAE A7 7E-80°C kAR
H RN 4% 4 TGF-B1 ELISA i & Ui Fide .
1.3 FERE

Il LA (C.0) =B A FL A HH4(H + 0.18, 2
AT &, FEAY A fH(S)/C.0<1 # N HPV Bk B
PE L REGY AME(S)/C.0=1 3%} HPV Hik FHE .
1.4 Sitor#r

K FH SPSS 18.0 Ak (4 i 47 846 o i o 115wt
B n (%) Fm , 1 ¢ B TR (£5) 3%
N, 2 UL LR O 22 0 B, PR TH) R
gy, AH SCHER ] Pearson AH G 43 # , SR H] Logistic
[l 05 43 B 2 43 A 52 e B0 B 5 TGF - B1.
HPV16VLPs-I1gG1 1 1gG2 BT IR Kk i A & R 2 .
P<0.05 HZERAGI L.

2 FHR

2.1 Ifi% TGE-B1 . HPV16VLPs-IgG1 Fl IgG2 $i Ak
IRV B B e TR 5 1O

HPV &%t CIN [ \CIN I~ .25 #i g K5 IR
ZH 52 113 TGF-B1 . HPV16VLPs-IgG1 Fl IgG2 i
TR B B3R R WG JE A H 22 TR Giit 2 X
(P<0.05), W1,
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®1 HHME TGF-B1.HPVI6VLPs-IgGl 1 1gG2 R R E A ERAMRENESR [n(%), (xxs5)]
Table 1 The difference of absorbance A value and positive expression of serum TGF-31, HPV16VLPS-IgG1 and
1gG2 antibodies [n( %), (x+s) ]
. TGF-B1 HPVI16VLPs-IgG1 HPVI16VLPs-IgG2
5 %k e R R
PR IA AfH FHPEFRS AfH (IS AfH
X R 2 50 4(8.0) 0.195+0.028 4(8.0) 0.2940.037 5(10.0) 1.578+0.074
HPV &Y 32 8(25.0)" 0.209£0.052 8(25.0)" 0.308+0.043 9(28.1)" 0.568+0.051"
CIN [ 30 8(26.7)" 0.517+0.124" 9(30.0)" 1.083+0.126™ 9(30.0)" 1.6130.088"
CIN II~1I 38 16(42.1)" 0.850+0.228" 16(42.1)" 1.799+0.154" 15(39.5)" 1.76120.099"
B S 50 42(84.0)™ 1.439+0.303" 40(80.0)™ 2.46420.232" 38(76.0)™ 1.999+0.175™"
KF {8 67.466 345.629 59.600 1903.334 49.458 855.473
P <0.001 <0.001 <0.001 <0.001 <0.001 <0.001

T SRR LH L #E, P<0.05; 5 HPV &L L, °P<0.05; 5 CIN T ¢ ,P<0.05; 5 CIN T~ Il b 4%, “P<0.05,

2.2 [fil ¥ TGF-B1 5 HPV16VLPs-IgG1 il 1gG2 $ii
P AR DG

CIN I ~ I J% ‘& i 98 28 55 1L G TGF -B1 5
HPV16VLPs-1gG1 Fl 1gG2 HifAM G A (EH45 W%
IEAHSE(CIN 1T ~ 1T : r=0.661, P<0.001; r=0.529, P=
0.001, ‘E%¥#:r=0.850,P<0.001;r=0.738,P<0.001).
2.3 [fiL#% TGF-B1 . HPV16VLPs-IgG1 1 1gG2 ik
PR 235 5 8 S0 I A JRIE YOG R

B UG HF ILHE TGF-B1.,HPV16VLPs-1gG1l
F 1gG2 Prik BHPE R A F L LUK 5k, T ~T13,

B ICk L FE AL BT o H o B T A R R
ZFBIA GBI E L (P<0.05), WLFE2,
2.4 B U I T TGF-B1. HPV16VLPs-IgG1 #il
TgG2 Pi M P 1 ek 5% i PR 2 1Y) Logistic [21)A 5347
A3 5 LA BT #5095 1% TGE-B1 . HPV16VLPs-
1gG1 il IgG2 HriR B FR ik Sy AR i, D) b 3A L[]
R A P<0.05 iR R A A2 £, @57 Logistic 7]
AR, 25 R IR, 22U LR B FIGO 43 W 2 FY
iy #3113 TGF-B1 . HPV16VLPs-IgG1 il 1gG2
BH 3k i A 37 fe B I 26 (P<0.05) o L3 3.

&2 IMiE TGF-B1.HPVI6VLPs-IgGl # 1gG2 F ik PHME R Z S EHE R K RIBHENER [2(%) ]
Table 2 Correlation between positive expression of serum TGF-$1, HPV16VLPS-IgG1 and IgG2 antibodies and

clinicopathological features of cervical cancer (n(%) ]

5 TGF-B1 HPV16VLPs-IgG1 ik HPV16VLPs-IgG2 i 1A
X FH B FHpE RS FHAE [ERES
AR <50 % 35 30(85.7) 5(14.3) 27(77.1) 8(22.9) 25(71.4) 10(28.6)
=50 % 15 12(80.0) 3(20.0) 13(86.7) 2(13.3) 13(86.7) 2(13.3)
718 0.255 0.595 1.337
P 0.614 0.440 0.248
I B AR <dem 28 22(78.6) 6(21.4) 22(78.6) 6(21.4) 21(75.0) 7(25.0)
>4dcm 22 20(90.9) 2(9.1) 18(81.8) 4(18.2) 17(77.3) 5(22.7)
718 1.395 0.081 0.035
P 0.238 0.776 0.852
AU LR [Fa e 28 21(75.0) 7(25.0) 18(64.3) 9(35.7) 17(60.7) 11(39.3)
fi& e 22 21(95.5) 1(4.5) 21(95.5) 1(4.5) 21(95.5) 1(4.5)
718 3.835 6.522 8.152
P 0.050 0.011 0.004
P H L 0] 41 35(85.4) 6(14.6) 33(80.5) 8(19.5) 32(78.0) 9(22.0)
] 9 7(77.8) 2(22.2) 7(77.8) 2(22.2) 6(66.7) 3(33.3)
718 0.316 0.034 0.524
P 0.574 0.854 0.469
FIGO 4711 I 23 16(69.6) 7(30.4) 13(56.5) 10(43.5) 11(47.8) 12(52.2)
I~ 27 26(96.3) 1(3.7) 27(100) 0(0) 27(100) 0(0)
718 6.603 10.735 18.535
P{H 0.010 0.001 <0.001
WAL g 30 23(76.7) 7(23.3) 20(66.7) 10(33.3) 19(63.3) 11(26.7)
¥el 20 19(95.0) 1(5.0) 20(100) 0(0) 19(95.0) 1(5.0)
e 4.638 8.333 6.597
P 0.030 0.004 0.010
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£3 BEIHYEIME TGF-B1.HPVI6VLPs-IgG1 # 1gG2 Hifd BE M 5 A 5410 [E = B Logistic EV3 447
Table 4 Logistic regression analysis of the factors affecting the positive expression of TGF-31, HPV16VLPS-IgG1 and

IgG2 antibodies in serum of cervical cancer

PRI AE 1 175 1 BH S.E A8 Wald 3 OR 95%CI PE

1% TGF-B1 PR FR Ik HYV LR -2.461 1.204 4177 0.085 0.008~0.904 0.041
FIGO 431 2.688 1.187 5.123 14.695 1.434~150.623  0.024

W L5 RS 1.459 1.234 1.398 4.302 0.383~48.308 0.237

(s, 1.876 2.398 0.612 6.528 0.434

1L HPV16VLPs-IgG1 HY LR -2.760 1.213 5.176 0.063 0.006~0.682 0.023
BB 415 FIGO 431 3.011 1.241 5.885 20.312 1.783~231.373  0.015
W L5 RS 1.027 1.306 0.619 2.794 0.216~36.131 0.431

W 1.700 2.419 0.494 5.472 0.002~0.283 0.482

B S ML HPV16VLPs-1gG2 YUME TR -3.841 1.316 8.519 0.021 0.004
BRI % FIGO 4331 3.746 1.342 7.789 42.360 3.051~588.183  0.005
W L5 RS 1.459 1.454 1.007 4.303 0.249~74.446 0.316

W 2.137 2415 0.783 8.474 0.376

TE UM - 1=(% Pl 2=/ 7010 s FIGO 3 W1 - 1= 1 1, 2= 11 ~ T3 5 bk (L 4556 78 - 1= 56 %, 0=TC 465 .

HPV &5 7E— 4N ARG B (B A — &84
HMETE BRI HPV , JE H 2 HPV16 & 58 CIN H &g
FUEM R, HPV B AR 75 I B sl Rk
F B T HUA R G 7, B, wT DURE I 35 fo g%
PR PSR R B HPV e AL 28 I 545

H A £ 1 Th2 4 i AT 38 28 4350 98 1 B F- 30
IgG1, Thl 4i Jifd i i 43 W TGF-B1 & ¥ Hox 1kl
IgG2""" . Wang 5"l 5¢ & B, HPV UL 37 Il 3
IeG1 # B3 T, HJ e 2300 e Sk ' S50 1) 1 57
& B PR 28, HEr S A G JRURS: Bl 126G AKSF- B T
M HEIN . SA Mo LB, KR4 L35 1egG Pk
(+), 1 HPV16-DNA (- ) [/ 1E % 2o, Hom i fr ik
FE P 1gG2 M 3 ;5 1M 48% Y HPV16-DNA (+) [
CIN } 5%1# HPV16-DNA (+) (45 #5095 2o e , Rk
I i A 1gG2 o E ik, $7R HPV &L 5 DA
HPV16VLPs-1gG2 i 1A b 3= 1 e 8 = i 0] G Xf
HPV J& YL 75 bR e CIN 1 36 55 5 A & 20 31 0 4
Y A SCERSE BUBIFST & B, CIN FE 859
FH MY N TGF-B1 B FL Az (A iy e i 34 B 8 7o
TGF-B1 59 41 i 18 L Ik 0 &85 7 A% R i o3 1 4
YN, #2278 TGF-B1 = ik B HUE M R 2R
M2z — IS5 EIRENEERE,

BT LE R J BL, Bl A E S50 728 SO ) T
IiL.7# TGF-B1 . HPV16VLPs-IgG1 il 1gG2 $i 14 PH
FEIRF KW A (E B TH i, 2 BH & FR bR LG
=E ARG BH P BE AR 2 BUAE HPV SR, m] R BE A
HPV &4, & R HPV 19484511 HPV16VLPs-I1gG

PR R 35 T BE I 4 X 1ML 3 TGF-B1 223k A4 18 ¥ 1
PE e SR AR B &R R R . S A0, AR HPV &+
B HPV &L CIN [ H#% L 1gG2 Hifk %5
g E, CIN I~ B B 39 i3 W LA 1gGl ik &
KON E AR BRI BR 5 Thl KR AT 56, 1 B B #91
s 7 i JEE ) () T v 4 1] Th2 2 0 5 7%
GhARBFGE I R I, B SRR AL LU AR EE D
J FIGO 41391 1~ 1 38 2 5 9 A8 % TGF-B1.
HPV16VLPs-IgG1 F1 IgG2 Hi 44 BH 1 22 35 il it <7 1
WK %, 4275 K0 TGF-B1.HPV16VLPs-IgG1 Fl
TgG2 B 1A BH 4 15 155 B0 1T RE X PRAT B 0080 17 I
fiE B —E S H M E,

AW 5E th F HPV L K i 77 76 B e) 22 5%
HPV 244 J5 AR B[] P9 A BEAE 1 5 s il 21, 3
220 B HPV 1 85 R o o & B Vs et bt
PRSI B , 76 3 R R 9B 58 v 75 ZE X HPV AH %
i A AE 5 I AE B 1 43 B, S HPV16VLPs-1gG1 1
IgG2 Hii 1k . TGF-B1 i A HPV AH &5 2 W7 6
I7 1A AR AR PR B

S% 3Lk

[1]  Hoffman SR, Le T, Lockhart A, et al. Patterns of persistent
HPV infection after treatment for cervical intraepithelial neo-
plasia (CIN) : A systematic review [J]. Int J Cancer, 2017,
141(1):8-23.

[2]  Mittal S, Basu P, Muwonge R, et al. Risk of high-grade pre-
cancerous lesions and invasive cancers in high-risk HPV-posi-
tive women with normal cervix or CIN 1 at baseline—A popu-

lation-based cohort study[J ]. Intern J Cancer, 2017,140(8) :
1850-185%. (F 44 937 7)
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AW ES 2R RS T 4IERT: PD-1 #3kK 4T
JHe #E P ) PG L

APUR EOB RemR A R Fp

[ ZE] B#H o¥rshS IR R R (PCT)BCS T 40HE FFRE P 5T 52 48-1 (PD-1) ik /K
X HEREAE WU BN . FFiE 8 20184 10 H 2 2020 4 10 AARBE 202 i = (EICU) L EAE =
(ICU) IR Y 195 Bl e BRhE e MBIFIE 42, i 4 28 d SR U B L 00 MAET-4H (n=37) 5774 (n=158) , 1L
B SRR A B S8 PRI/ (APACHE 1) JEUAH MR B D RE S350 (SOFA) ] ARG |
ABE 3~4 d.7~8 d J5 PCT . T 400 V.7 PD-1 35 CD3'T 41 Jifd PD-1(PD-1/CD3*) .PD-1/CD4" ,PD-1/CD8"
CD4'/CD34iiffiH PD-1.CD8"/CD3* 4l fifi 1 PD-1], 5347 PCT . T 4 i34 PD-1 ik 5 APACHE Il .SOFA 1
SRR IR BERE TR (952 B 22, PPN AS[R) B 0] 25 PCT 166 T 20 M PD-1 ZR35 % eI 105 19
WM E, &R T4 AR 3~4 d.7~8 d i PCT.CD4/CD3 "4 fifi o PD-1.CD8*/CD3*4iiff1+ PD-1 ¥ T
AR, 22 A Bt T X (P<0.05) 5 ABE 3~4 d.7~8 d 5 PCT .CD4"/CD3* 4l fifl - PD-1.CD8*/CD3"£jil Jfd
o PD-1 %35 #) 5 APACHE I .SOFA 143 52 1EAHE (P<0.05) 5 APt 3~4 d.7~8 d J§ PCT .CD4"/CD3" 4 ji
o PD-1.CD8"/CD3 "4 g PD-1 335 J2& e 5 i T 1) 2 ZE %0 Rl % (P<0.05) 5 A B 7~8 d J5 PCT.CD4"/
CD3'4fiffii ' PD-1.CD8"/CD3" 4 i 1 PD-1 156-& F0M Ak B AE 05 1 28 N RIFL(AUC) e k. 4538 s
M PCT B4 T 4HMERE PD-1 2235 1] S e BEAE AT XA YT Jr Sl e 05 F0m 4 A mT 5440

[RER] AWM, FBRESERE; T AR BT R T 2211, MaliE; T

Dynamic monitoring of procalcitonin combined with PD-1 expression level of T cell subsets
for predicting prognosis of sepsis

ZHONG Jian', LI Shaohong', CHEN Jincheng', CHEN Dan' , ZHANG Wei', LI Xiaoyue®*

[ 1. Department of Emergency Medicine, Donghua Hospital Affiliated to Sun Yat Sen University (Emergency
Department, DongGuan Tungwah Hospital , Guangdong Dongguan) , Dongguan, Guangdong, China, 523110;
2. Department of Critical Care Medicine, the Fifth Affiliated Hospital of Zunyi Medical University, Zhuhai,
Guangdong, China, 519100 ]

[ABSTRACT] Objective To analyze the predictive value of dynamic monitoring of procalcitonin
(PCT) combined with T cell subsets programmed death receptor-1 (PD-1) expression on the prognosis of
sepsis. Methods From October 2018 to October 2020, 195 patients with sepsis admitted to the emergency
intensive care unit (EICU) and intensive care unit (ICU) of our hospital were selected as the research objects.
According to the prognosis of 28 days, they were divided into death group (n=37) and survival group (n=158).
The baseline data [acute physiology and chronic health evaluation- I (APACHE Il ), sepsis related organ
failure assessment (SOFA) ], the expressions of PCT and T cell subsets PD-1 [CD3'T cell PD-1 (PD-1/CD3"),
PD-1/CD4*, PD-1/CD8",PD-1 in CD4*/CD3" cells, PD-1 in CD8"/CD3" cells | at admission, 3 to 4 days, and 7

to 8 days after admission were compared between the two groups. The correlation between the expression of

AERB A ETASFABLEE LT A (2018507150461630)
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PCT, T cell subset PD-1 and APACHE 1I, SOFA score was analyzed, and the factors affecting the prognosis of
sepsis were discussed. The predictive value of PCT combined with PD-1 expression of T cell subsets at different
time points on the prognosis of sepsis was evaluated. Results The PCT and PD-1 in CD4"/CD3" cells and in
CD8*/CD3" cells in the death group were higher than those in the survival group 3 to 4 days and 7 to 8 days after
admission, and the difference was statistically significant (P<0.05). The expressions of PCT and PD-1 in CD4"/
CD3" cells and CD8*/CD3" cells were positively correlated with APACHE I and SOFA scores 3 to 4 days and 7
to 8 days after admission (P<0.05). The expression of PCT and PD-1 in CD4"/CD3" cells and CD8*/CD3" cells
were important factors influencing the prognosis of sepsis after 3 to 4 days and 7 to 8 days after admission (P<
0.05). The area under the curve (AUC) predicted by the combination of PCT and PD-1 in CD4*/CD3" cells and
CD8'/CD3" cells 7-8 days after admission to the hospital was the largest. Conclusion Dynamic monitoring of
the expression of PCT combined with PD-1 of T cell subsets can provide a reliable basis for the formulation of

early targeted treatment plans and prognosis prediction of sepsis.

[KEY WORDS ]

Sepsis; Prognosis

e 75 0E 2 TEOAE W37 = (itensive care units, ICU)
BEIT- ) EZ RN, FAS T, et AR MR
iE B AN EL > 1900 J7, b BE R 5 ik 25% ~
80% ' M HEAE g FRML W B A M OGRS AR
AR 5 B AR g T B G S8 o sz I e G 32
S BEAL I, 0 R M SE T 32 4K -1 (programmed
cell death-1,PD-1) 7 T 20 Jifl M2 A 9 35 2 P 5 R 3k
AIREE S HRBEMGIe lin HE N E . BFESR
Jiit ( procalcitonin , PCT ) J2& — Ft A 5 14 31 2 [ i 2%
E1102 7/ N I B D S R S & Y U N B
J# . BRI OCT PCT BE G T 40 i W H¥ PD-1 3k %)
J¥e R A IS ) T 8 R I R i A 7 A W AT
20k . BT, A 22 B A W PCT
BEG T 20 M ML HE PD-1 2 3Kk 7K 1 X e 5 A 79U 19
T AN 1A

1 AR

11 R

P 2018 4F 10 A & 2020 4F 10 A AR 202 M
$" & (emergency intensive care unit, EICU) ) ICU
WA 1 195 151l i 50 S8 38 AR SE X4 3456 k7
KEIZ W bR HES s HEBR A MR . 3 B S e R A
J R i DI RE A s ABERT 2 JA f WS e B R
B CH A RE S e o2 DI RE 245 W) 45 5 RO PR AR e |
VPR A A BRI A B e o . Hh &
68 5 , 13 127 1], 45~72 &, 4F % -1 (56.20+4.16)
% A 28 d Ja TS 1E Lo AL T (n=37) 54
FEH (n=158) . APt 2 A 23 4 PR &
ARG, DFFERT G K [ 2

Dynamic monitoring; Procalcitonin; T cell subsets; Programmed death receptor-1;

1.2 Kk
1.2.1 ¥R

R FH — M ] A 1) 265 OB AR A AF Ay ) kg
KR YA St A B 5 8 PR AR P (acute
physiology and chronic health evaluation I ,APACHE
D)™ G AR AR B e = 58 777 (sepsis related
organ failure assessment, SOFA) ' 4¢ [N %% , Hop
APACHE I PF4E R 0~71 43, 1550 S I RE i 5
IEAHIG ; SOFA P FEAL SR ARS8 LK R S8 JH
EZRGE OIS RGE AP R GE B RS 6 T, 6k
53 0~24 53  VFA3 ARG, RO il Bk | i f Bl
1.2.2 PCT.T #iffI V¥ PD-1 Rk F I

3T AR  ABE 3~4 d.7~8 d J& 25 I Bt
JE Bk 4 mL, Y3530 2 43 : QB A —1453 , F R
BLOAEFEL1 000xg 2500 10 min (B0 8 em) ],
B E VW, 80T IR PR A7, AR 4l B 1 % G2 W]
E170 4= H 3l A2 A S i 4 B A S e 53850 &
LB A5 I 5 1L 7 PCT /K- 5 @55 — 10 i s a2
K YUt , AR5 22 [ Becton Dickinson 23 ] i X 41 A
U8 B 45 2 CD3"T 4il ffil PD-1 (PD-1/CD3") |
CD4'T #ii fifi PD-1(PD-1/CD4") .CD8"T 4l il PD-1
(PD-1/CD8") .CD4*/CD3" il ffi }* PD-1,CD8*/CD3*
AffLrh PD-1 %35
1.2.3 IRITNE

A BB A BN T SRS 258, [T
DLE SR 3CHE T FE ML 5 A 0E 7K H i o R el 35
BLAFSRERINGR YT
1.3 Guilt2#Jrik

K FH G811 24 Bk 14 SPSS 22.0 A4b BEBCHE , 11
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TR (% £5)H3A P I) F A o AR 56 5 0%
B n (%) F=om ¢ KB s R A COX [l 9 43 A7 ik
FEIE T B9 52 1 (R 22 5 2K ] Pearson #H ¢ 28 B0pE Y
A3 Hr PCT . T 40 Mo WV #f PD-1 %835 5 APACHE 1[I .
SOFA 143 () AH Gk 5 2 il 32 10 & T VERRAE i 2k
(ROC) 73 2 #h 28 T i FL(AUC) , Kz 50 A B 3~4 d
7~8 d J5 PCT ¥X & T 41 i 7 #f PD-1 3% ik XJ ik 2¢
iE UG BTN . LA P<0.05 R 22 58 48 it

2 #R
2.1 P REL TR L

WL AR WS 0 RGOSR YR 3 22 RIS
=X (P>0.05) ; J&YLZ5H APACHE I #¥¥/> .SOFA
PR AR, 2R A G2 L (P<0.05), g1,

F1 MABELABLE (2(%), (xxs) ]
Table 1 Comparison of baseline data between 2 groups
[n(%), (x£5)]

T A AFEH

ikl (i=37)  (nmsg) AN P
Bk 24(64.86) 103(65.19) 0.01  0.970
AR () 58.44+12.61 55.68+15.94 0983 0.327
I 3 11(29.73)  44(27.85)
AL 9(24.32)  35(22.15)
HJrHH?éfz 8(21.62)  31(19.62) 0569 0.989
I 7 Sk 4(10.814)  20(12.66)
J g 4R 2(5.41) 12(7.59)
HAth 3(8.11) 16(10.13)
JHeEEAE 13(35.14)  99(62.66) 0990 0.002
MeREPEAR T 24(64.86)  59(47.34)
APACHE [l PF43(43) 23.924#823 15.28+6.84 6.644 <0.001
SOFA 1141 (41) 10.1424.76  6.36x3.92  5.061 <0.001

2.2 LA [F A 5 PCT T 40 il W73 PD-1 234
R

YET-4H A B¢ 3~4 d . 7~8 d J5 PCT .CD4"/CD3"4fl
Jfg PD-1.CD8'/CD3" 4fi i ' PD-1 ¥ FA 74,
ERAGIFE L (P<0.05), WE2,
2.3 PCT.T 40 W Hf PD-1 %355 APACHE 1I |
SOFA 1143 A &1

Pearson A &/ B o] 1, ABE 3~4 d.7~8 d J&
PCT . CD4"/CD3" 4ii it /' PD-1,CD8"/CD3" 4fl fifl
PD-1 %355 APACHE II .SOFA P43 5 IF A6
(P<0.05), L3,

%3 PCT.T#AEIEE# PD-1 K55 APACHE 1,
SOFA 143 By #8 K 1%
Table 3 Correlation between PCT, PD-1 expression of

T cell subsets and Apache I , sofa scores

e APACHE [l ¥4y SOFA 1143
A PAH A P
ABE 3~4 dJ5
PCT 0.508 0.009 0467  0.014
CD4'/CD3 4l ig ' PD-1  0.519 0.005  0.520  0.004
CD8'/CD3" 4l PD-1  0.537 0.001  0.543  <0.001
ABE7~8 dJ5
PCT 0.635  <0.001 0.629 <0.001
CD4/CD3 4 fif PD-1  0.607  <0.001 0.598  <0.001
CD8'/CD3* 4iffif PD-1  0.624  <0.001 0.615 <0.001

2.4 MBRENE U S0 P 2R

PLEBCE 28 d J5 Tl o R AR & (A fF=0, 38T =
1), #57 COX [HBERY B YL 2R SOFA 757
APACHE I 145, ifi LR 55 HoAh R R & )5, ABE
3~4 d.7~8 d i PCT.CD4"/CD3 "4 fifi *f PD-1.
CD8'/CD3" 4t it H PD-1 & 3K AT5 /2 Ik 8 10 f (1)
FHZI N R (P<0.05), Wik 4.

X2 WAARMIEEPCT.T AT EE PD-1 RiLELE (x+s)

Table 2 Comparison of PCT and PD-1 expression of T cell subsets between the two groups at different time points (x+s)

k 1/CD3" i s - N D3 A D3 A
ABERF JETT4 37 49.66x1856  8.60+3.49 4.43+1.39 3.87+1.50 15.69+6.16 18.59+7.93
MEAE 158 48.30£14.14  9.39+2.15 3.86+1.84 4.12+2.25 16.89+5.80 19.53+6.81
i 0.494 1.761 1.769 0.643 1.120 0.732
Pl 0.622 0.080 0.079 0.521 0.264 0.465
ABE3~4dJF  FETSZH 37 68.63x2049  10.87+3.31 5.10+2.72 4.39+2.10 22.91+8.10 23.68+6.65
HEAEA 158 39.45%15.27  9.88%5.69 5.05+2.57 3.78+1.66 13.82+4.06 17.39+5.75
tHH 7.936 1.843 0.105 1.908 9.828 5.810
P1H <0.001 0.067 0.916 0.058 <0.001 <0.001
ABE7~8dJ5  FETS4H 37 73.8422043  11.58+2.51 5.14£2.24 4.26x1.16 26.98+10.61 25.51+8.02
A 158 35.62+13.86  10.54+4.55 5.5422.10 4.33+1.06 12.47+5.49 16.15%4.86
i 13.677 1.342 1.030 0.355 11.776 9.173
Pl <0.001 0.181 0.304 0.723 <0.001 <0.001
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x4 KREBEBEZMER COX ER5#

Table 4 COX regression analysis of prognostic factors of sepsis

S B S.EAH Wald y* {8 HR 95%CI P
APt 3~4 d J5 PCT 0.990 0.328 9.106 2.691 1.695~4.271 <0.001
CD4'/CD3" 4l ifg ' PD-1 0.911 0.332 7.530 2.487 1.592~3.885 <0.001
CD8'/CD3 4 Jifg ' PD-1 0.829 0.340 5.946 2.291 1.468~3.576 <0.001
ABE 7~8 d J& PCT 1.149 0.319 12.971 3.155 2.041~4.876 <0.001
CD4'/CD3"4f fifi #* PD-1 1.007 0.308 10.690 2.737 1.735~4.319 <0.001
CD8'/CD3" i ig ' PD-1 0.923 0.297 9.664 2.518 1.614~3.927 <0.001

2.5 ASIEEFE] A5 PCT T 40 9 P B PD-1 3% 3k X B
FRAE FUA 09 T (e
2+t ROC <k s, APt 7~8 d J§ PCT.CD4"/

CD3*4ijite F* PD-1.CD8*/CD3" 4 il PD-1 ik 5k
AP e B RE TR Y AUC KT ABE 3~4 d i, Bk
B R4k 81.08% 94.30% . WL 5.

R5 AERESPCT.T I EE PD-1 R XTIk E £ W R BN &

Table 5 the predictive value of PCT and PD-1 expression in sepsis at different time points

L AUC 95%CI Z 1 cut-off (i MURIE (%) 4% (%) PiH

AP 3~4 d J5 PCT 0.797  0.733~0.851 7.051  >58.98 pg/L 67.57 79.11 <0.001
CD47/CD3" 4fiJiii 1 PD-1 0.756  0.690~0.815 5.221 >20.54% 59.46 89.24 <0.001

CD8'/CD3 4l Jifu /' PD-1 0.765 0.699~0.822 6.097 >22.07% 67.57 81.01 <0.001

AT 0.850 0.792~0.897 8.579 - 70.27 93.04 <0.001

APBE7~8d )5 PCT 0.830  0.770~0.880  8.967  >59.04 wg/L 62.16 89.87 <0.001
CD4"/CD3 4l Jifg ' PD-1 0.831  0.771~0.881 7.836 >21.18% 64.86 91.14 <0.001

CD8'/CD3 4l Jifu "' PD-1 0.826  0.765~0.876 7.301 >21.64% 75.68 80.38 <0.001

A T 0.941 0.898~0.970  21.984 - 81.08 94.30 <0.001

3 itip

T 241 0 A 0 2 A1 ol 75 A S 8 0 1) D2 1l 11
SEHLHICT, T PD-1 38 3 45 & A e PE A i e T A 1
BC{A-1(PD-L1) , 0] if5 5 0 32 (AR 245 2 R e Ak by ik
P45 H IR BE TR AL , 75 3 M5 S A%, AT 7= A 7
PEVE S, D] T 40 i SIS FE DI 6E . oy A S
5 ' PD-1 AR Ryt M SR o 1, LR IA AL |
W, $#&78 DCregs 431k, iT 1l T 40 j % 1L, = 5 4F
JE G e i A2 T 1

A5 7%, CDAY/CD3* 41l Jifd tf PD-1 ., CD8"/
CD3" 40l fifg v PD-1 7E R T 0E 4L T2 f8 % vh 2 5 % T
R IR B B ORGSR RT e AE
T T Y B PD-1 £ A FF 2 Th i — E R ]
5| K 2 KL AR VT W Ty 8 B 15 55 0 I A SR L B
CDA'T 4 i 8 T 5 JE& Ak, 3| CDAT 4i it 3% 4
753 Treg 40 L B K & A0 M A 3 10, 2E 1M 94
T 200 it ek 3 A R 4 P SR AT T 40 f 2 1)
AE, A0 G FF LM N AT 3 G0 g SR B, DA T 1S
Jie 59 B F AE T KUK . APACHE I | SOFA ¥ 43
2 E T PR DAk e B2 RF A8 25 1 R B 1 2 22 48
br o AN B 5E 42 Pearson A1 5 ME 4 M1, ABE 3~4 d.

7~8 d J5 CD4"/CD3" 4 ifi th PD-1 . CD8"/CD3" 4l Jifd
1 PD-1 R ik 5 MEEAE AL T % APACHE 11 |
SOFA P FETE IE A G, 3% — 25 SR (142 s e 1
T 41 JfL S 3 PD-1 & 15 X Ik 5 E A8 2 0 15 )™ 7
JERAWRE T .

PCT J& I R 32 TA AT 14 41 T Jk g FL 30 1 2
PR, HoKSF- 7R RREE 1 R E ol A B G 58 50 Hh
PSR G e R g RN A A 96 1) i B AE
SR R B, Bl A R HE RS, R EEE SE T B 3 PCT /K
- B RF ST, SCREAS I AT A, 3X AT AR IH
T M HERE FE T AR A G T R TCVE S B A A
el 5y K 2 B AR LR A, O RORE B
N7, T 2L PCT ARSI BT . i — 24
COX [l )54 #rnl 1, ABE 7~8 d J5 PCT HR {H K
3.155, £/n=42.87 pg/L B FHTEREIT 2 50T 19 fa B
i 2 <42.87 pg/L B & 1) 3.155 5, {1 T PCT J&
JHe BEAE B E BB T I T ST e B PR H L e AR
G AEE—E 22 5, Ve S AREA & R
WAL A IR E B S OLA G, (H i T MR AT
BRI e SR R AR — IR RN
P FE BRI AH L, 22448 BRI A S BE E AR T AL
BEWE .
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R, A BIF 5% 22 06 A T, &5 51 o, A B
7~8 d Jii PCT,CD4"/CD3" 4l fifi 7 PD-1,CD8"/CD3"
4 s v PD-1 3K T e 1 5 B 9 AUC KT A
Bt 3~4 dJ5 o $E/RIBEA KN PCT T 4i i I 7 PD-1
FE IR TR R I A M AL BEIE VR 9T L H T R
Je ) E BT B

25 b ATA, ST PCT 64 T 20 7 PD-1
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WBC.CRP/LYM% . PLT {195 7 . PP 1 4 1 S e vp
WL E

AR G AT KEE G

e

[(# Z] B HiTHg4iiE(WBC) .C N & 5ikk B4 E 43 Le Y LA (CRP/LYM% ) | IfiL/Mi
(PLT) FE9 85 WP WL T8 20 R R R I S 02 Wi sl . 73k 2B 2017 4F 5 H & 2020 4F 6 A AR A A2
ZITIZWGER I 62 011955 T M 2 ME T I 2R Gt B 83 T2 66 11 40 TR P 20 PE T i R e B e SR 3 (A A
), 5 BRI AR o0 35 B4 3 A REVE 0 REZH o HUAsE 3 4 R 2 I IR T 40 T JR e A [ 7™ o L
# WBC .CRP/LYMY% PLT /K-, 3 BT 45 F6 b 5 7™ F A J3E (78 4 DG B o 5 I W% T8 40 T J e 1) S 132
Wi, 58 341 WBC.CRP.LYM% .CRP/LYM% .PLT [L# , 22 %4 4112 & X (P<0.05) ; WBC,
PLT 5 8™ &5 2 fAH G, WBC .CRP . CRP/LYM% 5 I W 38 A1 B e ™ Fi Fit i 422 1EAH G, PLT 551
R 3 200 T SR e 7™ B 3 A 6 AH O (P<0.05) s WBC 28 512 Wi 75 I W38 41 1 Bk e 1) 1 28 F mi AL (AUC)
KF CRP.LYM% .CRP/LYM% .PLT, 4 0.865, Z5if WBC.CRP/LYM% PLT X375 - 1K 8 41 144 Jak
HA— @ SRS Wi B, I R R A BN FHBL B 25 0087 A2 099 155 5 VA B A 5 56 = 3000 S ko

[EER] (A0, CRNVE M ; WRELLIE 4 b s /R R 5 P 2 B Jk

Diagnostic efficacy of WBC, CRP/LYM% , PLT in viral and respiratory bacterial
infections

LIU Jia, SUN Chengdong, ZHANG Xuemei, BAI Lu

(Department of Infectious Diseases , Beijing Jishuitan Hospital, Beijing, China, 100096)

[ABSTRACT] Objective To investigate the differential diagnosis of white blood cell (WBC) , C-
reactive protein to lymphocyte percentage (CRP/LYM% ) , and platelet (PLT) in the differential diagnosis of
viral and respiratory bacterial infections. Methods From May 2017 to June 2020, 62 patients with viral acute
respiratory infection (virus group) and 66 patients with bacterial acute respiratory infection (bacterial group)
admitted to the fever emergency department of our hospital from May 2017 to June 2020 were selected, and 35
healthy people from the physical examination center during the same period were selected as the control group.
The WBC, CRP/LYM% , and PLT levels of the three groups and those with different severity of viral and
respiratory bacterial infections were compared, and the correlation between each index and severity and the
differential diagnosis value of viral and respiratory bacterial infections were analyzed. Results There were
statistically significant differences in WBC, CRP, LYM%, CRP/LYM%, and PLT among the three groups (P<
0.05). WBC and PLT are negatively correlated with the severity of the virus. WBC, CRP, CRP/LYM% were
positively correlated with the severity of respiratory tract bacterial infection, and PLT was negatively correlated
with the severity of respiratory bacterial infection (P<0.05). The area under the curve (AUC) of WBC for
differential diagnosis of viral and respiratory bacterial infections was greater than CRP, LYM% , CRP/LYM%,
and PLT, which was 0.865. Conclusion WBC, CRP/LYM% , and PLT have a certain differential diagnosis

efficacy for viral and respiratory bacterial infections, and they can provide laboratory data support for the
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clinical rational application of antimicrobial therapy and the promotion of disease outcome.

[KEY WORDS]

Respiratory tract bacterial infection

SR 2R GG Ayl R DL e PR L A
KT Ny, H kA BRI T BE5 40 R 0 5 55
9o ST ) AR W I T R BT R 2L, 53 K
WER, MG RN SR REBA O, H5 AR T
SRR T G BRI Wi 8 0101 375 < N s S /N [
H T I IR 24 R g i i SR e ) B0 34 3R Bk
MR | A I R AR, B o AR TR L SRR
S SEE . HI IRR— R A B izl T B B
AEEME. E 40 (white blood cell, WBC) 2L
RHCHUIR R A iR 2B BB 4. Il /MR
(platelets , PLT) 1 by — 1> DB o 93 4 i, 2 FR 9% %
P BN ) I R BRI LA A 43 L (lympho-
cyte percentage , LYM% ) A JZ BRALAAR & AE [ v, PEAK
BILAA SR % B35 3 7 5 C J2 i 3 1 (C-reactive pro-
tein, CRP) IR ] PR FE LA R R S Pk e I 28 (H G
T & WS S W 2P 3R Gl e 2 A rh
AN I PR 1 A 58 WA, A it — 2D UE S, BT
I, A58 24808 7F WBC . CRP/LYM% ,PLT 7£ 5
B ITICE A R TR S RS AL e . TRIB AT .

1 ERAT

11—k

YEHL 2017 4F 5 H & 2020 4F 6 H A &k #h&is
T2 WA B 62 5195 B T 2k v R Gk gy /i 3
R EELL) .66 191 4 P 1 S PR P 2R e a3 (4
B4 , e BRI A ey 35 il filt e AREAR S
W2, Hih R4 4 25 1), 3B 37 44, 4F 48 T 44
(23.67+2.72) % s A TR 4 - 2 22 f41], 15 44191, AF- 4% F-
17(22.86+2.94) % s X HR4H - L 12 441, 15 23 ], 4F %
F1(22.733.15) % . 3 AR MERIGEREA YR
B, RG2S E L (P>0.05) . ARBEAETIZE 614
2P R A5, F S S 0 TR
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BRIERGEIRE T A R
12 ik

TR T AU A HAN R i 6 mL, 35508 2 4
OB —0y, BT 4 WD R —Fipese s ok
FH 8001 4> H 2y il 44 MY 53 A A I % WBC ., PLT,
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AU HAE ; @5 — 0 H AR FE[2 500 1/min
B0 8 min(B5.02F42 6 cm) 1, U EIH W, 70 TR I
PRAF . 32 FH AP Fe iUkl i CRP, P A% 4% B T i A
AR PR rl R R S Ui A
1.3 WEHE R

D #: 3 41 WBC ,CRP .LYM% ,CRP/LYM% .
PLT. QWHERRE T TE 20 A B Y AN [] 7 o A i
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Hh I ™ AR AR R T R S I T TR A
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2.1 341 WBC.CRP.LYM%.CRP/LYM% PLT 4%
3 41 WBC.CRP/LYM% M4 - 411 1 2H > % IR 41 >
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XTRRAH , 22 A gei 2B L (P<0.05), WL 1,
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&1 34 WBC.CRP.LYM%.CRP/LYM% .PLT Lt %5 (x+s)
Table 1 Comparison of WBC, CRP, LYM%, CRP/LYM%, PLT in 3 groups (x+s)

25 %L WBC(x10"/L) CRP(mg/L) LYM% (%) CRP/LYM% PLT(x10%L)
R EEL 62 5.82+1.84% 10.22+3.34% 46.45+5.09" 0.22+0.06° 180.47+52.42"
IR 4 66 14.25+4.08° 18.86+6.27° 31.97+7.38" 0.59+0.18" 152.68+50.09°
X HE 20 35 7.09+2.25 8.15+2.65 22.64+1.89 0.36+0.10 213.05+65.28

FiE 138.679 81.889 214.338 133.475 14.326

P <0.001 <0.001 <0.001 <0.001 <0.001

T S5 IRA L4, "P<0.05 5 5 40T 4 L4, PP<0.05,

2.2 i B YL A [A] ™ EOFE % WBC., CRP,
LYM% .CRP/LYM% .PLT /K 4%

I BRI LR R EE R B # WBC \PLT [bA: &
JE<HEE<BR P, 22 A BT R L (P<0.05) 3 5 7
AN [E) " E PR CRP/LYM% CRP #5253 B 5E
THFRE L (P>0.05) 5 HP RN R B 5 LYM %
TR B (P<0.05) , P (B BHH LYM%
Fis, 2R S F R L (P>0.05) . W3 2,

2.3 I W IE 40 B R G R[] R R
CRP.LYM% .CRP/LYM% .PLT /K H. 5%

WP I G A TR Rk GO [ ™ R E WBC,
CRP .CRP/LYM% L4 : ERESHEESER R 2 7 A7
it B X (P<0.05) ; PLT ML # « 8 3 <P i <52
i, 25 01 X (P<0.05) 5 AS[6) 240 B R e
EHRHAE LYM% L, 2% LR it =8 L (P>
0.05), W3,

# WBC.

x2 HEBREARTERREH WBC.CRP.LYM%.CRP/LYM% .PLT tb# (x+s)
Table 2 Comparison of WBC, CRP, LYM%, CRP/LYM%, PLT in patients with different severity of virus infection (x +s)

215 n WBC (X10’/L) CRP(mg/L) LYM% (%) CRP/LYM% PLT(x10"L)
LYy 26 8.02+2.55 0.88+3.03 42.96+5.69 0.230.06 205.42+62.34
g 20 5.11+1.62° 10.15+3.17 48.33+6.08" 0.21+0.07 176.33+55.91°
Fiilis 16 3.13+1.02° 10.86+3.42 49.366.44" 0.22+0.06 145.10244.68"
FAH 32.562 0.478 7.219 0.565 5.781
Pl <0.001 0.622 0.002 0.571 0.005

T 5RIE A, P<0.05; 59 ¥ i, "P<0.05,

x3 MPIREMAEBARETEREEH WBC,CRP.LYM%.CRP/LYM% .PLT Lt (x+s)
Table 3 Comparison of WBC, CRP, LYM%, CRP/LYM%, PLT in patients with different severity of respiratory tract bacterial

infections (x+s)

25 %% WBC(x10"/L) CRP(mg/L) LYM% (%) CRP/LYM% PLT (x10"L)
LYy 28 11.02:3.54 13.64+4.76 34.10+9.06 0.40+0.11 180.15+52.26
o 20 15.15+4.82° 18.14+5.19° 31.28+7.89 0.58+0.18" 150.29+49.88"
EYi S 18 18.2745.01° 27.78+8.63" 30.87+8.11 0.90+0.27* 112.60+35.43®
FH 14.238 29.073 1.033 36.335 9.972
Pl <0.001 <0.001 0.362 <0.001 <0.001

T SRR UL, P<0.05; 5 EE LA, PP<0.05

2.4 WBC,CRP.LYM% .CRP/LYM% .PLT 5 J5
B PR T A P R AR B G R

Spearman # 17 #H 5C 1 43 #1 . 7= , WBC . PLT
5 s B ™ H R 2 UM ¢ (P<0.05) , CRP,
LYM% . CRP/LYM% 5 %5 % /™ 55 72 Ji 1F #H ¢ P
(P>0.05) ; WBC.CRP.LYM% . CRP/LYM% 5 I

W T8 20 B JR e ™ i AR 5L IE A ¢ (P<0.05) , PLT
5 0% 3B 40 B R Y Ml R R A G (P<
0.05), W4,

%4 WBC.CRP.LYM%.CRP/LYM% .PLT 5% & ./
EHAEBRATERENXR
Table 4 The relationship between WBC, CRP, LYM%,
CRP/LYM%, PLT and the severity of viral and respiratory

bacterial infections

J5h7 Joa i R M-8 S 200 ok e 7 o e
r{H P1a r{8 P
WBC -0.602 <0.001 0.625 <0.001
CRP 0.106 0.734 0.562 <0.001
LYM% 0.135 0.697 0.097 0.825
CRP/LYM% 0.116 0.785 0.719 <0.001
PLT -0.517 <0.001 —0.488 <0.001
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2.5 WBC,CRP.LYM% .CRP/LYM% . PLT % %I
ZWHRTE I E 41 T L ) ROC

PLIR R AN BHE AR A, LA B 2 R PR PERR AR
2 i 25 6 bn 5 0032 W #E VT R TE 4 R Rk S 1Y
ROC, £5 3 .75 ,WBC .CRP .LYM% .CRP/LYM% .
PLT 45112 Wi i) AUC 4351 24 0.865.0.793 ,0.775
0.812.0.686(P<0.05), W5 .F 1,

&5 ROCHIER
Table 5 ROC analysis results

cut-off {H TR 4 i

1R AUC (%) (%)

95%CI

WBC 0.865 0.794~0.919 <9.47x10°/L 93.55 71.21 <0.001
CRP 0.793 0.712~0.859 <16.12 85.48 60.61 <0.001
LYM% 0.775 0.693~0.844 >38.71 75.81 72.73 <0.001

CRP/
LYM% 0.812 0.734~0.876 <0.44 95.16 65.15 <0.001

PLT 0.686 0.598~0.765 >165.22x10°/L 61.29 71.21 <0.001
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Figure 1 ROC for differential diagnosis of viral and

respiratory bacterial infections by WBC, CRP, LYM%,
CRP/LYM%, PLT
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AR R AR X B, F T SRR 4 % BR 2 RLP76 \ Wip-1 J% Gal-9 K-, 73 #r 3 ¥64n 5 T &
DA JES 8 6 05 BRI AR R TR e . BETTE 20204 2 H, TR BUGIE L. SR T2 N EE 4
RLP76 Fl Gal-9 PHE 3 ] Wip-1 #ik w3 35 m T4 A, 22 F 3R Gt L (P<0.05) . A ik 855%
1Y f. 75 RLP76 Fl Gal-9 FH L Wip-1 Rk 35 = T W L5 H % B3, 2 R I A St L (P<
0.05), MHilZH RLP76 Fil Gal-9 BHER  Wip-1 F ik i 3% o T B E X B Je2s (A R4, 25 RIS A St
X (P<0.05), RLP76.Gal-9 & Wip-1 55 N4 I TR 2 IEFHIC(P<0.05) . T PR E T
Je PUAEFE TR A 65.63% (42/64.) ,RLP76 FH T Gal-9 FHE & Wip-1 215 S S8 TR % = T RLP76 B
M Gal-9 Bt & Wip-1 IRFRA B, 2R IAGIT#E L (P<0.05) . it FE WY@ 4141H RLP76.
Gal-9 J Wip-1 F&K- 54 T3R5 DG, =38 X B85 P IR H o Ik L 2 56 R 1 A T B A0
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The expression of RLP76, Wip-1 and Gal-9 in endometrial carcinoma and their correlation
with apoptosis

WANG Lina*, SHI Fengju , LOU Yanhui

(The People’s Hospital of Shanting District, Zaozhuang City , Zaozhuang, Shandong, China, 277100)

[ABSTRACT] Objective To explore the expression of RLP76, wild type p53 inducible phosphatase 1
(Wip-1) and galectin-9 (Gal-9) in endometrial cancer, and their correlation with cell apoptosis. Methods 64
specimens of endometrial cancer (endometrial cancer group) and 68 specimens of endometrial dysplasia
(control group) from the Department of Pathology of this hospital from December 2014 to December 2016 were
selected (after cell culture and transfection, they are divided into the inhibition group, the negative control
group, and the blank control group). 68 specimens of endometrial atypical hyperplasia were used as the control
group. The expression levels of RLP76, Gal-9 and Wip-1 between the endometrial cancer group and the
endometrial dysplasia group were compared, and the correlations between the three indicators, the pathological
characteristics and apoptosis of patients with endometrial cancer were analyzed. The follow-up study was ended
in February 2020 to evaluate the prognosis. Results The positive rates of RLP76 and Gal-9 and the expression
of Wip-1 in the endometrial cancer group were significantly higher than those in the control group, and the
differences were statistically significant (P<0.05). The positive rates of RLP76 and Gal-9 and Wip-1 expression

in patients with lymph node metastasis were significantly higher than those without lymph node metastasis, and
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the differences were statistically significant (P<0.05). The positive rate of RLP76 and Gal-9 and the expression

of Wip-1 in the inhibition group were significantly higher than those in the negative control group and the blank

control group, and the differences were statistically significant (P<0.05). RLP76, Gal-9 and Wip-1 were

positively correlated with the apoptosis rate of the endometrial cancer group (P<0.05). The prognostic four-year

mortality rate of patients with endometrial cancer was 65.63% (42/64). The mortality rate of patients with

positive RLP76, positive Gal-9, and Wip-1 high expression was significantly higher than that of patients with

negative RLP76, negative Gal-9, and Wip-1 low expression, and the difference was statistically significant (P<

0.05). Conclusion The expression of RLP76, Gal-9 and Wip -1 in endometrial cancer tissue is positively

correlated with the rate of cell apoptosis, and the three indicators have important evaluation value for clarifying

lymph node metastasis in patients with endometrial cancer.
[KEY WORDS ]
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A3 A A ] T 200 3% R 1 R A LA B
NE 5 FE R CRFRBEZ HE R
A0 E IR . AT B TR RLPT6 . Wip-1 }
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AT R B L. MR Lipofectimane 2000 fii Ji {4 £ 1 FHAEHZRLPT6.Gal-9 K& Wip-1 RikER L
W QersR) GO A ML EA TR e, 23 oA 28 L PR R [(n(%), Gezs) ]

dH 2SN IR Wiprl siRNA ZH 4 o 5 Y Wip-1 Table 1 Comparison of expression of rlp76, Gal-9 and
SRNA JFUK , Wip-1 45 5t P siRNA LR 51 . 5'-CCA wip-1 gene in two groups [ (n(%), (x+s) ]

ATG AAG ATGAGT TAT G-3' i, siRNA X4l 44« RLFTD Gak9 Wip-1

FE I 1 PR (5K

64 51(79.69) 13(20.31) 49(76.56) 15(13.44) 2.40+0.19

I L% Y Wip-1 SiRNA J 9 TG R B B B VEXT R e
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FIXF R A 3 e s AL LR, IINS 2%, s e e

P E 7 = S A=A A S R i N R = A N P <0.001 <0.001 <0.001
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AL IR 2 22 T ENBEL S RLP76 ., Gal-9 J Wip-1 3%
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A 5 Ik 045 5 7 114 2 % RLP76 F Gal-9 [H{E %

1.2.3 [l
X . . K Wip-1 ik i 3 5 FRKE SR EE , 255
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13 Sk Hﬁn%ﬂéﬂ RLP76.Gal-9 } Wip-1 ik & i & &
R SPSS 22.0 B AFHFTGE AT, HHE VR o T

Sl DT TR B Bss (1R R AL, 2 R S

R Gee) o, AURTHCBOR I 1 030, BRI IR O
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2 #£R 415 RLP76 Gal-9 Wip-1
I 4 33.25+3.29 38.64+3.41 17.85%1.18
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*2 FEREEESBERLPI6.Gal-9 & Wip-1 RIEEREHREHMEMEER (n(%), (x+s)]
Table 2 the relationship between the expression of rlp76, Gal-9 and wip-1 gene and pathological features in endometrial

carcinoma [n(%), (x+s) ]

- RLP76 Gal-9
5 BLFE b (nmot)  PHPE B P 8F3 BiE L P Wipl  ffH PME
(n=51) (n=13) (n=49) (n=15)

3 = 2 2 .22 38.4 18(36.7: 46. 2.02+0.42
k(%) 50 5 20(3922)  5(3846) o 18(36.73) 7(4667) oo o0 + 0057 0342

<50 39 31(60.78)  8(61.54) 31(63.25) 8(53.33) 1.92+0.40

o AN - 5
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10.818  0.001 7.111 0.008 11.811 <0.001
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Table 4 Relationship between rlp76, Gal-9, wip-1 gene and prognosis of endometrial carcinoma [1n(%) ]
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miR-32-5p #4[n] FOXN3 Ji42 EMT % 5501~ 55 I
AT R A= 22

T OBEY FAY a4

(# ZE]1 HH W5 miR-32-5p X 75 P B 40 B F 2 22 10 s g R ZE AL . A5k DAA
TEH 15 RS- 4 410 il hEEC 9% iR, qRT-PCR Fl Western blot #5112 P I 4 ifd 3 Ishikawa .HEC-1A
H1JEC 1 miR-32-5p F FOXN3 [} 3K ; 7 Ishikawa 4l Jifd ' /5 #35 FOXN3 Flii ) miR-32-5p, Western blot
Kl FOXN3 | E-Cadherin , N-Cadherin Fl Vimentin £ [ 2& 35 7K, Transwell 52 5646 I 20 it 1T £ Fll 42 72 fig
71, WS E R B S RS IE miR-32-5p FI FOXN3 fU KR . &R 5 hEEC ML, 5 N4 &
Ishikawa .HEC-1A F1 JEC ZH #fi i ' miR-32-5p 335 544 1 3 i (P<0.05) , FOXN3 [ mRNA FlE £ 3A
P TR (P<0.05) 5 5k 3215 25 R 8K 1Y Ishikawa #E 47 7 225288 . #HH] miR-32-5p 3235 /5 Ishikawa
MM AT AL R 28 %0 L) S N-Cadherin . Vimentin &5 [ 3% 15 1 2 544 (P<0.05) , E-Cadherin 75 1 3535
B F+ 5 (P<0.05) . (53235 FOXN3 Ji7 Ishikawa £ i3 £8 50 A= 28 %0 # L )2 N-Cadherin . Vimentin £
F 23k i F B AR (P<0.05) , E-Cadherin 5 1 #2341 % F 5 (P<0.05) . miR-32-5p # [] {71 ] 42 FOXN3 1)
Ik o P FOXN3 #4533 56 7 i) miR-32-5p 3 ik Xt Ishikawa 41 ift i %Z 1% %8 L) ¢ E-Cadherin .
N-Cadherin fil Vimentin 2 [ %A AUR2 M, 518 miR-32-5p L[5 FOXN3 1] figiil i EMT i B W 4% 15 N
BRI A0 B B AR 78 o miR-32-5p S5 PN 50 BV 76 40 T

[X#ER] T 5N miR-32-5p; FOXN3; EMT {5 %3 %

miR -32-5p targets FOXN3 to regulate the EMT pathway and affect the migration and
invasion of endometrial cancer cells

DONG Yan, DU Anfei, XIN Bengin, CAO Jiawei*

(1. Rizhao Maternal and Child Health Care Hospital , Rizhao, Shandong, China, 276800; 2. Department of
Laboratory, Juxian Hospital of Traditional Chinese Medicine, Rizhao, Shandong, China, 276500; 3. Rizhao
Central Blood Station, Rizhao, Shandong, China, 276800; 4. Qingdao Chest Hospital, Clinical Laboratory,
Qingdao, Shandong, China, 266043)

[ABSTRACT] Objective To investigate the effects of miR-32-5p on the cell migration and invasion of
endometrial cancer cells and its potential mechanism. Methods Using the normal endometrial epithelial cells
(hEEC) as the control, the expression levels of miR -32-5p and FOXN3 in endometrial cancer cell lines
Ishikawa, HEC-1A and JEC were detected by qRT-PCR and Western blot. Then FOXN3 was highly expressed
and miR-32-5p was knocked down in Ishikawa cells, the expression levels of FOXN3, E-cadherin, N-cadherin
and vimentin proteins in Ishikawa cells were determined by western blot, and the cell migration and invasion

abilities were measured by Transwell assay. The relationship between miR-32-5p and FOXN3 was verified by
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dual - luciferase reporter assay system. Results Compared with the hEEC, the expression of miR-32-5p in
endometrial cancer cell lines of Ishikawa, HEC-1A and JEC was significantly increased (P<0.05) , and the
expression of FOXN3 mRNA and protein was remarkably decreased (P<0.05). Ishikawa, whose expression
differs greatly, was used for subsequent experiments. After inhibiting the expression of miR-32-5p, the number
of migration and invasion of Ishikawa cells as well as the expression of N-cadherin and vimentin proteins were
significantly reduced (P<0.05). while the expression of E-cadherin was significantly increased (P<0.05). After
overexpression of FOXN3 , the number of migration and invasion of Ishikawa cells and the expression of
N - cadherin and vimentin proteins were significantly reduced (P<0.05) , and the expression of E - cadherin
protein was significantly increased (P<0.05). miR-32-5p targets and negatively regulates the expression of
FOXN3. Knockdown of FOXN3 partially reversed the effects of inhibiting miR-32-5p expression on Ishikawa
cell migration, invasion and protein expression of E-cadherin, N-cadherin and vimentin. Conclusion miR-32-

5p targeting FOXN3 may regulate the migration and invasion of endometrial cancer cells through the EMT

pathway. miR-32-5p is a potential molecular target for endometrial cancer.

[KEY WORDS]

T N IR (endometrial cancer, EC) & I
AIARREYE IR 2 — R R E ETHERY . bR
TR I7 ALFE I M5 DI BR AR FUBUI 4 B9 48 B0 5547
R, i e 5 R RS R 1 AR A B,
AR 73 T 88 R T AR AT B RS . BFST
7R BN IE T miR-32-5p K3k B, I T A 10
5y 0 A 2% Y W R I L% K ) 2R TR R BRI
(phosphatase and tensin homologue deleted onchro-
mosome ten, PTEN) A i R % #6 *' . B 3
g H miR-32-5p K 3% , miR-32-5p i i 41 [ [A] Y&
£1 B8 (homeobox B8, HOXBS) il il ‘= 251 42 4 Jfd %
AT A, A HRIEFR EC H miR-32-5p &k, H
HAE EC thAY/E I AR BB . 3k 25 F1 N3 (Fork
head Box N3, FOXN3)J&—Fi L e il K, = 5
2 ] S R A R e e e AR SR AR BIESE R
FOXNS3 7EJIHi i FLI i S v i vh &
4, F 9% FOXNS3 AT 4100 ] 240 Jf 1 1 Je - ) 7 o 2 Ak
(epithelial mesenchymal transition , EMT ) #EF2 , 11 ]
968 5 7%, 88 A 0 R vh S Y R R I AR e
AAF5E i Starbase T % B, miR-32-5p 5 FOXN3
A REAATERE 1) K AR .

1 M5 Ra®

1.1 MK

NIEH 78 IS8 #% 20 fifs hEEC 11 F1 b 44 2
Yy, EC 40 i JEC A e 5 N IR A % B R
I , EC 4il ifs & Ishikawa fll HEC-1A Iy H 3 [
ATCC ; McCoy’s 5a 35 77 3 | LR AFTA% B X 7R B 5%
F (dulbecco’s modified eagle medium, DMEM ) FllJii

Endometrial cancer; miR-32-5p; FOXN3; EMT signaling pathway

4= i1 75 (fetal bovine serum, FBS) 4 [ 3¢ [E Gibco 2
A5 519 . miR-32-5p B4 (miR-32-5p) \miR-32-5p
1 7 %) (anti- miR - 32-5p) . FOXN3 3} 3% ik #k 1A
(pcDNA-FOXN3) .FOXN3 1l 5] (si-FOXN3 ) Fll X}
1% (miR-con , anti-miR-con , si-con #1 pcDNA-con) .
FOXN3 [¥) B 4 &l (wild type, WT) Al %€ A5
(' mutant type, MUT) B %¢ )t 2 il 4z 5 2k (< 5 1
T F ) 2545 PR 7] ;s FOXNS Hiik | E-45 K 25 1
(E-Cadherin) #L 14 | N-£5 4} & [ (N-Cadherin) $iT {£&
FiE I & [ (Vimentin) HT 4K 14 [ 9% [F Abcam 2
A B-actin PUAAIE A FIE3E = RAEWHARAG R
A 5 AU R B R G2 H 55 [E Promega 24
Lipofectamine 2000 % J% 57 | &1 RNA #& Bt 7
& .real-time PCR 51l & | S % s il %) & [ 32 [
Invitrogen 2\ F] ; Y05 W Gl . 4> F ShBEAR AL L &0t
{S(F1 Real-time PCR {3 [ 5 [ Bio-Rad /A Hl ,
1.2 Jrik
1.21 dnfflige g

TE DMEM = 4 5% 35 W P 43 5 5% 5% hEEC | Ishi-
kawa 1 JEC 41 }fY , ¥£ McCoy s 5a £5 7 g H 15 57
HEC-1A 4fiJffd, J5 3= H 4781 10% FBS . 100 U/mL
T2 M 100 pwg/mL 55 5, K972 4510  AE R AR
i .37°C 5% CO.FE 7748 R 4 IH kL1, LA
2x10° 4™ 41l fifd/mL 42 Fh Ishikawa 21 T 6 FLALEG 5%,
A FEAS il A S — )2 S AR 4 Lipofectamine 2000
YRR UL B T e o R Y AT T H %t
MINCOH (D) o MR A 534 anti-miR-
32-5p 4(@4H ) .anti-miR-con £ (341 ) .pcDNA-con
ZH (@4 ) . pcDNA-FOXN3 2H (%1 ) . miR-con 41
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(©41) .miR-32-5p 21 ((D4] ) .anti-miR-32-5p+si-con
ZH (@) .anti-miR-32-5p+si-FOXN3 41 (94 ) .miR-
con+WT-FOXN3 41 (1041 ) .miR-32-5p+WT-FOXN3
ZH (M4 ) .miR-con+MUT-FOXN3 #H (1241 ) . miR-
32-5p+ MUT-FOXN3 21 (@341) , %% 7% 48 h, W& 4
Jitd , qRT-PCR 43 il Ishikawa 4f] it #* miR-32-5p 5§,
FOXN3 2 ik 7K - K 46 i 5% Je s i, i A7 )5 &2
S
1.2.2 qRT-PCR Kill] RNA [ &1k

JH Total RNA 4 a1 6 A\ EC 4 g H 45 2
Jfl & RNA, SR J5 B 5% 5% L cDNA, 0 % 17 24
307C 10 min, 42°C 30 min, 99C 5 min; 4C 5 min,
cDNA Ff: 4 , 48 J5 LA cDNA A BiHT , % M8 real-
time PCR &7 & 1 U I 5647 S, & B miR-32-
5p il FOXN3 mRNA, i #2547 : 95C 2 min;95C
30 s.60C 40 s, 72C 45 s, 35 M EF ; 72C5 min,
ia FH 2 kA TR 43T o
1.2.3  Transwell K0 40 91252 F1i2 22 68 11

FHIE L% DMEM 15 57 W 7 T8 41 it 22 vk & 2
10° /1~ 4H ff/mL, Transwell |2/l 100 wL 4 g 594
T2 20% FBS KGR . WS- MEE 24 h,
MEXEMER L LR /NERTBANE, 5% F 1 E
FEIT RS UM, 0.1% 45 5L gL 0, WA BE BEPL S 5
ALEF A IR T, LASE 34 {E 3RR Ishikawa 2 il f
22800 . SR Matrigel 5857 ¢ A2 94 1Y Transwell 2%
B, HAE R
1.2.4 Western blot S5

RIPA 24 2 R 24 #5 41 Ishikawa 2 fifd , BCA
A G R . DA B-actin NS, pHT iR
F7KFo
1.2.5 XIOCRMHE RG L5

P48 2 ) WT-FOXN3 Fl MUT-FOXN3 4351 55
miR-con ¥ miR-32-5p 4% U Ishikawa 4 fifd , 5% 4%
48 h, 2R AN , B0 WUEE 13, BN 2 2K i
WM. LU 9O 2R BTG P S B TR AR X
K MO C R BTG E

1.3 Giil2aba

FH SPSS 19.0 A T8 AR SE o0 b s T Bk
Ph(x£5) 37, L IRIR F ST FEAR ¢ K565, 2241 B R
FHEAPR 207 25007 3 L) P<0.05 N2ERA G5 L,

2 FHR

2.1 EC & miR-32-5p Fll FOXN3 Y Z ik 1 i

55 hEEC 4 Jifi #H 1t , Ishikawa . HEC-1A Fil JEC
220 i miR-32-5p RiF BB B ETH R, EZRFH
4¢3t 2F 5 X (P<0.05) , FOXN3 mRNA Fl & H %
KRR ETE, 2565053 L (P<0.05),
W1,

F1 ECHBEZEH miR-32-5p 1 FOXN3 B FEIEMR (v +5)
Table 1 Expression levels of miR-32-5p and FOXN3 in EC

cell lines (x+s)

205 n miR-32-5p FOXN3 mRNA
hEEC 9 1.00£0.10 1.00£0.10
Ishikawa 9 2.35+0.24 0.2420.03
HEC-1A 9 1.86+0.19 0.3220.04
JEC 1.75+0.18 0.38+0.05
F4 82.369 290.800
P 0.000 0.000

2.2 miR-32-5p {2 ik X Ishikawa 40 g 3T 7 Fil {2
i

5 anti-miR-con ZH A [t , anti-miR-32-5p ZH A%
Ishikawa 2 Jifl /' miR-32-5p 23k & i FH &A%, 22
A G2 E X (P<0.05) ; E-Cadherin 35 THE ,
N-Cadherin 1 Vimentin # 35 & Y FE I (P<0.05) , if
B FIZ 22 4 M 550 o 25 R AIR (P<0.05) . ILER 2,
2.3 FOXN3 {5 # 35 %} Ishikawa 2 ifl i #% F1 {2 78
)5 ]

5 pcDNA-con 4l #f Lt , pcDNA-FOXN3 41 [t
Ishikawa ZH ffl H FOXN3 % ik & i % T+ & (P<
0.05) , E-Cadherin # [1 3 i5 K °F i 2 F+ & (P<
0.05) , N-Cadherin il Vimentin 25 [ 3 ik /K F b %
AR (P<0.05) , 4 M B8 FR 22 55 i b 2 B AIK (P<
0.05), W33,

2 miR-32-5p (R RIAXT Ishikawa AR FNEZRIEM (x+5,n=9)

Table 2  Effects of miR-32-5p low expression on migration and invasion of Ishikawa cells (x +s,1n=9)

215 miR-32-5p E-Cadherin N-Cadherin Vimentin B OB 25 ST gy
OF] 1.00+0.11 0.32+0.03 1.10+0.12 0.90+0.10 223.05+22.50 150.43+15.27
Q@H 1.00£0.10 0.30+0.04 1.15%0.13 0.92+0.09 225.46+22.34 146.45+13.65
@ 0.38+0.04 0.75+0.08 0.45+0.05 0.38+0.04 102.78+10.38 81.16x8.11
F1E 145.975 196.079 121.820 128.467 119.350 84.173
P1E 0.000 0.000 0.000 0.000 0.000 0.000
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%3 FOXN3 & &RiAX Ishikawa ZHRT B INEZHIEME (x+5,7n=9)
Table 3  Effects of FOXN3 overexpression on migration and invasion of Ishikawa cells (x+s,n=9)
25 FOXN3 E-Cadherin N-Cadherin Vimentin AT 7S A B2 e
@41 0.300.03 0.35+0.04 1.080.11 0.88+0.08 225.01+22.51 153.28+15.39
@4 0.350.04 0.360.05 1.05£0.12 0.900.09 224.18+22.52 148.07+15.03
&4l 0.85+0.09 0.72+0.07 0.45+0.06 0.4120.04 98.25+9.91 72.18+7.50
F1H 235.613 133.300 113.292 128.963 129.195 107.199
PH 0.000 0.000 0.000 0.000 0.000 0.000
2.4 miR-32-5p 4 [7] FOXN3 %5 Western Blot #ill FOXN3 BIRi% (v +5,1=9)

FOXN3 #YJ 3’-UTR 5 miR-32-5p fi¥ 4% & iz
AL, WK 1. 5 miR-con+WT-FOXN3 40 #H It ,
miR-32-5p+WT-FOXN3 41 Ishikawa £l Jifd () 9% &
g AH XF 15 M B 2 AR (P<0.05) ; 1 5 miR-con+
MUT-FOXN3 41 [t %% , miR-32-5p+MUT-FOXN3
¢ 2 B AR GG JC B A8 fk . 5 anti-miR-con
2l L #82 , anti-miR-32-5p 4 Ishikawa 4ff fifd HH FOXN3
Tk B ETHE (P<0.05), W4 %5,

A [FOXN3-3'UTR-WT 5'..GUAUUGUCUUCCAGUUGCAAUA... 3

[TTTTIT
[miR-32-5p 3" ... ACGUUGAAUCAUUACACGUUAU...5|

[FOXN33'UTR-MUT 5. GUAUUGUCUUCCAGUGAGCUCG... 3|
® © 2 ©®

B poxNg |w— s e—— o,

[B-actin - — — a— 12 kDa

1 : A A starbase X miR-32-5p Fll FOXN3 2% & #E47 Fli /=
=& ; B & Western Blot ¥l FOXN3 # ik,
B 1 miR-32-5p ¥B[a]&# FOXN3 ik
miR-32-5p targets and regulates the expression of
FOXN3

R4 WRAZEEEEN (x25,7=9)

Table 4 Double luciferase activity assay (x +s,n=9)

Figure 1

A BOCEBPAHXENE  Ad TOLEBAHXE M
(o 1.00£0.15 @ 1.01£0.12
) 0.33+0.03 ®» 0.98+0.11

t{H 13.140 t{H 0.553

P{H 0.000 P 0.588

Table 5 The expression level of FOXN3 was detected by
Western blot (x +5,n=9)

205 FOXN3
©H 0.32+0.03
OH 0.10+0.01
@4 0.360.04
®H 0.75%0.08
F1H 292.367
P 0.000

2.5 M FOXN3 ¥i%% miR-32-5p {£#¢3k %) Ishika-
wa i FUZ 22 115 10

5 miR-32-5p+si-con £ #f Lt , miR-32-5p+si-
FOXN3 41 ) FOXN3 il E-cadherin 7% ik i 2 A%
(P<0.05) ,N-cadherin #11 Vimentin ik 2.3 7}, 1T
B A2 4 gt 2% B TH(P<0.05) . W6,

3 it

EC Z K T84 104, R R ML TR & |
THE S, KA B RTLAFRA BT FRET . WF5E EC
(14 735 400 A R A, R SR B PR AT YR T BT

miR-32-5p 1E 2 AR T H B 22 5 0K, 0
A0 R T A U R AN 2 M i A
SR FISBE FPIBERIAT T R miR-32-5p #ik T
1, Z 5 RIS IR AL U . B WA
240 Jf Ff miR-32-5p e 2 A fie R 40 i AR 2% T

R6 BB FOXN3 # % miR-32-5p (R RiEXT Ishikawa T BB ZH M (v+5,n=9)

Table 6 Knockdown of FOXNS3 reversed the effect of downr-expression of miR-32-5p on migration and invasion of Ishikawa

cells (x+s,n=9)

20 5 FOXN3 E-Cadherin N-Cadherin Vimentin EULRSREAA AN
@4 0.35+0.04 0.30£0.03 1.10+0.13 0.90+0.10 223.67+22.37 151.37+15.16
&) 0.76+0.08 0.70+0.10 0.40+0.04 0.36+0.04 113.46+11.35 80.42+8.05
©®H 0.78+0.09 0.72+0.08 0.42+0.05 0.40+0.05 110.32+11.04 82.14+8.25
(OF: 0.42+0.05 0.38+0.04 1.00+0.10 0.80+0.09 200.49+20.05 131.09+13.11
F18 97.339 89.079 160.568 122.541 107.308 85.329
P1E 0.000 0.000 0.000 0.000 0.000 0.000




DTeW SRS 202146 H 51334

FHel] J Mol Diagn Ther, June 2021, Vol. 13 No. 6 - 051 -

%, &7 JE B Je i 1 P8 45 miR-32-5p & 7 1w 1
FHM . R 2 25T 25 4 i miR-32-5p ik,
WL 2hM2h" . miR-32-5p 7E EC Wik [,
HLAARVE FHFHLE] AT . AR R £ EC
411 it £ Ishikawa \HEC-1A £ JEC Ff miR-32-5p # ik
P EFE, 5 EIRF R IR T8 R R E R
KA Ishikawa SHMIHEAT DI BEST T , 45 SR R AR
75 miR-32-5p Al #ll #] Ishikawa 41 Y 3T #% F112 28 .
Vi miR-32-5p 7£ EC B9 & Jé v B AR .

Starbase Tl & ¥{ FOXN3 /Y 3’-UTR 5 miR-
32-5p AR TESS G mi IR R PN A AEE IR LR
FOXNS3 % ith 3 /3L W Tié e ik K 8 e 1) — 4> 1
G, Al 3 ok 5 Ski AH B AR T4 A (Ski interacting
protein, SKIP) 45 & 2 5 4fi il B AS o F2 8 455 , 76 Jib
988 A RO RE YA T I B g R BB E L 4
B W98 o FOXNS & 3 T 4, $F 52 J& N-cadherin
() EL 42 7 S DR 7, % e i 2 RS AR R FNFE RS
WEAFEEMEH™ . FOXN3 7E5 PP R, i
FOXNS3 il B PR 12 #8112 28" . FOXN3 7E EC
TR SRR FVE R R . AR R UL
FOXN3 7t EC 40l i R rh A S4B . LAk,
miR-32-5p #7145 FOXN3 63k , Filjs FOXN3 #f
53 T ] miR-32-5p FiAXT Ishikawa 2 ffliEF%
FURZB IS, UESE T 7E EC MRS AR I L AR

EMT J2 il I8 200 JitL % 7% 1) T 22 i 4, 7 b o
b R 20 A P e O TR T — i D A AR
SRFNAEREE S M FRRAE I 0] 70 AR RRIE S . AR5
&I, Ishikawa 40 ifg ' miR-32-5p fik 3% 1k Fl1 FOXN3
1oF FE TR ] 1 8] bR 4 N-cadherin £l Vimentin
Feik A HE E AR E-cadherin 235, #1 ] EMT
HEFR T w0 FOXNS #4316 % 1 41 i miR-32-5p
&35 X5 21 il EMT /9 52 Wi, 3X 55 Chen %5 ' fi iE
FOXNS3 7& & 9 H 1 5t EMT AE W) 6 -

Zi b ik, AR WF Y UE 52, miR-32-5p #E A
FOXNS3 A GE# i3 i EMT 3 B4 EC 2 i (19 1T
FRZ78 . miR-32-5p 1] BEJ& EC AV AE /0 T .

£ % 3Lk
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Study on the relationship between the levels of HbAlc, 25(OH)D and UA and cognitive
dysfunction in patients with acute ischemic stroke combined with cerebral microbleeds
ZHEN Weilan*, YUAN Dan, WANG Yingpeng, WANG Haipeng, WANG Ying

(Department of Neurology , Beijing Aerospace General Hospital , Beijing, China, 100076)

[ABSTRACT] Objective To study the relationship between the levels of glycosylated hemoglobin
(HbAlc) , 25-hydroxyvitamin D[25 (OH) D], uric acid (UA) and cognitive dysfunction in patients with
acute ischemic stroke (AIS) combined with cerebral microbleeds (CMBs). Methods The clinical data of
140 patients with AIS from August 2017 to August 2020 were selected as the research objects. They were
grouped according to whether they were combined with CMBs. Those combined with CMBs were set as the
study group (n=76) , and those without CMBs were set as the control group (n=64). The HbAlc, 25 (OH) D
and UA levels of patients between the two groups were compared, the cognitive function of patients between
the two groups was compared [ the Montreal Cognitive Assessment (MOCA) ], and multivariate logistic re-
gression analysis was used to analyze the risk factors of cognitive dysfunction in patients with AIS and CMBs.
Results The levels of HbAlc and UA in the study group were significantly higher than those in the control
group, and 25 (OH) D was significantly lower than that in the control group. The differences were statistically
significant (P<0.05). The scores of delayed recall, language ability, abstract thinking, orientation, attention
and calculation, visual space and executive ability in the study group were significantly lower than those in the

control group, and the differences were statistically significant (P<0.05). The patients in the study group were
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further divided into subgroups according to the cognitive function. There were 34 cases in the good cognitive

function subgroup and 42 cases in the cognitive dysfunction subgroup. The result of multivariate logistic regres-
sion showed that the number of cerebral microbleeds (grade 2), HbAlc (abnormal), 25 (OH) D (abnormal )

and UA (abnormal) were independent risk factors affecting cognitive dysfunction in patients with AIS and
CMBs (P<0.05). Conclusion The levels of HbAlc, 25(OH)D and UA are closely related to the cognitive

dysfunction of patients with acute ischemic stroke combined with cerebral microbleeds. The clinical detection

of their levels is of great significance for monitoring the cognitive dysfunction of patients.
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2 5 D R 50 ik 2 4 9 L 0 A I F Uk
77 A g R AR B E T R R 28 T e R A 1Y
— G IREEEAE" . DEFEHE HH, AIS B H A Tk
18 8 1M (Cerebral microbleeds , CMBs ) SiE R, 7 § 2]
BB DN D) RE BRI s 301 R A e W AR Ak
FA W E B fa st s S iR Y7, il s A
G fE A B E R R, A = A02 W R R
J7 AIS 5 Jf CMBs, X i 35 7l 5 B 225
o BEAL I 20 & 1 (Glycosylated hemoglobin,
HbAlc) VE R AR LI 21200 Ji P 04 10 21 26 11 551
BELE A 04, AT bR i 45 32 460, A2 A 0 B A
S R A R RE D BN, S EORFEBE S BRI ALS
K4 CMBs LA, BRIR (Uric Acid, UA) J& Bl
WEM AR P 21y, BAA WG BR H & U nIAE
FH B9 2 BRI PR K P v A 55 B R o T R 1)
ARG M PR R 25- B4R D
(25-Hydroxy vitamin D, 25(OH) D) X fi£ % 4f i1 51
AL DN T RE B A HL AT S 3 GEAE T I S i
AP P 2R T 5 | A 14 DA N ) B B A5 T BE 5 25 (OH)
D /KF#DIFISE ™ o AR 3CHE HbAle,25(OH)D K&
UA 7K FA2 46 5 AIS 4 JF CMBs & # A H1 ) g Fi
A R AT ST, BUARIE AT .

1T —HRER

1.1 RSk

PEH 2017 4F 8 A & 2020 4F 8 H A B4k 140
] AIS f8 35 I R GERME R 5E X 5 G AR HE
O BFELF A b E Stk Sl P 4 26 46 re
2010 Fi "' ; @ R B8R 58 % 5 HEBR br ot - O 4 AT
B e ™ HE AN 4 KO IR e A @A IR
GG BRI A AR I RS . BIEEEA
Jf CMBs #4753 41, 4 5 I CMBs # B N5 A,
KA I CMBs R R, Hodr A58 4L RS 49

HbAlc; 25(OH)D; UA; Acute ischemic stroke; Cerebral microbleeds; Cognitive

], 55 31 9, % 18 f4i] , 4 4% 7 414 4% (65.41£5.71)
& RHRZH ER 3 o1 191, 53 5845, 2 33 141], AR T 4R
1% (65.81+5.83) % o #5345 %F RRLLPER ARl 55—
MR A 2E RS2 EE L(P>0.05) . ABFRE
B= BEfeBRZE b1 oAttt R Y B A R
1.2 SRR bRAI

T R R A INBTEE A bR I R R AT
JRAs IEERK 41 5 mL, 2.0 (3 000 r/min, 10 min) ,
o3 B ML A7 BT EP &, —80CIRFERifE . SR H
A Ak 27 & 6K 25 (OH) D, 35 &l H 2 1A
Al s HbA e SR B 3 4 = OUAH JZ AT i k], 3
FlEHARE (M) T AR A4 UA SRR
PR it L £, 350 Bt HE R N W R . A AR
PR s R U R4 T o
1.3 INFITIRETESr

FH A Bt 324 12 T3 3 52 e AR RN PE AN it 3R
(the Montreal cognitive assesment, MOCA) " i#£47 ]
SRR S GEE I SR A R TRE T
SGYE FERICAL E W) T SIS AT T HEA T AT
£, 58593 30 43, 1 T 26 43 BN TEH . MRIGAFE 4L
FHINNTIRE TG OLEAT /04, ¥ =26 43 LA & AIA
HyRe R A4r4H <26 43 DL RN D RE R
fige,
1.4 Geitsorik

K SPSS 22.0 BAFHEAT G500, T ECS R
Phn(%) 3%, R 2 B%, F s TR L (x2s)
7N, R e K5 >R 290 Logistic 1115 43 Hr 52 Wi
AIS I CMBs & IAHI D e R it f s TR 2%, LA
P<0.05 HZERAGIE L.

2 #HR
2.1 WA 5 X4 #H HbAlc,25(0OH)D K&
UA /K L8

BF 5% 41 & 4% HbAlc UA 7K F- W] i 75 X iR



- 954 - NTEWEIEITAGE 20214E6 ] 45134 561 J Mol Diagn Ther, June 2021, Vol. 13 No. 6
4 ,25(OH)D /K- AR TR IR, 2 B 2.2 W4l 5% BB E AT RE S O F AR

A L(P<0.05) . WK1,
x1 HRASWRAZRE HbALc.25(0OH)D K UA
IKFLLE (xxs)
Table 1 Comparison of HbAlc, 25 (OH) D and UA levels

between study group and control group (x =s)

I AL B IR 2 5 H RE D) R 8 4E e
I 3 GERE GRS R R AT RE P

fCF XA, 238 G277 L (P<0.05), W2,
2.3 540 AIS A9 CMBs f A T HE Bafis [ 2a.

SES R

;ﬁé{?gﬂ n HbAlc(%) 25(0OH)D(nmol/L) UA (umol/L) AR Z AT 4 R ,U\ﬂlﬁ]ﬁﬁ B4 500
JHRZH 91 5.5120.26 64.33£12.61 334.15262.41
AR PN J ANOBE ) =n =%
W4l 49 8.06+0.29 41.52+3.71 421.52+63.85 Yy B L P A e L S R LA
M - 53140 12.3858 7.837 WA 5 L Fe R 22 R T g 124 L(P>0.05) , A
Pl - <00 <0001 <0001 ST R -2 5 A 1 R 2L i ) o B i
T2 MIRASBABZNMIDEEFBERER (v+s)
Table 2 Comparison of cognitive function between study group and control group (x +s)
21 n FIESR [H]47, W e Jd [iESSE E 1] ) HEAEHRES WD By
Xt B4 91 3.31+0.65 4.51+0.62 1.32+0.11 6.71+0.72 5.41+0.73 4.89+0.61 25.33+4.26
olEne| 49 2.94+0.86 3.75+0.85 0.83+0.19 5.81+0.63 4.95+0.82 3.72+0.66 18.67+7.34
il - 2.860 6.053 19.338 7.360 3.404 10.516 6.797
P - 0.004 <0.001 <0.001 <0.001 <0.001 <0.001 <0.001
FB GBS \HbAlc . 25(OH)D K UA /K345 b i 2% %3 B AIS &3 CMBs BE N IIRERERS B E X
SH G X (P<0.05), W33, A [n(%), (x+5)]
2.4 U AIS & CMBs BN Th e R it & Table 3 single factor analysis of cognitive impairment in
REST AIS patients with CMBS [n(%), (x+s) ]
Sy Kl (o 4 B Ak NI g NI fE
ik 1 S0 (2 %) (HbATc (5% )‘\25(OH)D .- kel R pnl Pl
(58 ) S UA (8 ) KR s2mm ALS 45 Jf CMBs £ (n=35) (n=14)
HNASIRERE T SRR (P<0.05), Waka, MM ) L) s 0ss
I 14.(40.00) 4(28.57)
Ry Y A YA
3 FJ'I’I? (%) <65  25(71.43) 6(42.86) 3513 0.061
=65  10(28.57) 8(57.14)
Bifi 5 NS AR bR, i I A R H 28 L o fﬁ TZE?Z;; ;Eiggg; 1040 0.308
ij:”;]o AIS {ﬁﬁ%ﬁ%ﬁa@ﬂmm%ﬁﬁaﬁﬁﬁm ﬂmﬁi#HJI[L 12& 29(;32:86) 2(l4:29)

W U R B R R BOER, BN fEE 2% (1714 12(ss7) o o
Mo AL T B CMBs A Tl IR AT 18GTI9061.29) ) e e
. N . o 22(62.86) 5(3571) '
%ET’B:&EZB\%W,mélﬁﬁﬁﬂwéﬁzﬂm{ﬂﬂﬁﬂ: % A el 12(34.29) 6(42.86) 0316 0574

B fic AR ZE AL | I ik R B a7 488 K 22 o i M o R ko 2306571 8(57.04) '
T, N K B E S WA SR YT ALS AT G 1 R 87 fn 278((2%(:)(:))) l;((;ff;) 14.761 <0.001
CMBs X B E B HEEE L, HbAlc(%) 5034274 8112024  4.173 <0.001
HbAlc 2 MR MK P LT 4NN M LT A 1 25(0OH)D(nmolL) 40674456  33.79+4.02 4.925 <0.001
B2 2 (720 B 1 2176 P78 R B VE T 18 UA (wmol/L) 325.18+31.86 453.62+31.75 12.760 <0.001
EEEN=NEN 5 = KV KIZ
Fz4 EWAISEFH CMBs BFIANNMERBBSHNSEEZSH
Table 4 multivariate analysis of cognitive impairment in AIS patients with CMBS
PATISES mISES4 i Wald {8 OR 95%CI P
Jiki 1 BB AR (A7 vs TG 0.506 0.316 5.126 1.658 0.89~3.08 0.215
Jii e+ i S (1 2% vs 2 9%) 0.928 0.815 9.752 2.490 1.67~3.73 <0.001
HbAlc(IEH vs %) 0.712 0.314 10.113 2.030 1.10~3.77 <0.001
25(OH)D(IEH vs 5% 0.912 0.274 9.864 2.480 1.45~4.25 <0.001
UA(IEH vs 575 0.876 0.157 10.054 2.400 1.76~3.26 <0.001




DTeW SRS 202146 H 51334

FHel] J Mol Diagn Ther, June 2021, Vol. 13 No. 6 - 055 -

ST AR BRSOy , T AT R0 e B 3 3 A AR
FEHIEH S A5 RN, HbAle 7K F 1]
B8 T i 107 0 B B R . UA R I bt
SAARYE G =4y, HAT B 1 A A a1 i A
I S iR UE S N BN A S - S kI F TS Ak
ZIUMER . UAKE BT RT3 808 B2 D) g b
fig, s O B 14 R . 5 &3, 25(OH)D
AALELA PR ARES B BB AN RS R T
B 16 U M7 % P 25 2R B 0800 O THIAT — /U0 o T
FEB,25(OH)D J IZ A7 78 T 418l , 24 25
(OH ) D ¥ REAR 5 T 5 850l 4 i CMBss KURS:
PERE S . AWEIE W, I 4L AR5 HbAle \UA 7K
SEHA v TR AL, H 25 (OH) D B AR T4 %t e
4 ,3X 5 Fan S5 223 "WML, B EER Y
HbAlc UA 7KF-FF i 1 i f N K R T M, AT
PO - U LN e 3R A2 R B RS Rk R R4,
TR LA Y 4 A 5% 5 [l 34 22 RS AL 2K 7= )
A S I 7 S A R, S B0 ik B
B PRI~ 38 Tt 42 00K T | BP0 A 1 i
FHOKFEREH R, 5k AIS &4 CMBs,

LR, ST I A 3 B A T RE R AR 12
2 3| [F P AN 58 4 e . MOCA AE Sk [ 4 A1 i
e Ko H DI RE D) 3 %o i A5 B E AR
AT R | 27 £8 38 0 Je S i o A dE 2
PER e, ARHFFE T ATS B E AT K B, &5
CMBs H NN AR T ARSI CMBs # .
HE— 2 BRI S 00 ALS 4 3+ CMBs (84 A A9 fig
it G IS R 2, AWF 5 R H £ TG Logistic 219 43 #7
%P, HbAlc.25(OH)D K UA /K54 5B EIA
M) RERATETIAE G, 18] HbAlc . 25(OH)D \UA
KI5 BB DRI RESC R % V), Kl FL K7
AIS &3 CMBs NI D e 1% 5 5 BT FH 2L 3,
(R OCF FL LT R ALV B A T Be i i i
AR, J5 SR Ak SR AR .

2 LTk, HbAlc . 25(OH)D K UA K5 &
A S0 0 P O A v S B e S i R 3 DA T R B A
S5 VIR O, I PR A 5 T 38 A i s W 00 5k = 3 48
b, LLT ff B O TIRe i O, WEAG R i .

S 2% 3k

[1]  Yamashiro K, Tanaka R, Kurita N, et al. Cerebral Micro-
bleeds and Chronic Kidney Disease in Acute Ischemic Stroke
Patients with Atrial Fibrillation [J]. J Strok Cerebrov Dis,
2020, 29(4) : 104650.

[2]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

Ding Y, Gu Z, Zhai T, et al. Effect of butylphthalide on
new cerebral microbleeds in patients with acute ischemic
stroke[ J]. Medicine, 2020, 99(32) :21594.

Hu J, Zhou W, Zhou Z, et al. miR-22 and cerebral micro-
bleeds in brainstem and deep area are associated with depres-
sion one month after ischemic stroke [J]. Braz J Med Biolog
Res, 2020, 53(5)164-173.

INEA, XUIK, 2K, 55 T ORBION LA P52 B I S AR B
i 585 IR SR S D - o0 T A 32-8 S I PR R Y 52 1 [T ]
T T2 A4, 2020, 29(6) :55-58.

Igarashi S, Ando T, Takahashi T, et al. Development of ce-
rebral microbleeds in patients with cerebral hyperperfusion fol-
lowing carotid endarterectomy and its relation to postopera-
tive cognitive decline[J . J Neurosurg, 2021,10(2):1-7.

T AR R 25 S B G A G 2 M 1A 2 L e M A
SRR MRS AL E SO M A 2R e e
2010[J]. s EIGREEAE , 2011, 2(3):50-59.

Choi KH, Kim JH, Lee C, et al. Microbleeds and Outcome
in Patients With Acute Ischemic Stroke and Atrial Fibrillation
Taking Anticoagulants[J ]. Stroke, 2020, 51(12):571-574.
T EIE, B R, PR, S M0 O A P
o A TR T A M R A SR L AR TS AR OGP 5T
[T]. P E A 2%k, 2020, 15(6) :87-93.

Yuan J, Li X, Hu W. The clinical risk factors of cerebral mi-
crobleeds and its relationship with cognitive dysfunction [J].
Alzheim Dem, 2020, 16(3) : 306-308.

APERTE LB, ST LA 2 BRI R 3 HbA e 25-OH
-D3 K T i U 200 M SV -5 02 38 0 s PR AR OGP 2T [0 ]
TW 5iRIT %, 2020,12(12) :1713-1716+1721.

JEV R, AROGHE . O T v X R Bl e e i P 440 4 Ak
IO SN T Nief2-ARE {5530 B2 00 [0 ], A i 4 B2 25 4
i, 2019,30(11):417-418.

EA LTI VR . B R 2 B S A e K i
TEH A B PR R SR AR /KT | tau Fl AR 1-42 £ A
(] FBIN 2724 BE AR, 2015, 58(3) 1 407-409.
Schlemm L, Endres M, Werring DJ, et al. Benefit of Intrave-
nous Thrombolysis in Acute Ischemic Stroke Patients With
High Cerebral Microbleed Burden[J ]. Stroke, 2019, 51(1):
503-505.

Fan S, Wang Z, Li Q,
mRNA expression and 25(OH ) D/OPG in peripheral blood of

et al. Relationship between BSP

newly diagnosed T2DM patients with different bone mass[J].
Endokrynol Polska, 2020, 71(2):631-634.

Smythe MA, Parker D, Garwood CL, et al. Timing of Initia-
tion of Oral Anticoagulation after Acute Ischemic Stroke in
Patients with Atrial Fibrillation [ J]. Pharmacotherapy, 2020,
40(1) :55-71.

Shin YY, Ha SH, Woo HG, et al. Subclinical Peripheral Ar-
terial Disease in Patients with Acute Ischemic Stroke: A
Study with Ultrasonography [J]. J Strok Cerebrovasc Dis,
2019, 28(11):715-717.



- 956 - NTEWEIEITAGE 20214E6 ] 45134 561 J Mol Diagn Ther, June 2021, Vol. 13 No. 6

. a
.’I,/a 3 e

CA153.CA199 Bk A& AFP £ BP G598 95 175 F g . 4k
Jy WY S0 VR4S

R ELFH  efat

(# ZE] BB PR 153(CA153) SR 199(CA199) B A IR 25 11 (AFP) kil #£ b
SO IS R ALY P ROTA T R A . AiE SEE 2016 4F 11 A Z 2018 4 11 A ARBEUTA 1)
108 41| 1) 5595 £8 55 I R GORE A BIF T A o D) 30k B[R] 40 70 AR 5 422 52 (i FE MRS 109 1E 5 15 2o 100 19114 Sy Xof B
H o XF LA [ BFFEXT 4 CA153 . CAL199  AFP JK V- 22 5%, 43 BT CA153 . CA199 , AFP 7¢ 5P 5L H 3 v iy A2
b, R RSB B 2 A 22 [ 2 Logistic [l JE#5 81 4347 5% i B9 829 28 5 b7 TP AU A G B &, SR A ROC
M 7Bt CA153 \CA199 Bk & AFP K i 8 P S 9 ALy 7 3 BT RO P4 TR R (B, S8R R 4liByT
Hl CA153 . CA199 , AFP /K V-4 % FR 41 /&7 , 22 7 Bi 22 78 L (P<0.05) o BF3E 413697 5 CA153 .CA199,
AFP K - BRITRTIAR , 22 A it 15 L (P<0.05) , H 5% R4 LA 2% F B4 2 2 L (P>0.05) .
FIGO 4+ : M+IVHA A bR B Aok A ARk LG RS 5 CA153 .CA199 . AFP K F-i5 T FIGO 43 : T +11
WA AR P oA RO L RS A, 25 R B Gt R L (P<0.05) o 108 i IR IT A AUR N
78.70% , oAU % K 21.30% ., FIGO 43 1] .CA153 . CA199 . AFP 7K V- Sy 5% Wi B 42 £ Ak 3 309577 2 (4 ok 7
fa s & (P<0.05) . CA153 .CA199 AFP —FHEX A AUC(0.71)ix K. 418 CA153.CA199 . AFP /K
SPAE O S R T 0 T A W KO R ROTA O S R R R R AT IR TR

[%£%1i7] CA153; CA199; AFP; B id

Evaluation of CA153 and CA199 combined with AFP detection in the progress of ovarian
cancer and the short-term efficacy of chemotherapy

ZHANG Tong, WANG Wenli, YE Hong*

(Gynecological Minimally Invasive Center, Beijing Obstetrics and Gynecology Hospital, Capital Medical
University, Beijing, China, 100006)

[ABSTRACT] Objective To analyze the application value of carbohydrate antigen 153 (CA153) ,
carbohydrate antigen 199 (CA199) combined with alpha fetoprotei (AFP) detection in the evaluation of the
disease progress of ovarian cancer and the short-term efficacy of chemotherapy. Methods The clinical data of
108 patients with ovarian cancer admitted to this hospital from November 2016 to November 2018 were
retrospectively analyzed and selected as the study group. In addition, 100 women who received physical
examination in this hospital during the same period were selected as the control group. The levels of CA153,
CA199, and AFP in different subjects were compared, and the changes of CA153, CA199, and AFP in patients
with ovarian cancer were analyzed. Unconditional univariate and multivariate logistic regression models were
used to analyze the related factors that affect the efficacy of chemotherapy in patients with ovarian cancer. The
ROC curve was used to analyze the application value of CA153 and CA199 combined with AFP in the
evaluation of the short-term efficacy of chemotherapy for ovarian cancer. Results The levels of CA153,
CA199, and AFP in the study group before treatment were higher than those in the control group, and the
differences were statistically significant (P<0.05). After treatment, the levels of CA153, CA199, and AFP in

the study group were lower than those before treatment, the differences were statistically significant (P<0.05),
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and compared with those in the control group, the differences were not statistically significant (P>0.05). FIGO

staging: Il + IV, degree of differentiation: poorly differentiated, with lymphatic metastasis, CA153, CA199,

AFP levels are higher than FIGO staging: I + 1 , degree of differentiation: moderately differentiated and no

lymphatic metastasis, the difference is statistically significant (P<0.05). The effective rate of treatment in 108
patients was 78.70% , and the ineffective rate was 21.30% . FIGO staging, CA153, CA199, and AFP levels
were independent risk factors that affect the short-term efficacy of chemotherapy in ovarian patients (P<0.05).
The RUCs of CA153, CA199, AFP and the AUC(0.710) of combined detection was the largest. Conclusion
The levels of CA153, CA199, and AFP increase significantly in patients with ovarian cancer. The combined

monitoring of the three indicators can effectively assess the development of ovarian cancer patients and the short-

term efficacy of chemotherapy.
[KEY WORDS]
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Table 6 Predictive value of CA153, CA199 combined with Figure 1 = The predictive value of CA153 and CA199
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cancer chemotherapy efficacy of ovarian cancer chemotherapy
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Changes of NLR, CRP, KIM-1 in the perioperative period of emergency surgery for
upper urinary calculi and their diagnostic value for SIRS

YANG Yonggang*, LI Waixing, LI Zhe, WU Xiaojun

(Department of Emergency Medicine, Longhua District People’s Hospital, Shenzhen, Gangdong, China,
518109)

[ABSTRACT] Objective To investigate the perioperative changes of neutrophils lymphocytes ratio
(NLR), C-reactive protein (CRP) , kidney injury molecule-1 (KIM-1) during emergency surgery for upper
urinary tract stones and their diagnostic value for systemic inflammatory response syndrome (SIRS). Methods
A total of 98 patients undergoing emergency surgery for upper urinary calculi in our hospital were selected and
divided into the SIRS group (n=16) and the non-SIRS group (n=82) according to whether SIRS occurred after
surgery. The general data, perioperative NLR, CRP, and KIM-1 levels in the two groups were compared, and
the correlation between each indicator and the SIRS score and its diagnostic value for SIRS were analyzed.
Results  After diagnosis, NLR, CRP, and KIM-1 in the SIRS group were higher than those in the non-SIRS
group (P<0.05). After diagnosis, there was a positive correlation between NLR, CRP, KIM-1 and SIRS score
(P<0.05). The area under the curve (AUC) of NLR, CRP, and KIM-1 in the diagnosis of SIRS were all above
0.7, and the AUC of the combined diagnosis of each indicator was the largest, which was 0.963. Conclusion
The level of NLR, CRP, and KIM-1 increased significantly after emergency surgery for upper urinary calculi,
which has good application value for the clinical diagnosis of SIRS.

[KEY WORDS] Upper urinary tract stones; Systemic inflammatory response syndrome; Neutrophils

lymphocytes ratio; C-reactive protein; Kidney injury molecule-1

AR B R TEERALSNHFILETR B (2016CX050)
Ve AL ORI TR RARERZS ESFA, 7 &, K] 518109
*WBAZHE A M KR, E-mail : yangyangyonggang@163.com

%
2t



- 962 - NTEWEIEITAGE 20214E6 ] 45134 561 J Mol Diagn Ther, June 2021, Vol. 13 No. 6

4 B RAE N Z5 G A (Systemic inflammatory
response syndrome , SIRS ) J& HILAAXT A1 77 . F-A | J&
YA PR 2R 1 T A A 0 A B R R R
PRE SN, T B IR W IR A5 3 50 ke
HHr, F AR RIGIRIGIT bR B &5 A 0 1 A 807
2 AHARJE 5 B SIRS, K AEHETT 35 9.8%~37.0%,
AL ) 2835 R S5 AL, ™ A AT Re i AR O MR
ML5E , I AR D RE v S Mt it
FE4E AT R R 4 /b T 40 MY LY fH (Neutro-
phils lymphocytes ratio, NLR ) >k H Fif 52 B ALAA 58 iE
RSB H FHFEIR , 5 2R RAE VP 1) e A2 A A
M, C I #E H (C-reactive protein, CRP) J&—Fft
AEFE R RIEVR G, FEAAEVEBER 2 B 1 M
PiE AL I B — M E . IR -1
(Kidney injury molecule-1,KIM-1)J&—Fhis g,
FE /NG I F 50 B LSRR A W W e T
SIRS RN Kt AT PR B, 280E R 1Rl 5 i
BN R AR AR 5, AR KIM-1 3Rk F
7 SIRS AR O0 v TOWFFEiRIE o JETF I, AT
FERIRT LIRSS A1 22 R FI AR NLR . CRP,
KIM-1Z5{L K2 K SIRS MM, 45T,

1 ARSI

1.1 — gk

PEHL 2020 4 1 H % 2020 4 12 A A B IE 1Y
98 fi| I IRIGZE A1 S AR B 2 ek 2 WL [ Bpa]
2 W SIRS ™' DA >38C <367 ; @.L>%>90 ¥KX/
min, B T (W48 <90 mmHg , 5048 2k FR K>
40 mmHg ) ; WM % >20 Y /min , 5838 30 ik i —
A ALK 53 <32 mmHg ; @AM 1l 240 3512
10°/L 8 <4x10°/L, B A B 4 ME>10% , {5 3 HERR
AL bR 2k S s A R R AR R
J5 1 J8 N & A & A= SIRS 43 b SIRS 41 (n=16) .
3k SIRS 41 (n=82) . SIRS £ : % 9|, 2 7 15 ; 4F- 1%
15 (42.64+10.59) & ; 9E SIRS 41 : 5 40 ], £ 42
] 5 4 F- 34 (39.8749.36) %7

PAFRUE : DLW IR R 58 B L HEMPE R 1% 3
IR R G CT FHE B A 12 N IR B
G QWITAZTFARBIT ;OB KITWRATF
AR @DFE#Y=18 % ; N Y fig R 4F, JC 74 38 28 Ui
afi ; @B FH BRI TY , OB R E . HEbRbR
Y DG Mg 28 2 s QAR ™ B IR B R e Bk
ik B QIR RGN B ;@ A B e g

B O FO B I R T D RE RS
1.2 FHiE

A3 BRI T CSIRS #ii2 T RPN E
ki 5 mL, BUH AP 2 mL ifi bR AS % F Sysmex
XE-5000 F.43-284 A 8 ML A0 53 B4 X5 Bl R A
W) AP 24 B (R A bk B 40 B {115 NLR, X 3
mL MLEFRAS , 250 AR BE (5533 3 500 t/min, #5.02148
8 cm, B0 E] 5 min) , BUMLIE , H &b A A B2 2R
JH IR G073 W 3 0 2 1L 7 CRP . KIM-1 /K F , 46
MR & B 5 SR A R A B A A
1.3 LS bR

PIZH— M kL AR (JA Y7 T L SIRS #1125 )
NLR,CRP KIM-1 /K, 53 #7145 #5 b5 5 SIRS P14
FHOEME K2 Wi SIRS (AN (B . — M FE R 5P 31 |
Ay A T 5 40 (Body mass index , BMI) | I i
S MR sl TR A i PRAE TR i RS B
FAR LR EETFR) FARRM A IR FIE
LA BRI O JIE S 3 IR ), ASIF 5% 2R FH A9 A
W2 XA B H AR =2 9 B MO =2 i, 45 E ik
=1 U WK SN« B RAM AR =1 3¢, 3% 22 IR s
[B]>6 H . SIRS P4 i 4 & 3 6 12 B AR IR L0 %
SR Bl K R | P R A R A RAARAE PEA , 553 0~32
a3 S B R e T R
1.4 GEileFrik

B b B R FH SPSS 22.0 #4: , 3%0% kA
n (%) AR R 2 A5, T PR (2 £5) #f
W PHALIA] USSR KT . A DG S AR i Pear-
son 3¢ Z8 OB A | 38 3 e AH 6 P R AT 22 I Ay
BT, 2 WA RE 20 B 2R 2230 TAE4RAE (ROC) il
2k, ANTRIIZ Wy S8 18] il 26 1B LE 85K ] DeLong
K 1, 6 412 W7 526 Logistic — 7T H L4, IR
a1 12 Wt WL 32 Togit (p ), K AR Dy il 7 A6 30 78 45
P<0.05 2R AGI R Lo

2 R

2.1 WA —RBORHE AL

PILHAE RS MRS BMI AR s W s TR 2
YRR IUAE OIS il R HL R, 22 5 RS 2E
= X (P>0.05) ; SIRS 21 F AR Af [a] $9E SIRS 4 K,
B R R 7 He AR SIRS 4, 2 A G oF
M(P<0.05), WFE1,
2.2 4 FEIARM NLR .CRP KIM-1 754k,

AHiMZH NLR .CRP . KIM-1 [4¢, 22 K T4
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Table 1 Comparison of general data between the two groups

& Y (P>0.05) ; SIRS 41112 )5 NLR .CRP . KIM-1
AESIRS 4H i, =R A G 24E L (P<0.05), W2,

(n(%), (x£5)] 2.3 NLR.CRP.KIM-1 5 SIRS ¥4+l 61k
Yokl i B P SIRS 4 SIRS 7437 (14.68+3.16) 53, 4 SIRS 4
RIS (H) 42.64£1059  39.87£936  1.060 0.202 SIRS 5324 (4.11x1.05) 7, ZH[H] HLAEZ, SIRS A #5HE:
51 0.299 0.585 SIRS 41 (1=24.507, P<0.001) , H1 T RATHLHLTE
. e e FRARL, BB R 12 U 4% 45 b R VLSO L R
BMI (kg/m*) 20.57+1.73 24208205 0511 0.610 Pearson #EATAH R4 1T, 45 R WR , #6112 J5 NLR.
A 15(93.75)  78(95.12)  0.052 0.820 CRP.KIM-1 5 SIRS 42 iFAHE (P<0.05). T 1.,
MAZ A B2 9(56.25)  36(43.90) 0.822 0.365 .
F AL 0111 0.946 24 %*H%‘riﬁ*ﬁ
BREREA s ws A4 ToRE] MRS , #6i2)5 NLR .CRP,
iR OB TR 6(37.50) 28(34.15) v/ N -
LB BT AR 5(31.25) 25(30.49) KIM-11/345 SIRS PF/PAHIC(P<0.05) 0 W3 3.
FARME (min) ~ 97.68£20.54 76.89+18.94 3.962 <0.001 2.5 NLR.CRP .KIM-1 i SIRS #r{H
éiﬂffﬁﬁ 5(31.25)  30(36.59)  0.166 0.684 CLBII2 IR SIRS 413 SIRS LA 14y P |
= R b} 20 30. . K N I
PRI 6(37.50) 2(244) 17524 <0.001 BAPEREA , 22 25 15 b2 Wi SIRS [ ROC 2k, 25
hﬂ}yﬁi 1(6.25) 7(8.54) 0.038  0.847 L5, NLR .CRP .KIM-1 BE41i2 W SIRS 11 AUC
e IR 2(12.50) 12(14.63)  0.028 0.867 54 0.963(P<0.05) . Kk FAHSkR BB . WK 4,
%2 THEARHE NLR.CRP.KIM-1 24 (xxs)
Table 2 Perioperative NLR, CRP, KIM-1 changes in the two groups (x +s)
. NLR CRP(mg/L) KIM-1(ng/L)
- " R WL ARt WL R WL
SIRS 41 16 1.35+0.39 2.69+0.85 13.86+3.95 125.24260.03 11.78+3.54 30.92+10.54
4k SIRS 4 82 1.42+0.45 1.81+0.57 15.04+4.89 48.89+15.15 13.05+4.12 17.68+5.49
tH 0.581 5.176 0.908 10.155 1.152 7.406
PiE 0.563 <0.001 0.366 <0.001 0.252 <0.001
’ e _ #* 4 NLR.CRP.KIM-1i2H#f SIRS HIME DL R
4 150 = 40
o] z . E“ 100 3 22 Table 4 Results of the value analysis of NLR, CRP,
Z 2 =) = g =
g 50 i Z

0 5 10 15 20
SIRS 45 (43)

0 5 10 15 20 0 5 10 15
SIRS 14} (/1) SIRS -4 (/1)

153

E1 NLR.CRP.KIM-15 SIRS ¥4 H %1%
Figure 1  Correlation between NLR , CRP, KIM-1 and SIRS score

®3 WEXESH

Table 3  Partial correlation analysis

Al {(C]E U . 73 T US4 i Pl

PSS EX 4 wE (hriEfk)

i 3.305

NLR 4.594 0.451 4.262 10.186  <0.001

CRP 8.364 0.336 8.015 24.803  <0.001

KIM-1 3.879 0.269 3.644 14.420  <0.001
3 i

SIRS J& b JR B &5 A0 AR5 7 HOIF A, AR A R
LR BIT45 T BRI M SIRS BE | s B
HWUEEICEE, SIRS B RS2 LA B K
T 97 A 1 RO S e e R A Ty 4 By SR

and KIM-1 in the diagnosis of SIRS

v TBURE R -
TG e
NLR 0.764 0.668~0.844 >2.17 75.00  69.51 <0.001
CRP 0.863 0.779~0.924 >78.58 mg/L 81.25 87.80 <0.001
KIM-1 0.826 0.736~0.895 >26.06 ng/L  68.75  93.90 <0.001
KA 0.963 0.904~0.991 - 87.50  95.12 <0.001

4 0 B0k R 0 I DR 25 G AE , L 2R AT LA
KRR SIE R T PR R IE AR 2R W 7E A9 1)
RAER BT REHEREEN,

NLR A 3T 42 8 A BB R E 2 by bk s 4, A
WFFE KB, EIRB%SS 1 218 R & 4 SIRS &
12 J5 NLR K P T+, 25 SIRS 1) &5 Bl .
o AR ST & B, R NLR 248 7 B 3 AR5
R M R E I R AE RIS GG TR 2 . LA I
g5 5L . NLR J2 A PR 7 20 B 5 9k B4 40 Bl ) B 1
NLR 7K Ft i £ 7= HLAA P rb P 240 1 5 £ 38
Y Rl o N N I e o Rt} P NG Y N ER b

f8FF AUC  95%CI cut-off
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BB R - RS SE A BT A5 AT A 4 WA R, in
T SNE AL 2545, I 2L 400 B A S ML e e % B
ED T B A0 4 A, G o s D T B IR AL AR G 32 1
BT B TIRE , 51 &I I E RAE RN AR
R, KA SIRS A IV CRP /KB i ok
&M SIRS [, CRP 2RI AH S 2R 1, Y HLAR &
Az G VLB A0 AR | K I R CRP,
RN RS CRP /K- WY FH 7, 2 S LA &
E AR P A RURRPE R A o EAN , AR 95 B IR & B R
BREE A 2B ARG K4 SIRS HH 1 I KIM-1 7K F-
B T, HE KIM-1 AT B2 5 SIRS 1Y & H L
il o KIM-1 2 3PAl B B4 0 FbR B9, A T
JIE S /NG T K AR AR TE B DA AR,
MU NE B R AR, KIM -1 K P B T
B EFIAN,SIRS KA G MR SAEAI A R
i PRl T 7K BH S T 5 A6 R A R R R
/N B AL R A i B KIM-1 8K ik, O
HEA MK R GE, IS L7 KIM-1 K- TR o

AWFE & A2 J5 NLR .CRP.KIM-1 5 SIRS
W AEAEIE AR S R, FUB T AR B[] H PR A 4 TR
ZEHE , B8 FR10 5 SIRS ¥4 3540 56, ik— 2
JIF5Z NLR .CRP.KIM-1 5 SIRS I & 4= & B H %,
AR F T SIRS 2 Wi, LT LRSI, ARWF5%
2358 % I ROC #i1 4 4> #F NLR . CRP.KIM-1 £ ¥
SIRS WIMME , 45 2R & LA Fe R 2 B AUC ¥7E 0.7
PLb B R —E 2 W A, (B RS W G Ak e
AN ERAR T A FE AR ER 5 12 B Y AUC &35 0.963,
TR AR A2 T, FLCA 2 Wi i e R R
F B4 3 87.50% .95.12% , 7] J1ifi K12 W SIRS
PRACEEEIE S % . AN, LIRS A 22 ARG
K SIRS B FARBF RS F AR &4 SIRS B,
PR A B B TR & E SIRS JE L R A
FEME PRI T AR [A] B4 34 7T GBS IR J& SIRS &
Az BRI AR T SR BCAT 0CHE it 42 ol AR , A v iy
R4 5 F AR A], LIFEAR SIRS & A2 KUK o

i LA, LIRSS A 22 AR5 &4 SIRS &
# NLR.,CRP KIM-1 7K - B & 755, AR5 A i 4%
T AR K- 0] 4 B I P2 W7 SIRS , B A 48 & 1ifs PR 1z
M E . BARRRAENER B DAL, 52
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klotho . MHR . Lp-PLA2 i2 Wt Je e K I 858 5E 1 {6 )2 i

WmET O REE RAHE

(# ZE] BH HITHm B M (klotho ) PR AN AR 5 w5 % 2 B 2 IR [ B L (MHR) I 26 11
FASCHERE R A2 (Lp-PLA2) 2 Wi JCIE AR A SE (SBD M S R X o Fik  IBUARBEWUIR Y 104 i SBI
S (SBIA) K A5 il (AR & (RFIRAL) o He Mgl — %5kt Klotho \MHR \Lp-PLA2 /K-, 2K [ Pearson
1M 5 IMT MG, Logistic 1A 5 240471 SBI ARG M B 2, 223038 TARHRIE 4k (ROC) 43 Hri2 Wifhy
fH. &% D) SBIASIRIREIE J 45, klotho MHR Lp-PLA2 57K V- 5 I/K - (35 Jestdh Fo g 5tk &)
PABEH A B 00 LU, 22 B B8 72 L (P<0.05) ; klotho 5 IMT 2 £ 415 , MHR .Lp-PLA2 5 IMT & iEAH
F(P<0.05) ; Logistic [[] 943 #7 7% , klotho \MHR . Lp-PLA2 175 5 SBI %& 4= #H 5 (P<0.05) ; klotho+MHR+Lp-
PLA2 2 SBI [] AUC 4 0.918, KT PA—F5Fr 121 (P<0.05) . #5iE  Kklotho+MHR+Lp-PLA2 A] A llfi K ¢
¥ SBIZWILHIHRHE S | HUGHE S0 RAR I SBI & 28 & FE ML FLAA BB 3, 6 K 58353697 %o

[XEIA]  PmEBEE N PRI % R IR JOE R8T ; AR B AR DGR i A2

The value and clinical significance of klotho, MHR, Lp-PLA2 in the diagnosis of silent
brain infarct

YANG Fang*, ZHANG Jiaxing, DUAN Muginhao

(Department of Neurology , Emergency General Hospital , Beijing, China, 100028)

[ABSTRACT] Objective To investigate the value and clinical significance of klotho, monocyte count
to HDL-C ratio (MHR) , lipoprotein-associated phospholipaseA2 (Lp-PLA2) in the diagnosis of silent brain
infarct (SBI). Methods A total of 104 SBI patients (SBI group) and 45 healthy subjects (control group) in
our hospital from December 2017 to December 2020 were selected. The general data, klotho, MHR, and Lp-
PLAZ2 levels of the two groups were compared, and the carotid plaque distribution of patients with different
klotho, MHR, and Lp-PLAZ2 levels were compared. Pearson was used to analyze the correlation with IMT, the
logistic regression equation was used to analyze the relevant influencing factors of SBI. The receiver operating
characteristic curve (ROC) and area under ROC (AUC) were used to analyze the diagnostic value. Results
Based on the mean value of each indicator in the SBI group, there was a statistically significant difference in the
distribution of no plaques, stable plaques, and vulnerable plaques between patients with high and low levels of
klotho, MHR, and Lp-PLA2 (P<0.05). Klotho was negatively correlated with IMT, and MHR and Lp-PLA2
were positively correlated with IMT (P<0.05). Logistic regression analysis showed that klotho, MHR, and Lp-
PLA2 were related to the occurrence of SBI (P<0.05). The AUC of klotho+MHR+Lp-PLA2 in the diagnosis of
SBI was 0.918, which was greater than a single indicator diagnosis (P<0.05). Conclusion Klotho+MHR+Lp-
PLA2 can provide a reference for clinical improvement of the diagnosis mechanism of SBI, and it is of great
significance to guide the clinical exploration of the occurrence and development mechanism of SBI, and
facilitate the timely improvement of the treatment plan.

[KEY WORDS] Klotho; Monocytes; High - density lipoprotein cholesterol; Silent brain infarct;
Lipoprotein-associated phospholipaseA2
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JC e R i 4 #E (Silent brain infarct, SBI) /& &
AR BT KA TE U AR S kL, (H AR 25 TC
Bl I A AL A S, O RS 32 %802 A AR e Rk
AR ZE SN I REFR A o Il R 2 TESE , SBIJ& 4T
TRV DL 22 KB , BB T 3K 28% , H e L |
£5)) 71 K o S e e A Tl PN b 1B e e = WA
PRI I R TH 5 R, SBI & R AR 5t i T
2 R, el s SBI 0 A UL A 5 1 2
1RYT 7 S M ST R I 2 — o IRHEE ARG
R A2(Lipoprotein-associated phospholipase A2,
Lp-PLA2) J& 5 VR M 2B LAY — i BE I P e AL S
KA B, A A A H, HOKSE AR G S Bl ke A B
BT G 2 TR0 i 55 1 gHe 4 199 B AR AR 5 B ) 5
i 4 H (Klotho ) 2 3T 4F 7 A B2 15 1ML 4 9 B 1 1k
Wy 5 A BB Gy AR T SRR AR, REARE F I AE AT
sk KB A R 1, A e sh kR A AR T 5 B 4
5 5 %% A A 1 AEL [ B H {1 (Monocyte count to
HDL-C ratio, MHR ) /&8 & LR P46 b , HKF 722
FEIR 5 B kAL AR AT 56 BT LIRS, AT
58 B WAK T} Klotho . MHR , Lp-PLA2 7 SBI £ It i
AN E S R S

1 ARSI

1.1 —JRseR

PEHL 2017 4F 12 H Z 2020 4 12 A A BEUA
104 151 SBI £ 55 (SBI 20 ) Kz 45 f5il gt Fe A4 5 (%t iR
20). SBIZH S 59 il , 4 45 ], 4F #% F- 44 (63.58+
6.44) % I 2 08 191], W AR £ 52 441, X HRZH 55 20
W), & 25 B, =15 44 (60.97+7.03) %, PRI 2 45
], W B 18 4]

YHBRE - 28 AR 25+ S8 e HEBR 1 12 W i
1105 3K 5 CT 5 (H1MRI A # I 1 42=3 mm Fi5E
I, CT /R R E 5, MRIR TR A5 5, To SRk
R R R AR 5 JC R AR AEAH SCIE R, A G i
TR S B RS E R E .
HEBRARAE - ABEHT 1 JE AT s sl 5 BB A i 2 v
A3 0 e A e L A 4R S5 A T O D RE
SRFAE 5 A7 0 b5 BBl 580 R RS 5 A7 A2 LA A il
(ERE ISP € Y W N SRR 20 N TV S (LS
B .

1.2 Jrik

OAAFE bR - ABERT R R BB BE 525 45 R 4R

JiF K I 2 mL, B0 (242 10 em, 5% 3 3 500 1/

min, B[] 10 min) , RAE L2003 , >R B0 iF
YR A BR A J LR I 0 ELISA 35307 &
I Lp-PLA2 7K 5 2R H ¥ HOs A= P B A BR 2
H I A K 7 0 Klotho KT 3 B[R4 F 3l s
HARAX (cobas 8000 #Y ) ] 755 25 B2 g 25 11 AF &1 5 5
WA EE I 2 mL , 5% FH Sysmex-XN9000 4= [ 5l ifi Bk
S A% A T 4%, 115 MHR . Q%1 g ik ks £ i
k4 : H A H 722> W] Hi vision preirus F {86 7
12 Wi {SORS: e 33160 20 ik B 3 S i A8 R, 25
iy 7 v o A6 R P R A T (EED ) )43 P s
JZ 5 & (Intima-media thickness, IMT)=1.5 mm, %
DA TS 84 o> JE 11 IMT 172 BRIVl BER | 465 0] 4y G
B, o i S BEH A5 BE B Ok AR BEH ; TR A BE
He BREEE Bom BB HON B B b
1.3 GilFabH

K G225 SPSS 23.0 2 BB | 0%
B n (%) $iid , R Yk, iF R L (R £ 5)
A, PIH 8] FE 3R ST AR AR ¢ K 55 5 Pearson |
Logistic [B] 5 77 B3 #7748 8 ¢ & 5 32 i0H TAEFHIE
ik (ROC) 73 iz (E . P<0.05 425 5 A Geit

2 &R

21 —fB¥% Kl klotho MHR ,Lp-PLA2 [ #5

PR A AF 08 1 ) R BT o e A TR s L WA
SRS B R AR T I EE OB PR e O
MRSy 8, 22 5 G127 & X (P>0.05) ; SBI
2 1R %% B B klotho % T X BEAL, H b =5 .
IMT . #i 2 ik BB 5 [t . MHR | Lp-PLA2 = T X H&
H, 2ZFARIFE L (P<0.05), R,

2.2 AJa] klotho \MHR ., Lp-PLA2 7K -4 %0l 5l Jik i
Heo A 00 s

L) SBI 2H 4% #5 #1211 (Klotho & 604.87 pg/mL .
MHR 4 12.59 .Lp-PLA2 4 109.75 wg/L) J 535t ¥
SBI #H & %434 klotho \MHR . Lp-PLA2 &5 /K- 5%
K- . Kklotho MHR ,Lp-PLA2 7K - 517K
BE TR e B Dy B g i LR, 22
SA G L (P<0.05), W2,

2.3 klotho .MHR .Lp-PLA2 5 IMT X: %

& FH Pearson i 17 AH ¢ PE 43 B, 45 R BN,
klotho (r=-0.809, P<0.001) 5 IMT £ i #5¢ , MHR
(r=0.666, P<0.001) ,Lp-PLA2 (r=0.810, P<0.001)
5IMT 2 1EMHX.
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T1 WH—BAME [(x£s5),n(%) ]
Table 1 Comparison of general data in the 2 groups
[(x+s),n(%)]
4] i HB 4

eht OO et P
AR (S 63.58+6.44  60.97£7.03  2.209 0.029
PSR4 59/45 20/25 1.904 0.168
ST AL (kg/m?)

it 98 10(9.62) 8(17.78)

iﬁ 39(37.50) 20(44.44) L68h 0,092

I 36(34.62) 11(24.44)

AR 19(18.27) 6(13.33)

PRI 98(94.23) 45(100.00) 1.418 0.234

2 0K B 52(50.00) 18(40.00)  1.261 0.262
e AR 2.81+0.79 2.59+0.65  1.642 0.103
(mmol/L)
i 88 S 2 1.0420.25 1.3020.28  5.619 <0.001
(mmol/L)
BB EEE (mmol/L)  4.39x0.61 4.25+0.65 1.261 0.209
Hi = (mmol/L)  2.01+0.69 1.59£0.44  3.762 <0.001
IMT(mm) 1.89+0.30 0.54+0.17  28.253 <0.001
i 2 Bk BE R 91(87.50) 7(15.56)  72.216 <0.001
R sk

BE IR 28(26.92) 6(13.33)  3.294 0.070

LN 5(4.81) 4(8.89) 0.343 0.558

PN 19(18.27) 5(11.11)  1.191 0.275

klotho(pg/mL)  604.87£196.56 880.94x281.44 6.866 <0.001

MHR 12.59+4.06 8224265  6.629 <0.001

Lp-PLA2(pg/L)  109.75£34.29  76.68+23.52 5.892 <0.001

%2 7 E klotho,MHR,Lp-PLA2 7k T S zh Bk BER 43 %5

BRELE (n(%) ]

Table 2 Comparison of carotid plaque distribution in
patients with different levels of klotho, MHR, and Lp-PLA2

(n(%)]

TR a0 fiEk JoBRE g SRiBfik
klotho 7K 49 2(4.08) 19(38.78) 28(57.14)
=K 55  11(20.00) 34(61.82) 10(18.18)
P! 6.004 5.506 16.964
PAH 0.014 0.019 <0.001
MHR &K 56 11(19.64) 34(60.71) 11(19.64)
1R KT 48 2(4.17) 19(39.58) 27(56.25)
718 5.660 4.618 14.937
PAH 0.017 0.032 <0.001
Lp-PLA2 k7K ¥ 49 12(24.49) 30(61.22) 7(14.29)
1R K- 55 1(1.82) 23(41.82) 31(56.36)
PaLE! 12.178 3.905 19.787
PAiE 0.001 0.048 <0.001

2.4 SBI N [H & 1Y Logistic [/ 5 #2404

PUEAA SBI AR (TE N 0,4 0 1), 1A
klotho .MHR Lp-PLA2 14 [ 48 15 CH il T 86 5t
oA AR T YE R 1, & FHERAE S 2) ,
SE TR AR T R R AR AR H O =R (IMT
Hih K BEHR 5 |, klotho \MHR . Lp-PLA2 1/} 55 SBI %
AR (P<0.05), W3,

*&3 SBI#ME R Logistic MIFAFH R
Table 3 Logistic regression equation analysis of SBI

influencing factors

WWANZE B SEMH Wald¥ OR{HE  95%CI P{H
klotho —-0.833 0237 12360 0.435 0.364~0.519 <0.001
MHR 0240 0.074 10479 1271 1.056~1.529 <0.001
LpPLA2 1160 0341 11.575 3.190 2.182~4.665 <0.001

: : P 4 klotho .MHR , Lp-PLA2 ¥J{H K X}y 688.25 pg/ml ,22.27
99.76 wg/L.
2.5 klotho . MHR ,Lp-PLA2 2 Wifft (i

klotho . MHR , Lp-PLA2 It 412 Wr SBI () AUC
0.918, K FH—F5Hr2H(P<0.05). WF4 &1,

&4 ROCHITER
Table 4 ROC analysis results

TR 5w

e
/s AUC  95%CI cut-off {H (%) (%) P1H
klotho 0.768 0.691~0.833 <778.55 pg/mL 82.69 66.67 <0.001
MHR 0.839 0.770~0.894 >10.09 80.77  77.78 <0.001
Lp-PLA20.765 0.689~0.830 >90.35png/L. 72.12  75.56 <0.001
B4 0.918 0.861~0.956 88.46 80.00 <0.001
100 F s
80
2 60
2
o — klotho
2 LAz
B
(‘! 2('! 41” (\KU 3;“ ]I‘\U
10045518
B 1 klotho,MHR.Lp-PLA2 iZ Wi it &
Figure 1 Diagnostic value of klotho, MHR, Lp-PLA2
3 itk
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PR |-z PEsvls VEGF .CD4* .CD8' e COX-2 #ik 5
TIDC 3Pk

XWE EEF HAW HEE KZ FwmH KRR
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(# ZE] B Wropsi b b W B2 A4 K 7 (VEGF) .CD4" .CD8" I A A fifi-2(COX-2)
1) 235 5 IR s Wi R A 2 IR 0 (TIDC) I A SGPE . sk SR BUARBE 2016 4F 12 A % 2020 45 1 A WGA Y
110 1 59 5 | B Mg B B VR S R SR 4, O 8 R JR) 3 0 A7 R A 1) 70 91 4kt 3 Lo M A Sk BRA . AR
#H S-100 & VEGF .COX-2 .CD4" .CD8 KIk1E M . 43T FRFIF 5008 b H PR FLRFIE S TIDC 1yAHC
P &R 54 S-100. VEGF K COX-2 FH: KA 3 CD4" .CD8 /K -4 i 2 15 T X R4, 2 R A 4t t
2R L(P<0.05), TIDC $0% % 5 A Im R /3 /K &2 3 AH 5G4 (P<0.05) . VEGF . COX-2 PRIk %
55 W R0 SR B4 G 5L 1 S AR SEPE (P<0.05) o JRTRPESE H & CDAVKE W3 TR R, 22
SR G EE SL(P<0.05) . CD8 K15 M35 1 PR 4301 R K B 143 9 450 2 Wb 3 AH DG PE (P<0.05) o AHG
PR3 B4R 7, VEGF .COX-2 .CD8' 5 TIDC 4 2 fiAH 3¢ 3 & (P<0.05) , CD4" 5 TIDC T it 5 AH K1 (P>
0.05), #5i% ONE F ) Mm 44l VEGF .COX-2 .CD8" .CD4 17 7 % % ik , H VEGF .COX-2 .CD8'
JKP AT S B L 1 e P9 R TIDC W% B, wT RE S A 22 0 BT s S e A ) 5 g (i i i 6
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Correlation between the expression of VEGF, CD4*, CD8" and COX-2 in epithelial ovarian

cancer and tumor infiltrating dendritic cells

WU Mingyan, KANG Xuefang, LIN Yueli, LIN Yerong, ZHANG Lan, HUANG Liling, CHEN Hui*
(Department of Obstetrics and Gynecology, No0.909 Hospital of PLA Joint Logistics Support Force,
Zhangzhou, Fujian, China, 363000 )

[ABSTRACT] Objective To analyze the correlation between the expression of Vascular endothelial
growth factor (VEGF) , CD4, CD8 and Cyclooxygenase -2 (COX-2) in patients with ovarian epithelial
carcinoma and tumor infiltrating dendritic cells (TIDC). Methods 110 patients with epithelial ovarian cancer
admitted to this hospital from December 2016 to January 2020 were selected as the study group. 70 healthy
women who had physical examination during the same period were selected as the control group. The
expressions of S-100 and VEGF, COX-2, CD4" and CD8" were compared between the two groups. The
correlations between the above factors, the pathological characteristics of epithelial ovarian cancer and TIDC
were analyzed. Results The positive expression rates of S-100, VEGF and COX-2, and the levels of CD4" and
CD8" in the study group were significantly higher than those in the control group, and the difference was
statistically significant (P<0.05). TIDC number density was significantly correlated with the clinical stage and
ascites of patients (P<0.05). The positive expression rates of VEGF and COX-2 were significantly correlated
with the clinical stage and pathological grade of patients (P<0.05). The CD4" level of patients with serous
cancer was significantly higher than that of patients with mucinous cancer, and the difference was statistically
significant (P<0.05). The CD8 * level was significantly correlated with the clinical stage, ascites, and
pathological grade of the patients (P<0.05). The correlation analysis showed that VEGF, COX-2, and CD8"
were all negatively correlated with TIDC (P<0.05) , and CD4" had no significant correlation with TIDC (P<
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0.05). Conclusion There are abnormal expressions of VEGF, COX-2, CD8", and CD4" in ovarian epithelial
cancer tissues, and the levels of VEGF, COX-2 and CD8" can affect the density of TIDC in patients with

epithelial ovarian cancer, which may affect the host’s anti-tumor immunity and invasive metastasis of tumor.

[KEY WORDS ]
Vascular endothelial growth factor; Lymphocytes

DN b BRI 2 O 2 R IR 1Y) 3%0~4% ,
A LT H e R R S IR 2 PR
AR SERESHEETEARNELEREER,
H AT A ARSI bRk A K 5 5 7% S S 41
A E™ T Ik C 20 B A S ) 0 L e e e LR HE R
JIev g8 240 B Pof kS AR T, (R R B i R e
YA BT 2 S A REE T ik T AR A RN . 254
G2 TN HUAAL T S e TG 5 e 2 40 A
TP R 5L 3 4 Y ( Antigen presenting cell, APC) [#]
Prlsid R OREY . NAN YIREfoR 1)L B APC
B 9 R 4 il (Dendritic cell,DC) . Jified 40 41 J5 533
JiE 1) DC F% > 83 3= i #4 DC (Tumor invasive DC,
TIDC) , H A8 FC 58 R el 2R i i e k8 . A
AR I A -2 (Cyclooxygenase-2, COX-2) | ML
M i A= K A ¥ (Vascular endothelial growth factor,
VEGF) % [K ¥ 5 TIDC 534k  BUVH &7, A
F 5 A4 3 3 53 A O 5L | B Mg b VEGF . CD4” |
CD8" } COX-2 £ik15 TIDC YK F , BT
PRI SR ¥ e DR il % AT BEAIL ] o

1 #AREFE

1.1 —lwER

PEHUA BE 2016 4F 12 H 2 2020 4F 1 A A #Y
110 B OP 5 1 fz PRogs B VE AT Al . A AFEHr
OHFFEINE g e Wi, QA S5
RS, 525 A R R 4534 QI PR7ERH TG Bk
REER ; DR IITAIT BT RT3+ o HEBR
PR s OO HE JFE DIREAS 4 Q2T RERET & ;
Q) I H A 2 1 50 5 (@ 2L 301 0] 2 B 4T iR 41 2
1, PR K (51.98+10.74) % 5 Ik KR4 . T 1
3045, I0 399 33 43, M489 30 431, IV 3 17 9] 5 g HES AR0
SRS 81 1), BRI 29 5 A K3 41 B
BRI Gi39 6], Gu37 1, Ga34- 1] 5 A1 40 32 Bt
AR 1) 70 il PR A A R xt BRA S 3445
14 (50.87+9.36) % . THA— VORI L i 22 7 050
AR L (P>0.05) o ARHFFT A LS Be LA S P B
EESIRSTIEUN

Epithelial ovarian cancer; Tumor - infiltrating dendritic cells; Cyclooxygenase -2;

1.2 Fik
1.2 EZEH

— PR A, BT S-100 BT RERTIA, 1
H 3% [E Neomarkers A ], FR$T A\ VEGF,COX-2 Hi
TEREBLR , W [ 25 [E Santa Cruz AW . BB H AR
V&= B - A% 42 (SP) Foe 28 1 8 Bl )
& R U A T R OR AR AN &
W A F N A AR T R AR A F]
1.2.2 Kk

BT A HE A D) B e B KAk
SRIE MG S-P s 4 Ak e 5.7 %) S-100, VEGF J¢
COX-2 HEATARTIN , A 3o A ™ A 4 R AR A T, —
BB T B PBS (R Eh 2% it ) iFA 710
1.2.3 SR Hm

M4 S-100 . VEGF [ COX-2 FH: 4 M8 1 43 L
Pt smEHIE . R 05 15250 358 40T
Ye A 5E EHE 04 o0, 1 40 IRFE, 24 AR TR
@, 35 A, B BIR 2 BT ag R,
FHE : B B> 47
1.2.4 T Ik B4t A

23 WU A Z A& 3 mL kIl , 3 500 r/min
B0 15 min, 20 B L3 , B3, B T80 TR A
FERFRE o 2R FH DL 5 2 3 200 A SR I e 8 A7 3 i
T K EL 40 i IV % (CD4* .CD8") .
1.2.5 TIDC #iiAbrifE™

TIDC #IAbRifE : A 588, 40 A% 5 40
TEASANKILIN , &0 6 o mT U B ™ 5 S-100 B YL £
FAME . TIDC 345 B 5 24 3 LA b s BB B2 I i 47
e o AR AR SR YL 0 Sl AL, SR J5 7 i
B AT3E 5 AN UEF L TIDC B85, I35 A
{8, 7 TIDC U3
1.3 WEAE R

@O ¥ W 44 S-100 TIDC & VEGF., COX-2.,
CD4" .CD8" KiK. @5 Hr IPHE I Bz 4 9 o
FRIE 5 TIDC 0% % & VEGF ,COX-2.CD4" ,CD8"
M 5% & . @4 VEGF,COX-2.CD4" .CD8" 5
TIDC A
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1.4 Giilorik Il R 53391 T~ IV 13 A 7K 3 TIDC $50% Ji W]
K SPSS 22.0 B TG o0 b it R BE T I~ R K, Z 5 A5 L (p<
PL(Rs) s, R e K56 BB A n(%) s, 0.05) . GRS~V G35 %% G, # VEGF,
K KB ; K Pearson X & S B 7 EE COX-2 FHMER ARG [~ 8] .G-G.% &, %A
53815 LA P<0.05 2R A G EE Lo it F i L (P<0.05) . WM B # CDA" KT
> mm BESTHREEEE, ZRA58FE X (P<
0.05) o AR M~V 19 A WK SR BS54 G,
2.1 4 S-100 2 VEGF.COX-2.CD4" .CD8' %3k CD8* /KA i@ T 1 ~ 11 . T IE /K K i 3843 2%
T L GG H# , ZRAGIFRE L (P<0.05), W2,
524 S-100 % VEGF.COX-2 FHIE R A F M 2.3 VEGF.COX-2.CD4" .CD8"5 TIDC [1J4H X1
CD4* . CD8' /K- & o TR, 2R A ST 4

RN (P<0.05), WE1. K1, VEGF ,COX-2.CD8"5j TIDC ] £ ffi fHl e e £
2.2 BRI 7 M BELARAE 5 TIDC BU% & (r=—0.654, »=—0.584, r=—0.524., P<0.05) ,CD4* 5
VEGF.COX-2.CD4" .CD8' 1 % & TIDC J& {2 3 51 (=—0.112, P>0.05) .

%1 W4 S-100 & VEGF.COX-2.CD4".CD8 RIXER [n(%), (xs)]
Table 1 Expression of S-100 and VEGF, COX-2, CD4+,.CDS8" in two groups [n(%), (x +s) ]

a1l . S-100 VEGF COX-2 D4’ -
FAPE Bk FAPE Bk FAPE Bk

Xf 20 70 44(62.86)  26(37.14) 3(4.29) 67(95.71) 4(5.71) 66(94.29)  10.71+6.02 10.94+6.28

g4l 110 91(82.73)  19(17.27) 78(70.81)  32(29.09) 83(75.45)  27(24.55)  18.77#9.56  38.95+15.75

'y 16 9.008 76.718 83.316 6.300 14.168

PAi 0.003 <0.001 <0.001 <0.001 <0.001

Pt es
SR e o

9 S-100 . VEGF , COX-2 £ 1E 7 41 41

1 SREHALLEERE (SP,x400)

Figure 1 immunohistochemical staining (SP,x 400)

®2 I EMERFESIES TIDC % E & VEGF.COX-2,CD4' .CD8'MIX R [(xv+s),n(%) ]
Table 2 The relationship between the pathological characteristics of epithelial ovarian cancer and the number density of TIDC ,
VEGF, COX-2, CD4*, CD8" [ (x+s),n(%) ]

PG BRI n TIbC tffi PAE \Fgg,fG; 7 P COX-2 7 P{i CD4 i P{i CD8 i PH

B FH
Y <A5% 65 9.17+2.07 47(72.30 49(75.38 14.27+9.77
iR 4 12870201 77230 5 559 0068 227538 001 0.984 0.5960.553 27-20£9-65 ¢ 451 653
=45% 45 9.71x2.28 31(68.89) 34(75.56) 15.21+4.86 98.78+10.65
SR <10cm 47 8.45+1.56 35(74.47 37(78.72 13.56+8.54 33.56x18.560
Mo EL R com * 0.5300.598 ( ) 0.504 0.478 ( ) 0.473 0.491 = 0.5530.673 0.2390.812
=10cm 63 8.62x1.74 43(68.25) 46(73.02) 12.89+7.98 32.74%17.26
IH L2 .
IS gt 81 0.7441.07 58(71.60) 60(74.07) 18.03+8.21 34.:56x19.56
3| 1.5150.133 0.072 0.788 0.316 0.574 0.4230.115 3374418 470.1970.845
FhtE 20 9.35+1.48 20(68.97) 23(79.31) 14.98+10.56 -(AEL0.
It M I~10 63 10.19+2.74 31(49.21 38(60.32 17.25+12.37 26.87+9.45
iR 4.6950.001 ( ) 33.6670.001 ( ) 18.2420.001 0.6730.756 2.3410.021
M~V 47 8.04+1.77 47(100.00) 45(95.74) 16.54+11.05 31.54+18.05
Y 41 7.56x1.26 28(68.29 30(73.17 15.97+9.54 33.17+20.56
LS fi * 6.5720.001 ( ) 0.420 0.517 ( ) 0.184. 0.668 * 1.5870.440 3.3950.001
T 69 10.84+3.04 50(72.46) 53(76.81) 14.65+8.06 20.77x17.21
JRET Gi-G, 76 8.15+1.47 44(57.89 51(67.11 17.68+12.94 26.87+15.560
WG GG 752 ( ) 20.1890.001 ( ) 9.255 0.002 0.1150.792 2.5480.012

G, 34 8.06+£1.14 34(100.00) 32(94.12) 16.99+11.87 T 735.56%18.55
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FA B 1 (9] 5 % K s HTV 993 105 0 )i 2

FEaET O WHSUR AR BT ks Tk EZRkE
(5 =] BH W ERMEREES AR 5825805 HIV Y% 5] 2 18] L7 & .

Tk ORAEFEAL P R I B R R VR 191 0 IR, SR IBCIM S RNA , 33 57 S 555X PCR 414 J5 7 |
TPIERNE R BT TR IR R IR B R LR . SR BEIBE IR L 9 2 55 A D3 1) HIV JE R
%14 CRF-01AE 4] W A, 2222 % 5 5 CRF-07BC E A WAL, i3 pol [X | gag [X Fil env [X [1*) 5k PR #f 25 43
5174 0.135.,0.187,0.319, K T 45 [ 5 H X I AR U 09 36 R BE B, 22 S A7 G2 127 B L (P<0.05) . 8518
N RIZEE S N 55 HE IR HIV RGN O ARG L R

[RBER] L0 Bl TR

Traceability investigation of a case of exposure and infection with HIV in Nanjing
DONG Xiaoxiao*, XU Wenjiong, QIAO Mengkai, MAO Ziqing, ZHANG Hongying, WANG Yan,
WU Yongmei

(Nanjing Municipal Center for Disease Control and Prevention, Nanjing, Jiangsu, China, 210003 )

[ABSTRACT]

of iatrogenic infection and the source case of HIV infection. Methods

Objective To clarify the transmission relationship between the medical staff suspected
Blood samples were collected from
medical staff suspected of iatrogenic infection and the source patient of HIV infection. RNA was extracted from
plasma, amplified by RT-PCR and nested PCR, and then sequenced for gene subtype analysis. Gene distance
was calculated and phylogenetic tree was constructed. Results The HIV gene subtype of medical staff
suspected of iatrogenic infection is CRF-01AE recombinant subtype, and the exposure source case of is CRF-
07BC recombinant subtype. The genetic distances of the pol, gag and env regions were 0.135, 0.187 and 0.319,

respectively, which were greater than the genetic distances between each and their corresponding similar strains,

%
2t

and the difference was statistically significant (P<0.05). Conclusion

It is considered that there is no

transmission relationship between the medical staff and the HIV infection cases from which they were exposed.
[KEY WORDS] AIDS; Occupational exposure ; Molecular tracing
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1.1 BRGEXT5 B A 9 o ekt

S NR(LLFRifARH), 5,20 %, WMAEL &
2N (BTN, LUF R S) it gl HA< T 4
WA T 2 TR T e AR TR TR A5, I S R
PITE K 15 Y il B B o 24 s oA 422 HRIP D 22 B8 3t
FRALE L3, ARG B A I I3 , A 88 iR 25
AT FR R G B o BEJG S A B A 25 25 51 oR
HIV HUARw) it A VE . 258 A A I 156 22 K HARKS:
7R HIV 704 G A BH M, H 75 DA Al T fil J2
HIV 1 = 164728, A o 2 88 o 18 gy 09 vl fig 1
Ko ARMFELACIEZ B SHHER
1.2 WFsE ik
1.2 SRAE B I T 2 A

R 545 22 K EDTA Bl REEH RIS
4 i 6 mL, 37 B 5 /5] 32 2, 3 000 r/min &5 0> 15

min J5 7 B MK B A7 o S IR 4 [ S0 v A N 4%
ARHLAE (2020 BT IR Y, 1 S8 it 47 HIV HT A4 i
A Sy, 3K ) A Bio-Rad A 28 G0 28 Bl [ 9 7% BT A
Pt AR 2 Wik ) & 2 AR (R B e g ik it 5 .
0A0488) FlI Alere A 2 Ho 93 B [ 95 75 HIV (1+2) Al
P AR I A G OB AAR AT 72 , L5 : 98806K100A ) ;
97 BH P A 3 AT b 7 2 g, 170 S MP O A
Y2 B 90 1 (HIV1+2 ) B ST A4S I 38 77) 85 (g3 B
Wk S AE9029) .
1.2.2 BRREEE B R By 3

B 200 L it 3% , $2 UL % 2 RNA, fif FH
= Ik FE 4 [ s A% 1R $2 B[ (EmagPure-96Plus ) % it
B, B0 A S RO U AT . SR EUE RNA
i 3 33 % S PCR M 85X PCR B9 7 %438 H A F
Bt. HBYH BAE HIV-1 B A8 pol IX AKFEHEH
gag X S IEEE H env X IR F Be o §7 38355 K
HEAEY TRABRA R A, s k1,

%1 HIV-1PCR ¥ 85|41
Table 1 HIV-1 PCR primers

H 3k IR B J¥ 41 7 # (HXB2)
pol Fla TGAARGAITGYACTGARAGRCAGGCTAAT 2057-2085
Flb ACTGARAGRCAGGCTAATTTTTTAG 2068-2092
RT-R1 ATCCCTGCATAAATCTGACTTGC 3370-3348
PRT-F2 CTTTARCTTCCCTCARATCACTCT 2243-2266
RT-R2 CTTCTGTATGTCATTGACAGTCC’ 3326-3304
gag GAG-L TCGACGCAGGACTCGGCTTGC 686-707
GAG-E2 TCCAACAGCCCTTTTTCCTAGG 2032-2011
GUX AGGAGAGAGATGGGTGCGAGAGCGTC 781-806
GDX GGCTAGTTCCTCCTACTCCCTGACAT 1861-1836
eny ED5 ATGGGATCAAAGCCTAAAGCCATGTG 6557-6582
EDI2 AGTGCTTCCTGCTGCTCCCA 7792-7811
Env7 CTGTTAAATGGCAGTCTAGC 7002-7021
Env8 CACTTCTCCAATTGTCCCTCA 7668-7648

1.3 ¥ LIy 515 Hr

H 1Y) Bk e Toi s , 97 3 s i HIV -1
pol X gag X Fll env X 4i%k & gL TAY) T72
Bt A B R A AR IE I o Bt i 2 R 4
{8 FH] Contig Express 2 1E A9 4% , 78 52 [E 38 37 Bl 417
BT [ 5 S50 = HIV R 7 50 B0 2 (http < //www.
hiv.lanl.gov) H HEX, FI K HE PRI AY - i ] Mega ¢
49 Neighbor Joining LT Xt AN [A] B 4 35 P 758 1]
VRREA B AR 91 [ 25 H 275 751 53 i) 4 2
GEEACRS , Rl B TS L R R 2, Her pol XA 5 4
EL R A /Y R AR - HIV R G341 1) 7 91 A A
X R

1.4 Geitsorik

W5 5 D 85 5 A Excel 22, fdi Ji] SPSS 20.0 %k
AT B AT s EAT BOWREAR ¢ K2 5. LA P<0.05
HERAGITFE L,

2 HFR

2.1 LGN Z

H AT S L35 2R 455440 HIV BUARBHM:  BiE#h5e
SR SRR —3, S L H & — 45 p39 55 . W 2,
2.2 F[HAY KM

H Hl S i FEA I D™ 1S T HIV-1 pol IX. |
gag XAl env IX =~ H 1Y Fr Bt ; =X S A A
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Table 2  Serological test results

HIV-1 HiiARA:

N - 5
i A5 TS 4 RHE
p31.p24..pl7

. gpl60.gpl20.p66 .p51 .gpdl . el
S G p39.p31.p24 .pl7 HIV $itih e

K 5 5 H ¥y CRFO1-AE 4, S 44 CRF07-BC
AV 5 pol [X. | gag X Fllenv X3 H 55 S A9 3L A iE
B0 9 0.135.,0.187.,0.319, ¥ K F H 5 H X}
FEARLAR f) 35 PR B B, R S 5 X g A LA 1Y)
FEHBEE . W 3,
2.3 RGLHbR Y E

HIV-1 pol X751 & 48 it AL an 151 1 e | i

*3 ERTRREFIEES
Table 3 Gene subtype and gene distance

FLR
A ENSETES| LAY Y AR t{H PiH
SHIrk H5S
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1O 0
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s Gag CRF07-BC 2020 . hivgag76 0.023 4661 0.043
0.319(env)
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Figure 1 Phylogenetic tree of HIV-1 pol region in traceable

samples
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Figure 2 Phylogenetic tree of HIV-1 gag region in

traceable samples
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EmAb.ACA K PDW B A& kA5 % PR 7 P2 AR 12
P v 4L

A% b

(8 E] B #WiH T8 ABEPUA (EmAb) Br OB IE P (ACA) K ifil /N 43 4 9 J (PDW )
A KR B2 e = IR R Z W R . ik T 2018 4F 7 H —2020 4 6 H AR BEIGA 1 106 1]
2 RVET P PR IR A I PRIG YT IEA TSR B 3 R OB AL 5 e BRI AE AR e b AT 22 Y 106 4 B Lo ik A
XTHREH o H#K 2 4 EmAD . ACA T PDW iR 1E ML, I HLFAS [ 3t ™= YU 7= 35 L7 mAb  ACA K PDW
Ko WEEATRAE EmAb \ACA J PDW ik 158, 251 ROC {1 Z6 53 #T EmAb . ACA K PDW il Jz =
BRI IR I A 2 B A 5 R = A (. 58 WS4 EmAb Sz ACA PR AH I
i X R AL, PDW 3K 7 i 3 T X R4, 25 R BT Ge 72478 L (P<0.05) . EmAb . ACA B A
P 4 WU 3 WU 2 K, PDW kK 3™ 4 R>T™ 3 K>T ™ 2 K, 2 I BT G5
X (P<0.05), ROC Ik 43 4745 5 @75 , EmAb ., ACA . PDW Sl K = 3 156 4 46 0 il 28 F 10 AR 40 50 K
0.878.0.834.,0.855,0.945 , £ F5 b 1 4 7 11 B LA R £ K (P<0.005) » 4518 IfiLiE AcA .EMAb . PDW
IRPARG I ot 2 ) 5T 1 3 7= A 12 W EL A B I R S, =3 P Ry T A e S 7 ) B R R

[£43W] EmAb; ACA; PDW; & &K VEWT”

Application value of combined detection of EmAb, ACA and PDW in clinical diagnosis of
recurrent miscarriage

WEI Zhiping*, LIN Zhong

(Guangxi University of Traditional Chinese Medicine , Nanning, Guangxi, China, 530022 )

[ABSTRACT] Objective To explore the application value of combined detection of anti-endometrial
antibody (EmAb) , anticardiolipin antibody (ACA) and platelet distribution width (PDW) in the clinical
diagnosis of recurrent abortion. Method The clinical data of 106 women with recurrent miscarriage admitted to
this hospital from July 2018 to June 2020 were sorted out and set as the observation group. 106 healthy women
with pregnancy examination in this hospital during the same period who were selected were set as the control
group. The expressions of Emab, ACA, and PDW in the two groups were measured and compared, and the
serum mAb, ACA, and PDW levels of women with different number of abortions were compared. The levels of
serum Emab, ACA and PDW in different people were compared, and the ROC curve was drawn to analyze the
predictive value of Emab, ACA and PDW detection and the combined detection of the three for the diagnosis of
recurrent miscarriage in pregnant women. Result The positive expression rates of Emab and ACA in the
observation group were significantly higher than those in the control group. The PDW level in the observation
group was significantly higher than that in the control group. The difference of serum Emab, ACA and PDW
levels between the two groups was statistically significant (P<0.05). The positive expression rates of Emab and
ACA in patients with 4 abortions were significantly higher than those in the control group, and the level of PDW

was significantly higher than that in the control group. There were statistically significant differences of the
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levels of serum Emab, ACA and PDW between the two groups (P<0.05). The ROC curve analysis results show

that the area under the curve of Emab, ACA, PDW alone and the three combined detection curves are 0.878,

0.834, 0.855, 0.945, respectively. The area under the curve of the three combined detection was the largest (P<

0.005). Conclusion The higher the number of recurrent miscarriages is, the higher the serum AcA, EMADb,

and PDW levels of pregnant women are. The detection of serum AcA, EMADb and PDW levels has important

clinical significance in the diagnosis of recurrent miscarriage in the first trimester, and the three can be used as

sensitive indicators for predicting recurrent miscarriage.

[KEY WORDS] EmAb; ACA; PDW; recurrent miscarriage

5 [ AR B e 2 o B R MR ) o SO < 38
S 2 R S 2 UL BAE IR BN BT, #B41
82 R 9 R AR B A T PR R R T T 46 R
FAT R A R, 50 DR IR A 7 2 X1 i I AR T I
MIMERE . A 2B WFEAR 7 1d A Ptk 5%
55 RV R AR DI R BB N ST
& (Anti-endometrial antibody, EmAb) . #7108 A5 Ht
& (Anticardiolipin antibody , ACA) ¥4 H B HTIARE,
1T RN e o o e 11 A N U R (A IR IR
TREERER, &5 &R REAN L, BN JLAL
AR 5| ZIRILAET: > o I/ 53 A5 98 S
(Platelet distribution width , PDW ) J& 5 W IfiL /]N B 7%
R M Fe R R B E AR . ARWFIE L
437 EmAb . ACA B¢ PDW Ik & 46 I 76 &2 & 1 ¥
Plm Rz W R AN E . B R ARE R

1 AHESHE

1.1 — ekt

PEHL 2018 4 7 H & 2020 4F 6 H A< B 3G 1Y
106 191 52 Ak i 7= P AR WSS 2 . 9 A i
O/ AR LR 2R LRI 4B
A A B R i, H A SR B 2 IR DA L
@FAAY A ARAZ L AT IEH s @A FH N 4r W &R
K IEFIEFE N HeBrbrifE : OFIF RG L 5E
WA 2 RMENRSE B B itk gmE ; Qf If
U R BE R | ) I 55 5 I EmAb . ACA K PDW
IR # s LT A% B UL sk IR T .

B I () 1 7 A e 2R 4 7 22 ) it B £ M 106 151]
WX IR, AEZ2 A AN AR, L A
B . 2417 0 — TR L R A5
THE R L (P>0.05) , WL 1. A 5T 28 B e 46 2
Z e itEE o, RS S S B S R B
1.2 ik
1.2.1  PDW /KRG Jr i

X B ZH TR K Y H T R 25 ISR BN K I

K1 2HEEBEELZEZMILE (v+s)

Table 1 Comparison of baseline data between 2 groups (x +s)

- T I
- (%) b () A
(kg/m?) (%K)
WMELH 106 25.41+3.31 26.08+2.31 10.3820.95 2.01+0.22
SHIRZHL 106 25.48+3.39  26.12+2.37  10.31+0.90 -
t{H - 0.152 0.124 0.551 -
P - 0.879 0.901 0.582 -

5 mL, WA AL B E T A BE Y H I /= 25 16 R U i
Jikifi. 5 mL. 2 e DU 28R AR EE , A P TS A
WE R ZEM . R H AR RERE B FARA
A A7 4 [ S I A8 2 B A (45 SysmexXN-
1000) 41 PDW 7K -, Fit 253057 & W 1 A 2% 56 3¢
BE FHHL A BR A & (415 20190322) , PDW &%
A :9~13(%)"',
1.2.2  ACA } EmAb /KK 7 v

K AL 2 e A I 2 2 1M 3 ACA JKF ik
Rl & [ AL R Y s TRA RN AL A
FRAE ™ 4 R & Ul B A3k T . 1 FH ELISA X
2 21 1L 3 EmAb KGN 370 6 AR 28 P A
Y TARA R A, BT AT A ™ 4% Fie JE ) 4 i
FHEAT o I A 450nm 1 FR A6 S5 FL O
% 1% {H (Optical density value, OD) #E 17 %€ , 24
OD {E K F 5 45 F 11l S8 00w 40 > BH A L Je =2
DU oA B
1.3 MEIRbR

%5 2 4 EmAb  ACA & PDW ik, It
BN TR 7= YA Y 7= 1A 1L 7 mAb . ACA & PDW
7K 5 43 EmAb , ACA & PDW 33k 7K F 5 Jii 7~
WEE R .
1.4 GiteFhik

% 11 SPSS 18.0 4 i 47 % dls ge i1 o0 #r L it
BB n (%) Fos, R ¢ kg i 0RER
i (x £5) RoR , ALIE] LL3AT ¢ KL 06 5 2 4 18] L AT
F 55 5 23 ROC £, 3F115 ROC 2T i1
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=SS KR DL AT EmAD . ACA & PDW Kl J2 = 3%
E56A5 ARG 0 ok e B0 30 40 L o 0 e WA 7 1 I Ay
;L)L P<0.05 HESHBG R L,

2 HR

2.1 241 EmAb . ACA J PDW Fik 1l ik
W22 21 EmAb S ACA BH M 2 18 % i X IR
4, PDW RiL/KF-im TXHRA, 2 R HA S &
M(P<0.05), W2,
x2 2£HEmAb.ACA K PDW RiA1ER LB
(n(%), (x+s) ]
Table 2 Comparison of expression of EMAb, ACA and

PDWbetween 2 groups [n(%), (x+s) ]

gl EmADb ACA

FH [EREa FH Bt
WEZA] 106 49(46.23) 57(53.77) 44(41.51) 62(58.49) 16.41+3.89
XTHEZE 106 10(9.43) 96(90.57) 6(5.66) 100(94.34) 11.23£2.09
iy - 35.721 37.794 12.077
PE - <0.001 <0.001 0.001

PDW (%)

2.2 MELHAAFHL KL EmAb ,ACA [ PDW %
INTE DL L
EmAb . ACA PHE IR 1™ 4 > ™ 3 1>
W™ 2 K, PDW 3B K i 7™ 4 IR>T ™ 3 K>
72K, 2 S HA G R L(P<0.05) . W3 3,
2.3 EmAb.ACA N PDW #5: i I = 2 W4 46 I %of
W URIA A e A= 5 e M Tt ™ ) U AN (L
ROC 14k 43 #7145 5 W78 : EmAb . ACA .PDW
R =35 Wk A Rl il & 1 AR 4300 Sk 0.878
0.834.,0.855.0.945, £ F5 br it 2 T AR LU A Aol
K (P<0.005), W34 FE 1,

3 it

SR T W LR AN T B B
e RN M R R PR | AR B i ) A5
ZRN R 5 KRN o AT R E X
SRNET VR HIBLHI AT S AR A, HRTACH

%4 EmADb.ACA K& PDW il & = F Bk &40 il 33 i IR A
AxREER TR B MHE
Table 4 the predictive value of EMAb, ACA and PDW
detection and their combined detection for recurrent abortion

in pregnant women

st b wr s ROCHE 95%

I S BRIOEA [X []
EmAb 2612 0.898 0.799  0.878  0.762~0.993
ACA 26.07  0.865 0.815 0.834  0.699~0.969
PDW 26.00 0.856 0.832  0.855  0.734~0.976
=FHBAK/M 2658 0912 0908  0.945  0.868~1.000
B 1.654  0.859 0842  0.895  0.734~0.994
ROC ffi £
1.0 —
£k
0.8 — EmAb
= | - SEBES
04 1/ e )
0.2

0 02 04 06 08 10
1-4E 51

B 1 EmAb.ACA X PDW il K = E B & N Xt T iR EA
Pk EER SRR MNE

Figure 1 the predictive value of EMAb, ACA and PDW

detection and their combined detection for

recurrent abortion in pregnant women

ARG BEATAEVEAE ) A B DI RE I A
[N R W X W A (117 N E = GRS L M
2B RGE , ACA &5 I & i = 5t
TG A 0 e I 9 AN IR L e N R K 32 R A i
B A BPUAY . AR, WERA ACA FHME SR
R & T IE R 22A W 4 K B E ACA T
PR R L T ™ 2 WP 3 RIS, X
— T A R S R SOk R GE S5 R — 5. ACA
S — b DAL /INARFT PN B2 200 SRS |25 67 e i A
REAE A AEHTE R A BT, 7 T 4t LB 50802 1Y
N2, BERS R gl e RGN . ACA B0 I
AINKR I AR I /ARG B SRR IR H I A
R A2 5 R R EE R, e 28 BULAE , R ACA
S ry e (U R RN REA W E RN N A A SRS

®3 WBRATREFRFRE EmAb ACA K PDW RiXERLLE [n(%), (x=s) ]
Table 3 Comparison of EMAb, ACA and PDW expression in observation group with different abortion times [n(%), (x +s) ]

o 1% EmADb ACA
K PDW (%
PEC (=106 FTEG=19) R Ges7) Te=m, GITE (mc2) (%)
21K 31 2(4.08) 29(50.88) 1(2.27) 30(48.39) 15.62+1.89
3 40 13(26.53) 27(47.37) 8(18.18) 32(51.61) 17.45+2.08
4K 35 34(69.39)" 1(1.75) 35(79.55)" 0(0.00) 19.22+2.33"
Fly{H - 4.457 8.634 23.850
Pl - 0.035 0.003 <0.001

5 3 R LR, "P<0.005,
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I s, SRR LA A st i,
ACA FIYE MK KA R4S )= (1) T 28R

PDW J& S W IfiL /Nl R /N A7 1) F8 s, 3 3 T
IR KA AR, 2 N TR R S bR R
Y AR SCHRIRGE , PDW 500 10 1f B 0%
Wi IR AR R R R B E R DIBR R,
Shukla 45223 P HlGHE , fE 2 L™ 3, PDW £
RS R & T IER 2210, H PDW £k 5 2k
R T B I 5 X —BFIT A R S AT
FELER—3.

AR 5% 4 % H ROC [l £ 20 #7 I 7 ik 8 5
EmAb ., ACA J PDW A5l J& = 2 B A5 6 I % 4 4
WAL & AR R M BTN AR A, 25 58 B 548
i il 2 TR LB A R B R, X — AR A R S
Ransing 5524 % A 45 R —2 . EMAb 778 TF
BN RS B SR, T R
WRRGE PR Kk B B ZE 5 0T , PN 54 D) R B 2 52 il
ZIA R AT ORIE S o AT DR R G IR 3 0 L T
EmAb ACA J PDW BXA AN, ] 5l HAT gk 45 Ja
AR F I RS R B X236 O 28, AT el 3
TTURES R o

L5 BT, B R MR B £, ) 4 Uik A
1L AcA .EMAb . PDW /K-l &5 . L7 AcAb .
EMAb . PDW 7K 46 3 % 22 B 42 % 1k 3 7= 1) 12
W EL A i PR X, = A S W A & T i
FERBURE R bR . AR R AR 4, B
W AR IS, 5 S Y KA &, i 5
A e N R S Z M R, ik — 258 3%
FERR AT 5T B PR S5 B 5T, R I PRI 2R 97 4 it
PSR

S % 3k
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Galectin-9 . NOX-1 mRNA {rH g3 p 3R B 5
| R E S RO IE L e i B A

HIE* [RZ& HF

(5 ZE] BB H5EIUBEEE % 9(Galectin-9) .NADPH %({L 7 1 (NOX-1) mRNA 7& JH 42 )%
FARA K SR AN AE Y 2 EA TR PRI R . Fik BEIUA B N BB 3 84 9], K I X L A4S
I B 20 2 %% 5 em A2 A B9 5% 1E % H AP Galectin-9 . NOX-1 mRNA % 6351, 40 Hr i 2 41
Galectin-9 mRNA 5 NOX-1 mRNA JCI5 Pk B P9 35 55 11t PR s $HURRAIE 98 20 M AR 0417 M AR IR I 6 &R .
R mALUD Galectin-9 mRNA MIXT 3K B T8 55 1E #2120, NOX-1 mRNA FHXS 335 5 & T8 55
ER AL, 22 FAG G025 L (P<0.05) s i 2H 4L Galectin-9 mRNA 5 NOX-1 mRNA 517 FH 5 (r=-0.688,
P<0.001) ; Galectin-9 mRNA 5jllfi R4 1A R CLEE 675 (LR B 0 2540 56 (P<0.05) ; NOX-1 mRNA Hllfi
PR 1 R S5 7 AR AR iR = T VR J 3R O (P<0.05) 5 Galectin-9 mRNA 5 p-STAT3 . Bcl-2 .
MMP-7 mRNA £ i # 5& , NOX-1 mRNA 5 p-STAT3 . Bcl-2 . MMP-7 mRNA £ 1F #1256 (P<0.05) . 4518
Galectin-9 mRNA T8 \NOX-1 mRNA |- 7] GE J2&: I 48 9 & 2E 00 S ZE AL , LW 2238 7K 5 11 P B
FHOE CEY AT AR bR B DA OC , RE A Il PRI IE S A RUE B .

[E8EiE]  MgE; L FLMEEE R 9; NADPH S 15 I AW BRI ; Fedi A -#17 N4 br

Galectin-9 and NOX -1 mRNA expression changes in gallbladder carcinoma and their
relationship with the biological behavior of cancer cells

PENG Zheng*, CHEN Zhigiang, YANG Qi

(The First Department of General Surgery , Shunyi Hospital , Beijing, China, 101300)

[ABSTRACT] Objective To explore the expression changes of Galectin-9 (Galectin-9) and NADPH
oxidase 1 (NOX-1) mRNA in gallbladder cancer and their relationship with the biological behavior indicators of
cancer cells. Methods A total of 84 patients with gallbladder cancer in our hospital were selected, and the
relative expression of Galectin-9 and NOX-1 mRNA in the cancer tissue and the normal tissue adjacent to the
cancers about 5 cm away from the edge of the cancer tissue was tested and compared. The correlation between
Galectin - 9 mRNA and NOX - I mRNA in cancer tissues and their relationship with clinicopathological
characteristics and biological behavior indicators of cancer cells was analyzed. Results The relative expression
of Galectin-9 mRNA in cancer tissues was lower than that in normal tissues adjacent to cancer, and the relative
expression of NOX-1 mRNA was higher than that in normal tissues adjacent to cancer (P<0.05). Galectin-9
mRNA and NOX-1 mRNA in cancer tissues were negatively correlated (r=—0.688, P<0.001). Both Galectin-9
and NOX-1 mRNA levelswere significantly correlated with clinical stage, lymph node metastasis, and degree of
differentiation (P<0.05). Galectin-9 mRNA was negatively correlated with p-STAT3, Bcl-2, and MMP-7
mRNA, and NOX-1 mRNA was positively correlated with p-STAT3, Bcl-2, and MMP-7 mRNA (P<0.05).
Conclusion The downregulation of Galectin-9 mRNA and the upregulation of NOX-1 mRNA may be an

important mechanism for the occurrence of gallbladder cancer, and their expression levels are closely related to

E AR AR T E R R e RBAAH R B (XMLX201709)
Ve 4n bR TR LK E R s —4F, b7 101300
*iBAEAEF  #HE, E-mail : pengzheng92@126.com
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clinicopathological characteristics and biological behavior indicators, which can provide effective information

for clinical diagnosis and treatment.
[KEY WORDS]

tics;; Cancer cell biological behavior indicators

JIE 0 98 2 W R 5 UL AR 3B R G0 b, R
W = R SR I R R, R, A R 2
W PRI AR G P T AR DD B AR L 100 5 25 A R L
Pageit, s FAESFRA L 5% MR, 4l
A 28 VR A B R DR IR 4 s 01 5 2 A A7 0]
R FERRD RS R ILEI RN B 2%, Bl
I PR3 3 A A FL % AR R SR BRI e 2 Rl A
PRI, i 2 HB PT SE A A A ke L 92 i B TS T L
AEEZ Y, FANEESE K 9(Galactose lectin 9,
Galectin-9) J&—F iz 2L A, BEA: I PR 2 & B AE
B CE I R B T AR, SRR
#YIHIE™ . NADPH % fL i 1 (NADPH oxidase 1,
NOX1 ) /2 4 il N 5 22 1) AL il 2 — , 7 2 Fh b I
KGR v RS T . HOC T AE I
R E R Z B UE . A Bk, AR ST 4 BT
Galectin-9 NOX-1 mRNA 7E I 5% 555 b 3824k I
S A LA W2 AT N ER AR O R, B TE A I R 12
BB SCHF . AT .

1 W&REFE

1.1 MR 4

PEEUA B 2016 4F 5 H & 2020 4F 8 H 12 )% &
= 84 IME I X 4, Horb 3B 40 ), 2 a4 151,
B (63.59+6.02) %, I K/ P-4 (5.63+1.14)
em, I R4 . T~ 10459 30 451, T~V 37 5441 , Jifsgg
B « Tis~T, 38 #], Ti,~T. 46 %], LR E . 5
534k 29 B, Hh o4k 23 B, AR5 4k 32 4], ik EL 2
40, B EREALIN S 5 cm 22 A A LU
SR A, PAFRE LB KA A A
ﬁ%ﬁﬁﬂﬁ%;?ﬂtw&%ﬁﬁﬂﬁ%%xﬁk%ﬁ , Wit
HAEWI>6 AN A o HEBRARE & I F HAB W g 3
FEAENRE 2R G0 R R P A O B A T2
JEEIIRE S IR TR #
12 Hik

WA 95 B 38 TR DI B3 i) 9 21 20 S B g o 441
BUN%% 5 em Ao A7 B 5% 15 5 LR AR, R Trizol
AR BUE RNA, T84 6T L & o b
RNA 4 S . >R H 48 TaKaRa 2\ 7] J % 5%

Gallbladder cancer; Galectin 9; NADPH oxidase 1; Clinicopathological characteris-

i 7 & (PrimeScript™ RT reagent Kitwith gDNA
Eraser)#% 1 g & RNA ¥ 5% 5% 5 cDNA, 5147 5]
i AN R ) 2 w5, SOV A R - 95 TR
PE30's,95C2EM: 5 5,60 TR K 30 s,72C 2 min, 40
AMEER, 72°CHEMH 10 min, LA 2 *{HFIR Galectin-9
mRNA | NOX-1 mRNA | Ji 40 Jfl 4= ¥ 5 17 O 48 b
[ WERRALAR 5 e 3 15 5 s U5 I 1 3 (Phosphoryla-
tion signal transduction and transcription activator 3,
p-STAT3) P& T H il 5& [H Bel-2 56 it 4 g 2 1 il
7 (Matrix metalloproteinase 7, MMP-7) mRNA #{ %}
RKikht,
1.3 Gt orik

K FGETTH2E 5144 SPSS 22.0 4b HACHR , 11
B (x £5) 38 , Z2 4 18] HE R TSR 3R 07 22 00
A, b — 20 P P 4 ) LR T LSD-1 Az 56, 79 4L 1]
FEBCR A SEAEAS ¢ K56 5 A S 20 B R Spear-

man/Pearson A ¢ R B . P<0.05 273 A 5%
NES-98

2 R

2.1 FHA SIS IEE AP Galectin-9 .NOX-1
mRNA FHXF Rk =

SR ZH T Galectin-9 mRNA XA &K T

SEE R HZY, NOX-1 mRNA AHXF ik & 5 T se1E
WM, ERAGIEE L (P<0.05), WK1,

®1 BHAASEZEREHBRF Galectin-9 NOX-1
mRNA HHX RIAELLE (x+5)

Table 1 Comparison of Galectin-9 and NOX-1 mRNA

expression between cancer tissues and adjacent normal

tissues (x+s)

2051 n Galectin-9 mRNA  NOX-1 mRNA
JeE LA 84 0.20+0.06 2.78+0.41
JBIEHHE 84 0.72+0.20 1.03+0.22
1 22.824 34.471
P{E <0.001 <0.001

2.2 ALY Galectin-9 mRNA 5 NOX-1 mRNA
Pearson AT JEEZH 2L Galectin-9 mRNA
5 NOX-1 mRNA 27K (r=—-0.688,P<0.001)
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2.3 B Galectin-9 .NOX-1 mRNA 5 lifs K%
PRERNE A 6 R
Galectin-9 mRNA 5 4%y 4 51 . B Je /0N |

i 988 32 1 R JE JC 55 (P>0.05) , 511 R 40 1 L ik
B s AL R B E ML (P005) ., K
#*2,

*2 IEALE Galectin-9 NOX-1 mRNA 5l KFIEHENEXZR

Table 2 Relationship between Galectin-9 .NOX-1 mRNA and clinicopathological features in carcinoma

Iifs A9 FER A AE n Galectin-9 mRNA  /F{i P{HE rfd NOX-1 mRNA vF{H P r {8

b (% <60 34 0.19+0.06 2.77+0.52
(%) 1.360 0.178 0.173 0.156  0.876  0.204

=60 50 0.21£0.07 2.79+0.61

51 5 40 0.19+0.05 2.75+0.54
0.679 0.499 0.146 0480  0.633  0.186

& 44 0.20+0.08 2.81+0.60

Il PR 434 ~T3 30 0.32+0.10 2.01£0.26
i PR 7358 I~ * 12.342 <0.001 —0.624 * 10.727  <0.001  0.597

M~V i3 54 0.13+0.04 3.2120.58

N <5 29 0.22+0.09 2.73+0.59
AT (om) 1824 0.072 -0.108 0565 0573  0.144

=5 55 0.19+0.06 2.81+0.63

6 V5 T R Tis~T: 38 0.21+0.08 2.100.28
MR TR 157 * 1833 0.071 —0.103 = 13617 <0.001  0.639

T~T, 46 0.18+0.07 3.3420.50

W EL g5 : 44 0.28+0.09 2.03+0.32
HEAE x 11.380 <0.001 —0.607 14.508  <0.001  0.675

[ 40 0.11+0.03 3.61+0.64

LR oAk 29 0.300.10 1.82+0.21
ok 23 0.22+0.06 64.751 <0.001 0.811 2.79+0.36 144.162 <0.001 —0.903

a4 32 0.10+0.03 3.64+0.57

2.5 JEH LU Galectin-9 mRNA 5982 41 Jifg A 4
F1 R BRAH A
DU 21 Galectin-9 mRNA SEY{E N A0
K& ik, Galectin-9 mRNA K& 5414
p-STAT3 \Bcl-2 MMP-7 mRNA FHXf A H & Tk
IR ZL(P<0.05) . WL# 3. Pearson #HCHE /3T,
Galectin-9 mRNA 5 p-STAT3 ,Bcl-2 .MMP-7 mRNA
MK (r=-0.619,-0.583.,—0.657, P $4<0.05) ,
F*3 EHALT Galectin-9 mRNA 5B £ Y FITH
- oiEPS
Table 3 Correlation between Galectin-9 mRNA and

biological behavior of cancer cells

p-STAT3 Bcl-2 MMP-7

2H 5
451 mRNA mRNA mRNA

RFIREHL 56 17.16x3.15  0.87x0.20  9.21+1.26

RN AHLS 28 13.824#228  0.59+0.13  7.34+1.05
tH 4.989 6.721 6.761
PAE <0.001 <0.001 <0.001

2.6 4141 NOX-1 mRNA 5% 40 fd A= 1) 547
e bR AR G

DL ZH 2 Hh NOX-1 mRNA (i R 555 A%
Fik  EF K. NOX-1 mRNA ik 3¢ 1k i 41 41
p-STAT3 . Bcl-2 . MMP-7 mRNA % &3k A% T &
TR LU(P<0.05) , WK 4. HIAME T, NOX-1
mRNA 5 p-STAT3 . Bcl-2 .MMP-7 mRNA 5 iF A ¢
(r=0.633.0.712.,0.604 , P <0.05 )

®4 EBELH NOX-1 mRNA 5B MM EMFITHIER
XM (xxs)
Table 4 Correlation between NOX-1 mRNA and biological

behavior of cancer cells (x+s)

p-STAT3 Bcl-2 MMP-7
mRNA mRNA mRNA
fRERmWHL 31 1411236 0.61+0.11  7.29+1.38
ERIBEAL 53 17.18%3.07 0.88+0.22  9.35+1.12

415

t{H 4.796 6.372 7.458
PAiE <0.001 <0.001 <0.001
3 itig

JIH 2 95 7E T A IH 8 &R G008 Pk g 2
41.30% , 1 T2 KM E, SEEEW2EE C K
Je ZE kR I s 0, Hoh 61.50%~63.80% 5% CL K
AR R AR TERGA LSy, B T 322
R, ARl A i R LS W (AR E
BT B A ) S5 A A I PR R

Galectin-9 &L FLEHE R ZIE T EE N A Z —,
REFEITFE 2 BH , Galectin-9 A] i 1L =41 T RES 5
RAE APE ISP A A K SR 2. Enninga
EA % o @R, Galectin-9 {225 BEAS in e 22
ORI AN IG5 TR R 28, T R IB AR b R
ORAMMIAAN I T ARPETEEE R U H 0] BB
b TR R R IR A B R A O bR e B s K
W lE e . 454 P i 6 I R I A T
Galectin-9 HA ] g /5 F , vl e o 4 S PR 45 6
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S 3% 1T 200 B ) S5 v g e LB A% 3 A i ) L 4
Jif0 5 1) S 0 %) 155, DT % 40 i 28 L SR 46 1k
BamE T AR VAR . YRR AT, Tok
J 1B IR AT RV P, S0 A AR R
Do A 118 s L e N T WG ERTSN L= 1 S N
it IR, Galectin-9 Lﬁp-STATB Bcl-2 . MMP-7 mRNA
57 6, 7] BE & 1 T Galectin-9 #EA/E H 5
p-STAT3 ,Bcl-2 .MMP-7 fi¢ i A FHIE B 1) BIL 6 1
., i FaRgE AL, LA Galectin-9 g4 s, $ i L
FERR B 2 20 b 6, ] BB I 3 1 o R A g bk
ELEE RS S 254k, SR R A 70 B A JE i

A I R S B ST, AU I U8 A e & A ke
T EAAEEE 2, NOXI S35 580 IR
() G 2 — , REAS B A i 93 1 42 (ROS) 7K T,
2 5 [y 440 L A1 356 o ) B A LS E AL 1 A H
AP FRED . Yamamoto T 258 H iR, NOX1
I R S AR ol S e 00 e s B AL O B, A
A (20 i 1912 1 D1(Cyclin D1) & &850, {2k
B AN . AR A SRR NOX1 mld o i
FEIREIE AR S A, X8 B AR P A A A
HED NOX1 3t Fea ke IR rh B9 VE HIBLARI A : NOX1
R 5 S R g £ 2 P el 2 A AR AR R
I, DT S8 2R AR 1 o, ol He st 2R AR T 1k, T
i DNA XUEXEE , 5| & DNA RUE AL K fili 36 28 45
T T S8 T D B DR o i R T L R BOE R
S0 Az A g7 5 3 T 4 ) S5 9 20 R B A O I
SRR SE IR AT I I IR 4 A AR S 5 H MR R
[, p-STAT3.Bcl-2 . MMP-7 & IH & J 1% 45 I )&
sl BB AR B AR R R R E EAE
FHe AR ST 45 R 38 NOX-1 BB 5 p-STATS.
Bcl-2 MMP-7 % LI E Gt iRa s (R 7R K
[EIVEHT, AR UE AR I E R . Ol R AT i e A i
PR NOX-1 mRNA AR5 8 PR |
il S U SRR HH S A

IE A, AWt 5% 45 8 R, 0 4 98 41 21
Galectin-9 mRNA 5 NOX-1 mRNA HA ik % 5%
Z, 0] UL 3 AE IR0 5 AR SR AR R I R R
H A5 D R S Il PR AR R BTy AT & 42 TH 12 TR IR
P, R SR )T A R AR . ARBFIEAS B Z AL
TET AR R/MEARDTGY, W] g U In 7% | 5 2
— R s REEA ST

Zi | Al A1, Galectin-9 mRNA K i . NOX-1
mRNA [ A] 58 2 0 9% 95 & A i s 2 AL, 5w

R IKIKF- 5l A BLRRAE R AR R A AT
FRPR B, A RZ A R A RUE B
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A FRIUF R i Pl 25 i bk v e TR 1 Vi BE SER) Y ¢
B %R

MR RE EAR

[ ZE]1 B RTIASEI a5 b i (re-PA) B K7 R 1A T 2 PR Wi 5E ( ACT) Al 97 5 K ) i
i C N 1 (hs-CRP) JREE K (APN) Wi 7 M0 F A W8 bn K sgmd . ik 1#EH 2018
4F 2 F % 2020 4F 11 H WUE R ACTEF 100 1], AR M #4257 rt-PA T TRV R ] 1] 43 S P4, WER2H 2y 50
18] 9 R B A R s [E] <3 b BB, X IR AL Dy 50 181 & 9 BE B VA R ) ) 7 3~4.5 h [ SR 38, EE R I 4 /3 1)
TRIT AR AT RS LT #E A C SO AR A (hs-CRP) IREE R (APN) W 3 T 7 8% (MDA) (45 bk H ik
i AL Y (GSH-px) AL AL (SOD) (#ft 24 K JH 1 (NGF) B ik 2 11 (MBP) 7K 7 B 56 [
] 57 T3 AR BIF 9 6 A o £ 36 (NTHSS ) PE 43 fiki 2 mp £ 38 116 R Bl 46 D) B8 2 30 B2 PE 4 (MESSS) ¥ 41 . 45 R
WLEL VAT B S AT R K 88.00% , 7 5 T % R4 80.00% , W4 L 3% 22 R L SE 178 X (P>0.05) . VAT
JE WLELZH 1) hs-CRP I T %) BE 4L , APN 7K - i T4 B2l 25 338 S it 2408 L (P<0.05) o 177 5 WEd
) MDA 7K A T 5 B4, SOD . GSH-px /K -1 T B4, 25 S 3978 Goit 24 5 L (P<0.05) . 777 )5 g
ZH (9 175 NGF \MBP /K15 TR, 22 R G242 L (P<0.05) . {RYT 5 WASZH 1Y NIHSS \MESSS
PEOMIE T X BRAL, 22 R A G % XL (P<0.05) . 518 f#iJH rt-PA § KA IGIT ACT R , IR YT IR [H]
B, 7RG, 7T B B R 1LY hs-CRP . APN IR DR F-7K - , 800 o) 1l 25 T R P 501

[XEER]  AVEREESE ; B i ; v s BB C RN ; IRIER

Curative effects of intravenous thrombolysis with alteplase in different time windows on
acute cerebral infarction

LIU Hanchen'*, ZHANG Qi', WANG lJiebin®

(1. Department of the Second Ward Neurology , Linxi Hospital, Kailuan General Hospital , Tangshan, Hebei,
China, 063103; 2. Department of the First Ward Neurology, Linxi Hospital, Kailuan General Hospital,
Tangshan, Hebei, China, 063103)

[ABSTRACT] Objective To explore the curative effects of intravenous thrombolysis with alteplase
(rt-PA) in different time windows on the treatment of acute cerebral infarction (ACI), and the influence on
levels of high-sensitivity C-reactive protein (hs-CRP) , adiponectin (APN) , stress factors and neurological
molecular biological indicators. Methods A total of 100 ACI patients who were admitted to the hospital from
February 2018 to November 2020 were enrolled. According to the different intravenous thrombolysis time with
alteplase, they were divided into the observation group (50 cases, interval between onset and thrombolysis
shorter than 3h) and the control group (50 cases, interval between onset and thrombolysis within 3~4.5 h).
The curative effect, levels of serum hs-CRP, APN, stress factors malondialdehyde (MDA) , Glutathione
peroxidase (GSH-px) and superoxide dismutase (SOD) , nerve growth factor (NGF) , myelin basic protein
(MBP), National Institute of Health stroke scale (NIHSS) and Modified Edinburgh Scandinavian stroke scale
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(MESSS) scores before and after treatment were compared between the two groups. Results The total
response rate of treatment in the observation group was slightly higher than that in the control group (88.00% vs
80.00% ) (P>0.05). After treatment, hs-CRP in the observation group was significantly lower than that in the
control group (P<0.05), while APN level was significantly higher than that in the control group (P<0.05).
After treatment, MDA level in the observation group was significantly lower than that in the control group (P<
0.05) , while levels of SOD and GSH-px were significantly higher than those in the control group (P<0.05).
After treatment, serum NGF and MBP levels in the observation group were higher than those in the control
group (P<0.05). After treatment, NIHSS and MESSS scores in the observation group were significantly lower
than those in the control group (P<0.05). Conclusion Using rt-PA intravenous thrombolysis to treat ACI

patients, the shorter the treatment time window, the better the curative effect, which can significantly improve

the serum hs-CRP, APN and stress factor levels, and reduce the impact on nerve function.

[KEY WORDS]

C-reactive protein; Adiponectin

S M itk 45 . (acute cerebral infarction, ACT) i
Jeiy 08 o 2 201 9 A N7 R AR Bt 2 D e Ok
IR R R R R B R, B E IR R W
VI A 3 19 J a0, f BB AR T B A AR K
M) 32 s AL ] 3 A2 o e BH 2 5 U0 I
DAL ZE , AT L 30 5t L ke 4, V5 R TR 0 T el il S
EAE IR B A2 3 Tl SR Ay i 2 40 2R 21 55 il
5L 77 (recombinant tissue-plasminogen activator ,
rt-PA) | 2 Il PR H T30 97 200 I AR 58 1 135+ 24
Y, Re A AU R R IR R B RR YT
i (] 8 1) A8 TS A 22 55, A O S s R
rt-PA AT IRIRTT , IR IT RO R AT AT
AT A R B 8] 2 2 re-PA # KA #2 XF ACT 1Y
I7 8, FF DAL 45 8 B C 2 W 25 FH (hypersensitive
C-reactive protein, hs-CRP) . i I & (adiponectin,
APN) 3% K B 28 53 - A W 2 d8 s KT 1 A
FEBRASRDT rt-PA XFAE FHSE R 5200, A i AR IR
707 R B R AR YE BT

1 RS

1.1 — Rl
YEEL 2018 4F 2 H % 2020 4F 11 H A B lcia 14
ACI 100 6], WA bR : OFF & ACI K2 Wiks

Different time windows; Alteplase; Acute cerebral infarction; High sensitivity

HES s @ AR RN IR YT I B A L 4.5 h; @4F IR
<80 % ;B HEMEEMBIAIT 5, HIES 5
B F R HEBRARE . O™ F 4 5
PRI B M R A s QAR BIF 5 25 ) ok B
Mg 1M 87 5 DEE I T REBE R ; B 11 ARBTEE 2 )
L Z W I RIRIT s @ i A8 2O ;s OBEAE.O WL
B iR ZE AR SRR IR T S @R AN A E
RAMBFFAR S, AR A H2 52 rt-PA FRITKV F B[R]
Gy RPRAL, WRER L A 50 1] 9 B B v A i ] <3 h 1Y)
FBAE N RRA R 50 B & i S A AR R 7E 3~4.5 h )
B P — MR B 22 RS R (P>
0.05), W31, 5T EBESIEZE Dt S
1.2 ik

FBE ABE G B2 T XREVR T, WA, 8 A
AR IR0 A T LB 5, E & i /DA R 4R (R
NRARBEIS LW . WSR3 R I B A e 1) [
3 h NIEZIRRIATT , Xt REZH R AR A s HE s s e
i [A] 3~4.5 h WEZ B RIGIT o 4 rt-PA (15 [
Boehringer Ingelheim Pharma GmbH 2\ &) , i Ik
5 820160055, 50 mg/ 37 ) - #y F T S /K i A, 45
Bt B A JE R 1 mg/mL 1Y T 5, 7 BN 0.75~
0.85 mg/kg, Jo K E Y 10% 78 1~2 min PN &k 4
LT A9 90%7E 60 min PN K VE o

Tl WHEH—MEERER [(n(%),(x+s)]

Table 1 Comparison of general data between the two groups [ (n(%), (x+s) ]

20531 n B A (2) W IR e I e I ILAE WA B s R EABERTE (h)
Wkl 50 31/19 61.48+541  9(18.00)  14(28.00) 8(16.00) 23(46.00) 27(54.00) 2.01+0.23
X4l 50 29/21 62.53+5.37  13(26.00)  15(30.00)  10(20.00) 19(38.00) 22(44.00) 2.09+0.26
1/t 0.167 0.974 0.932 0.049 0.271 0.657 1.000 1.630

PH 0.683 0.332 0.334 0.826 0.603 0.418 0.317 0.106
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1.3 WEE bR
2 #R

1.3.1 JTk

AL A R L R R R R, A A R E TR
PRV T, 18 S IRER ., DU TR T P R
HIE A, H W AR T A o R S B, 38 B S T
He F 5% B¢ 26 B 6 7 (National Institute of Health
stroke scale , NIHSS ) ¥F-73 B A R FE =70% ; A 3L : ik
M o SR, H R AR TR A T A N B,
NIHSS 143 B AR R 30~69% ; JCAL : A7 15 3 8
B ARSI
1.3.2  HXHER

BITHT BT 7 d 5, R A B E SN A K0 5
mL, 53 & IfiL 7 , % 90 hs-CRP, APN /K. hs-CRP
R BT L APN SR F A RO, 100 &
AT AR AR A R A,

69 7N — 1% (malondialdehyde , MDA ) . & bt H
K 3k %01k W) B8 ( Glutathione peroxidase , GSH-px) .
it A Ak Wy 57 Ak i (superoxide dismutase, SOD) 7K
F-. MDA GSH-px >R F BEHK 5 5 W F 7% , SOD %
Ak 2otk il &l A % 36 (00 A= YRk
ARAHE

K w22 A K T (nerve growth factor,
NGF) . %@ 5 i ' 25 F (myelin basic protein, MBP)
/K. NGF MBP R IR i Ie 032, 1170 &l 3
AT R G A BRAF .
1.3.2 MZINHIIhE

R F NIHSS 1Al 8 2 o 22 D) R ke 451 175 0
W A2 58, 3 AN R PR P R
il A B8 I DR p 22 1) e A2 400 B2 3T 43 (Modified
Edinburgh Scandinavian stroke scale, MESSS) © Y
O 4553, 030 3G R (1~1593) VP
1.4 et

K SPSS 22.0 #1144k A , 8 BERER
(xxs) TR AT k. THEFORER I n(%) 32K,
1T K% . LA P<0.05 NS G L

21 WBEITTAILE
XA VR T A BRI, e 2 7
TG 25 L (P>0.05), W2,
2 WABEFHLE (2(%)]

Table2 Comparison of curative effect between 2 groups [1(%) |

2H 51 n JoRk EEE L7254 BARE
M4 50 6(12.00)  23(46.00) 21(42.00) 44(88.00)
XHRZ4. 50 10(20.00) 24(48.00) 16(32.00) 40(80.00)

718 1.190

PiE 0.275

2.2 JRYTHTE MM hs-CRP  APN /K- b 4%
IRYT R PR M7 hs-CRP, APN 7K1 Lt #4 22
SIGEI R L (P>0.05) 3097 7 d J5 WSS 2 1) 1.
1 hs-CRP W AT XS BRZH , 17 APN 7K -F- I Jk g
TXHRA, ZFIA G AR (P<0.05) . WE3.
F3 JATHIEFADLE hs-CRPAPN K ELLE (7+s)
Table 3 Comparison of serum hs CRP and APN levels

between the two groups before and after treatment (x+s)

hs-CRP (mg/L ) APN (ng/mL)
W5 n S R — e =
IBIT T WIrTdlE RITHT WRIYTd)E
WEZLH 50 44.78+£10.29 18.29+5.72  4.07+0.67  9.93+1.95
XHRZ] 50 44.91+11.34 29.12+6.31  4.21+0.72  7.68+1.76
tH 0.060 8.992 1.007 6.057
P 0.952 <0.001 0.317 <0.001

2.3 RITHIG PELEL LR T K P g
AT TR 4L A 7 3 PR T KR F g 25 R TR g
X (P>0.05) . AT 7 d J5 WS 1Y 1l 3 MDA
KA T4 BR 2, 1175 SOD . GSH-px 7K -5 X i
W, 2R GIFE L (P<0.05), W4,
2.4 RITHTIE BN NGF \MBP /K-F H 44
YA T H P 2E 9 1% NGF . MBP 7K - L 4% 2% 5+
TeH 2478 L (P>0.05) 3697 7 d Ji WA 4L A 1L 7
NGF .MBP /K- i = T X R, 2 R A GeiT 24
X (P<0.05). WFS5.

x4 RITAIERANMMEFKFILE (x£5)

Table 4 Comparison of stress factor levels between the two groups before and after treatment (x +s)

i ; GSH-px (mmol/L ) MDA (mmol/L) SOD(U/mL)
PEY () WY 7diE JRIT A WY TdE bl WY 1dia
PR S| 50 26.81+7.23 46.39+14.29° 9.32+1.46 5.56+0.47"° 4.05+0.89 6.63+1.32°
X HEZH 50 27.13+6.89 34.87+13.34° 9.37+1.53 7.23+0.54° 4.14+0.91 5.27+1.29°
tH 0.227 5.210 0.167 16.495 0.500 4.167
P 0.821 <0.001 0.868 <0.001 0.618 0.001

1 H5IRIT AT R P<0.05,
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®5 JRTEIEFADLE NGF.MBP K FLLE (v+s)
Table 5 Comparison of serum NGF and MBP levels

between the two groups before and after treatment (x +s)

15 NGF(ng/mL) MBP(ng/mL)
Z n RN P — YR o —
! VWITHT  WIFTdE IRYTR WITTdIE

WMELH 50 15.36+3.15 40.19+8.35 32.28+10.02 59.66+13.08
XFHRZL 50 14.62+3.34  30.57#8.10  35.56+9.85 47.12+10.33
A 1.140 5.847 1.651 5.320
P8 0.257 <0.001 0.102 <0.001

2.5 RITHIG ML A 2NN RE L
YA YT T 6 40 MESSS  NIHSS 1743 b 2% % 6
Giiterm L (P>0.05) . A7 7 d J5 WEL4] MESSS |

NIHSS P4 T X R4, 2 58 Giit 23 L (P<
0.05), L6,

xo AITAIEFMAMEZINANINEELLE (x+5)
Table 6 Comparison of neurocognitive function between the

2 before and after treatment (x+s)

- MESSS (1) NIHSS (/1)
Al n o N SR
TRITHI WY 7Td)E BITHT WRIT7dE
WA 50 11.78+2.42  5.29+0.98  10.13x2.13  4.86x1.43
YHRZL 50 12.03+2.19  7.17+1.14  9.95+1.98  6.24+1.87
tH 0.542 8.843 0.438 4.145
P4 0.589 <0.001 0.663 0.001
3 itig

ACT 2 I A P B 5 S50 il I dke 36T 2 2 Y
TG L AR AL, A 1 ZE i 3 kot 3 2R AT TR e
B EEIRYT . rPA BRI R AR
i 18 1 5 AR SR R I AR R, i) DL R S i
R LT A8 F RS S , (R 2T 4 8 AU AL
P, ELXFIE B OBE ML D RE S B R W, H A
R A ST A A PR AT BE S PR D ik 4 200 sk
IR AR A I BIURS , ACTI AL i Hho O SR A8 X3
R L e i~ M5t 47O PG 9 2 DX SR L, < i ]
FIRY S L 5 PR 5 2 2 I 4 SR A 28 0 P R A ]
W HL M DRIV AR IR T A I 18] B B, nl
R DA S i A L 2 gt A B e L e ARCIR A, AR L I
TG ER, 1o i 28 S A QA Dol a1~ 5 1 i 2HL 41
IR TR, 48 =R T RCR .

AW FE L R UL 46 50 re-PA JRY7 S [R] 4 T
SR B IR AR o ST S N R i A A 1) B B
A, RAE A - S 5 AR B A 5%, T L
ZMEMLTIRESIM1 0 hs-CRP 2l A I
FHEN A JAEFE R , A B SZ B35 e P [ A 2 2
I TR, BEE G e e, BT R . APN ELAT BT

SAEF, AT 3h Bk RERE AL | 24 1M 4 AR IF APN
AT FESZARUML A BE B TR, X 45 P R VR

MDA . SOD J&:Iifii R 6 1l HIL A 41 20 4 A R 3 2 i
) AE bR . GSH-px AT LA B i ME 48036 & Y
Jig o 3k S A W, R AN i 5 ) RN ) B 1Y) o B
LY A N RN X = R TR T = R
AR TG, B 2 [ 3 75 A AN i 45
it R A R B FUR H rt-PA IR YT, 1T
V95 N R B AL S R . NGF A2 0 1 22 41 g
AR B e BRI EEH T NGF K FHEE
P 2R AR A SRR, D A T
AT BEL L Pt L 63475, D O A 1 B
PR 2 AN 405 16 2 A SR A0 . MBP &
25 /0 5 4 L it T 240 3 D ) B R AR P B, R
DGRy R | AR BE R D BeAe e R U 22 B
BV ARSI R BT 7 d S AR ALY
NIHSS Fl MESSS PF- 3K %5 B4, 136 H 45 4 re-PA
TR B R 2 T AR HE A 2R T BBV . ACT R
S0 I TR A A g L ] L ) el 48 S5 4
JHL A 28 TR AN AT S A, O R R RO A B
], BEL 115 175 Ak, s/ o i S REZH 41 M & R 40
445, A B O DI RE IR

L5 LRTIR R 3 h N SZ IR YT T ACE A R
L4 37 rt-PA JRYT B IRV A, T AR 2 i 8 i
VRO, A I VR TIE A , B AR RRE R, DR ki
AN SR AR O AR =i e w20 ¥) A S /=

%8
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TLR9 mRNA #i5/K V-5 SLE HGi 1 Be 5w B i 1)
FHREPE:

XNER* ARG E FRmm REHL NAFF

(# ZE] BB %] Toll BEZ 1K 9 (TLR9) mRNA ik /K- 5 2 4 MELLBEARSAE (SLE ) 5 59 1% &
PRI e . FE AIA 2016 4E 6 J T 2018 4E 3 H 1EZR BEi2 Wt KOG YT i) SLE .3 129 4], Il &
Fii A %83 TLR9 mRNA F3A/KF-, LA TLR9 mRNA 1k /K- (i 50k FLE , 434 TLRO ik #3154 (n=62)
FITLRO 123820 (n=62) , il sk BT A B E IR S8, BEVS 2 4R )5, IC SR PR R A R 1 40 , 12 J Logistic
[\ 5 437 5200 SLE % HE RGN 25, G55 120 {0 88 35 2 5 0] B A [ JL R 26 5, 3 124491 8835 58 1
B 177 1) S8 3 v L 60 191 £ 38 R AR e 1 W LA SR A SRR AL, A o4 MBI R R AR e T R 1) SR AR g AR i e
s K-MAEFF4r Bl 26 8 7R, TLRO (5 #3541 SLE fB 5 2 47505 F B XU 35 F TLRO LA 2 (°=5.971,
P=0.015) ; Logistic £ [N & W /R 2L 4K 1 IR (OR=0.083) . & C S 2K 117K - (OR=0.054) ,TLR9 mRNA
155 #6158 (OR=0.090; ) J2&: SLE % iF J& fG [ IR 2, ROC [ £6 43 #7 7 , TLR9 mRNA 5 5 Tl SLE (%
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Correlation between TLR9 mRNA expression and SLE patients’ condition and disease
progression

LIU Zhiming*, GAO Miaomiao, SHAO Lili, ZHU Cuimin, LIU Xiufen

(Department of Pediatrics, Cangzhou Central Hospital, Cangzhou, Hebei, China, 061000)

[ABSTRACT] Objective To investigate the relationship between the expression level of Toll - like
receptor 9 (TLR9) mRNA and the condition and disease progression of patients with systemic lupus
erythematosus (SLE) in this study. Methods A total of 129 SLE patients diagnosed and treated in our hospital
from June 2016 to March 2018 were enrolled, and the TLR9 mRNA expression levels of all subjects were
measured. The median TLR9 mRNA expression level was used as the cut-off value, and they were divided into
TLR9 low expression groups (n=62) and TLR9 high expression group (n=62), and the clinical parameters of all
patients were recorded. After 2 years of follow-up, the progress of the two groups of patients was recorded, and
the risk factors that affected the progression of SLE were analyzed by logistic regression. Results A total of
129 patients, 5 cases were lost to follow-up due to different reasons, a total of 124 patients completed follow-up
patients, a total of 60 patients had disease progression, which was regarded as the progressive group, and the
remaining 64 patients without disease progression were regarded as the non-progressive group. Using the median
of TLR9 mRNA expression as the cutoff value, they were divided into the TLR9 low expression group (n=62)
and the TLRY high expression group (n=62) , KM survival analysis curve showed that the two-year risk of
disease progression in SLE patients in the 7LR9 high expression group was higher than that in the TLR9 low
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expression group (log -rank »°=0.000, P<0.015). Logistic multivariate showed persistent proteinuria (OR=
0.083) and high C response Protein level (OR=0.054) and high TLR9 mRNA expression (OR=0.090; ) are risk
factors for SLE disease progression. ROC curve analysis shows that high TLR9 mRNA expression predicts the

risk of disease progression in SLE patients with an AUC of 0.716 and a specificity of 86.56%. The sensitivity

was 78.35% higher than that of persistent proteinuria and C-reactive protein (P<0.05). Conclusion Persistent

proteinuria, C-reactive protein levels, and high TLR9 mRNA expression are risk factors for disease progression

in SLE patients, and high expression of TLR9 mRNA can be used as an important indicator for predicting the

risk of disease progression in SLE patients.
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Figure 1 Comparison of the risk of disease progression

between 2 groups
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Table 3 The efficacy of TLR9 mRNA expression level in

predicting the risk of SLE disease progression
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Figure 2 The ROC curve of TLR9 mRNA expression level

predicting the risk of SLE disease progression
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Relationship between the levels of VEGF, BCRP, serum LDH and the prognosis of ad-
vanced non-small cell lung cancer first-line chemotherapy

KONG Yougian', WANG Xiaoyu', SONG Aiying®, TANG Yin**

(1. Heilongjiang University of Chinese Medicine, Harbin, Heilongjiang, China, 150040; 2. Department of

Oncology, First Affiliated Hospital, Heilongjiang University of Chinese Medicine, Harbin, Heilongjiang,
China, 150040)

[ABSTRACT] Objective To analyze the relationship between the levels of VEGF, BCRP, serum
LDH and the prognosis of patients with advanced non-small cell lung cancer (NSCLC) after first-line chemo-
therapy. Methods 115 patients with advanced NSCLC admitted to this hospital from June 2016 to June 2018
were selected. The tumor tissue and the normal gastric mucosa tissue adjacent to the tumor were collected as
the cancer tissue group and the normal tissue adjacent to the cancer group. The levels of serum LDH, VEGF
and BCRP protein were measured and compared. The prognosis after first-line chemotherapy in patients with
advanced NSCLC was counted. Multivariate logistic regression analysis was used to analyze the risk factors
that affect the prognosis survival of patients with advanced NSCLC after chemotherapy. ROC was used to ana-
lyze the predictive value of VEGF, BCRP protein and serum LDH for the prognostic survival of patients with
advanced NSCLC after chemotherapy. Results The positive expression rates of VEGF and BCRP and serum
LDH level in the cancer tissue group were significantly higher than those in the adjacent normal tissue group,
and the differences were statistically significant (P<0.05). The patients were followed up for two years, and

the 2-year survival rate of the patients was 31.30% (36/115). Multivariate logistic regression showed that the
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A1 BRI EHRE, BRI, A RIE 150040

2. BRI PELBRFWE S — EERMBA, ZLIT, b RE 150040
*iEAEMEE B K, E-mail : heartrate@163.com



NTEWi ST 20214E6 A 45134 4561 T Mol Diagn Ther, June 2021, Vol. 13 No. 6 - 995 -

poor differentiation in tissues, TNM stage: [l +IV stage, lymphatic metastasis, abnormal increase in serum

LDH, positive expression of VEGF and BCRP protein were independent risk factors affecting the prognosis
survival of patients with advanced NSCLC after first-line chemotherapy (P<0.05). The ROC curve showed
that the area under the curve of LDH, VEGF, BCRP and the area under the curve of combined test was the

largest (0.892). Conclusion VEGF, BCRP protein and serum LDH are closely related to chemotherapy and

prognosis in patients with advanced NSCLC. Clinically, individualized treatment plans can be formulated

based on changes in this level, which plays an important role in prolonging the survival of patients.
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Figure 1 ROC analysis
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Analysis of the efficacy of CRP/PA and LDH in predicting the prognosis of children with
bacterial meningitis

LIANG Senquan*, MO Qingyi, LIANG Guiming, HUANG Xiaowen, GE Xiaoning

(Department of Pediatrics, Zhongshan Boai Hospital Affiliated to Southern Medical University, Zhongshan,
Guangdong, China, 528403)

[ABSTRACT] Objective To investigate the prognosis of C-reactive protein to prealbumin ratio (CRP/
PA) and lactate dehydrogenase (LDH) in predicting the prognosis of bacterial meningitis (BM) in children.
Methods A total of 135 children with BM admitted to Zhongshan Boai Hospital Affiliated to Southern
Medical University were selected and divided into the death group (n=16) and the survival group (n=119)
according to their different prognostic effects. The general information, treatment plan, CRP/PA, and LDH
levels of the two groups were compared. Spearman, logistic regression equation, receiver operating
characteristic curve (ROC) were used to analyze the data. Results There was a statistically significant
difference in the degree of disease between the two groups (P<0.05). CRP/PA and LDH in the death group were
higher than those in the survival group (P<0.05). CRP/PA, LDH were positively correlated with the severity of
the disease (P<0.05). Logistic regression equation analysis showed that CRP/PA and LDH were still related to
the prognosis after controlling the severity of the disease (P<0.05). The ROC analysis showed that the AUC of
CRP/PA +LDH predicting the prognosis of children with BM was 0.932, which was higher than the single
indicator prediction (P<0.05). Conclusion CRP/PA and LDH in children with BM are significantly increased
and are closely related to the severity of the disease. The combined detection of the three can provide references
for clinical evaluation of prognosis and facilitate timely improvement of treatment plan.

[KEY WORDS] C-reactive protein; Prealbumin; Cholinesterase; Lactate dehydrogenase; Children;

Bacterial meningitis
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Table 1 Comparison of general information between 2 groups
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Figure 1 ROC of CRP/PA, LDH predicting prognosis
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Table 3 Logistic regression equation analysis of prognostic
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0.832.0.805; 3% ] Logistic —- JC [8] 7 %} CRP/PA .
LDH B 50 3 5 79 ROC #EATHL4G, 20 BT 45 46 b
A TR 7/ 1) ROC, 25 5% .7k , CRP/PA+LDH Tii
M FUS ) AUC R 0.932, DL 4,

R4 ROCHITHER
Table 4 ROC analysis results

18 AUC  95%CI cut-off i ﬁ%@zrg e PiE

%) (%)
CRP/PA 0.832 0.758~0.891  >0.58 93.75  59.66 <0.001
LDH 0.805 0.728~0.868 >396.91 U/L 87.50 78.15 <0.001
B4 0.932 0.876~0.968 90.75 78.99 <0.001
3 itie

JLEE BM 2 22 FHPE T 55 2 PR R R G i
%o BRI BOE I RERYT R L BM R
1RIT FBC H S AT = L BM UG A S0 EA
BU , AN 1l R M B 58 33697 7 58 o RLL , FRUL
SR ARG T AL WA I N

CRP 22 MR A B (I B 01 2 — , HoAE
5 RYER N REAT 5, 88 AE R RYEbR &
Yro PA JEITAFEBIF 5T 45 22 0 — Fh b JFF 40 B A B )
M3 AE A, Kb, SFEHE P, 7
I35 RSP A8 A B AU, B B | B T AL
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AR, A IR AL R S SRS % 0, 3T BM
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X BM L IfL 7 CRP/PA K6 % B, %% 5E 41 CRP/
PA & TAAF4L, AT A CRP (PA A: BEEME , 2Z 40
PAER L2 IR, CRP Kt A i DA #MAR L i 7
R WIS P L I PA VR R HLIRE SR 46 4, 76
JLEE BM A Ja AT UL A R, [FIERHE AR5
PETE T B T, 2E LR B SR e i) mT ke ) FH T
FE, I, B AR B CRP/PA THig . ARAFFTIL K&
I, CRP/PA 5 BM LA 1 72 B 2 IEAH ¢, #2278
CRP/PA 5] Ml R PP )L ZE BM B $ 2 7% ,

LDH EZ 4 mE L BG40, H
VT AE AR AR A 5T R, 76 FPAR A 28 R G e ik
PN H ML LDH 7K g 3 T 5 . AR GE i R 3,
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R 2RSS 5ER RIERESS S5 BILBUS
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AL PR AP
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(# ZE] B&  /-Hr s o s 4 40 i A 4 7 (b-FGF) % Ak K IR 7-B1 (TGF-B1) /)y
RNA (miRNA)-34a 5184 £ BT (CHB) IF£F i fb i AHCHE . ik BEHL 2018 4F 9 [ & 2020 4F 9 ]
A BEWCIA (1 180 5] CHB B35 1E A CHB 41, A48 A A 2 00 2 (LSM) #4354 M i BE I 47 4 {4 43
] e BT AT 4 Ak 2 78 ] 5 EE SR AT 4 Ak 2H 59 491, [] IRF3E B 170 f4i) [m] 9] 4K e 422 32 it e A A HL 45 R E
WHAE R IBL K 4% 4H 1] b-FGF , TGF-B1 X microRNA-34a ik 25 5 , % JH| Pearson #H J& 14 43 Br
b-FGF , TGF-B1 } microRNA-34a /K ¥ 5 CHB FF4F4EfL A CE . 53R CHB 41 1L b-FGF . TGF-B1 .
microRNA-34a 7K V5 T XF 4, 22 539 A G it 5 L (P<0.05) o A [F]IF2F 2 AL 72 B 35 b-FGF |
TGF-B1 .microRNA-34a 7K LL#E - 78 B 4R A A g <rh BE AR AL ] <1 B AR i fbd] , Z R A S i E X
(P<0.05), CHB % b-FGF.TGF-B1.microRNA-34a /KF- 5 LSM £ 1E 4156 (P<0.05) , #if b-FGF,
TGF-B1 } microRNA-34a ik 5 CHB 21 4k AL FE i 5t I 35 A0 SG 1 , B A I = 3 3R 1% L X CHB i 1%
UL BA —E 2B

[X#i7A] b-FGF; TGF-B1; microRNA-34a; 181 LRI ; H2F4ifk

Correlation between b-FGF, TGF-31, microRNA -34a and the degree of liver fibrosis in
patients with chronic hepatitis B

LI Yuanyuan "**, SU Feng *, WANG Yan*, LUAN Xinglong

(1. Department of Gastroenterology, Huxi Hospital Affiliated of Jining Medical College, Heze, Shandong,
China, 274000; 2. Department of Gastroenterology, Shan County Central Hospital, Heze, Shandong, China,
274000)

[ABSTRACT] Objective To analyze the correlation between the serum basic fibroblast growth factor
(b-FGF) , transforming growth factor-pB1 (TGF-B1) and microRNA (miRNA)-34a and the liver fibrosis in
patients with chronic hepatitis B (CHB). Methods The 180 CHB patients admitted to this hospital from
September 2018 to September 2020 were selected as the CHB group. According to the liver stillness
measurement (LSM) , the patients were divided into a mild liver fibrosis group with 43 cases and a moderate
liver group, and a severe liver fibrosis group with 59 cases. At the same time, 170 cases were selected as the
control group who received a health checkup in this hospital during the same period. The differences in the levels
of b-FGF, TGF-B1 and microRNA-34a among the groups were compared, and the correlation between b-FGF,
TGF-B1 and microRNA-34a levels and CHB liver fibrosis was analyzed by Pearson correlation. Results The
levels of serum b-FGF, TGF-B1 and microRNA-34a in the CHB group were higher than those in the control
group, and the difference was statistically significant (P<0.05). The levels of b-FGF, TGF-1 and microRNA-

34a in patients with different degrees of liver fibrosis were as follows: the mild fibrosis group<the moderate
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*EAEEA S , E-mail : 1ong980322@163.com



NTEWi ST 20214E6 A 45134 4561 T Mol Diagn Ther, June 2021, Vol. 13 No. 6 - 1003 -

fibrosis group <the severe fibrosis group. The difference was statistically significant ( P<0.05). The levels of
b-FGF, TGF-1 and microRNA-34a in CHB patients were positively correlated with LSM, and the difference
was statistically significant (P<0.05). Conclusion The expressions of b-FGF, TGF-B1 and microRNA -34a

are significantly correlated with the degree of CHB fibrosis. The combined detection of the three expressions has

certain diagnostic value for CHB disease and fibrosis.

[KEY WORDS] b-FGF; TGF-B1; MicroRNA-34a; Chronic hepatitis B; Liver fibrosis

18 M 2, B % (chronic viral hepatitis B, CHB )
T ORI R R 7 (hepatitis B virus, HBV ) 1 1]
VB VR o 1 e 5 DG N/ S S ERE oY L1 e
— . CHB Ji 2 B AC B AT 5 e 85 - 4 e 4ii s, JOF
e JIF W0 o8 AT A AL 2= P o R AL 25 &
JF 9 B DL LD AH SCAIF 9 S 7, 38 3 X g 2
JH B85 [ 2F AE AL R 2 R AT X a2 B, SRt
DU 27 A AR 0 i, 62T 1A 22 1 T 00 AT A e g ke
I 2% RS TE — 8 B B, XTI R A M O R E
AEAEBT ) Rk AR TR L A B . 7E CHB
S A BRI 21 e AT 100 2ok A b e
21 4 41 i 4= K [ 7 (basic fibroblast growth factor,
b-FGF) Fll % 1k 4= & [ - B1 (transforming growth
factor -3, TGF-B1) MVE B M2 20", BLok,
87N RNA (microRNA , miRNA ) VE 4 55 2 i 45 45
T, JBor F KT 0 e 0 e ) R A AR
miR-34 ¢ 15 A 5 i W Rl A [R) 5 A g 6 =
microRNA : miR-34a ., miR-34b Fl miR-34c. T 4F
ok , miRNA-34 K JEFE CHB 1 (1 3235 58 Wy T £F
AL W R AL TR . A ST AT
b-FGF .TGF-B1 % microRNA-34a 7% CHB £ 11
RKIXEO, BERVT = BA XA 42 W
T PG B A, BUHRGE AR o
1 #ZRERE
1.1 JEA TR

PEHL 2018 4F 9 H 2 2020 4 9 A A B A 1Y
180 {51 CHB & 1F & CHB 41, Ho i 531 02 4] , %t
P 88 1], 4F I -4 (48.52+6.18) % o 4 A b iff -
(DHbeAg 4 4 BHPE -2 52 6 R 4 A s @4 & (v
BEVEIF R BRI 28 ) gk R K2 K (47
eV ELS G2 te ) T IF A 4R iz Wi bR o
HEBR AR : OB H BT R T T R 5
T EUIF R EE BT AR TE L S i Bl 0 B
SR A DI Re 5 QG I N 43 L IR R Ge e
Kot VEDife v QA I e A A
25 1Y T k2 995 5 (@ B A A7 6 - JIE 5l I8 D) B R 35

O FLI ST R A 2 o K R AR B I 4 (liver
stillness measurement, LSM ) "V B 2% 4 b % B AT
21 A Ak 2H 43 1] (LSM<9.7 kPa) . 1 i AT 41 4k 1k 4H
78 141] (9.7 kPa<LSM<17.5 kPa) . 5 i JIT- 2T 4k {1k 41
59 il (LSM=17.5 kPa) .

[Fi] Fsf 3 B 170 451] [] 30 1 A% e 2 A2 ft e Ak A HL
SEULIEH AR X IR, Horh B¢ 89 91, % 81 171,
AR H AR 4 (48.58+6.19) % . CHB 41 X} HRZH4F
I8 PR S L L R L 22 R G E B L (P>
0.05), AT Lut: o BT i 500 5 34 25 3 01 [R)
AT ARG AR B BEAe B ZE 51 S
1.2 il 77 i
1.2.1  [fiLi# b-FGF . TGF-B1 #&: ]

BT AT B 9 R 42 25 IR R K O 3 mL, 50
(2 000 r/min, 15 min ) 2% BR 5% 4% 40 B A% 4, L -
Z M7 BT -70C Rk o SR H Ml 5 4 5 W B v
K I b-FGF . TGF-B1 /K-, il il & b medb I A= 4
FORBF G TR AL, B 20 TR ™ A& He U B F AT o
1.2.2  [fil microRNA-34a £l

MLE PR AL < 3 = 25 HE il BT A WF 9 X 42
A0 JE KO 3 mL FRE P, BE 20 min J5 B O
(8 000 r/min, 4°C, 10 min) 2<BRAE AN AL 43, HL 1
JE MG R 2 05— T, R0 (1 300 t/min,
4°C, 10 min) , fiz J5 BX 500 L I 75 5% #% & JC RNA
fiti /) BP 45 P 0%, i A —80°C VKA AR AT 2K 30
e S5 1 S B 96 96 78 B -PCR 5 46 1 microRNA -
34a /K-, miScript IT RT 33 5% 53257 & ) [ 75 [
QIAGEN 4w , [ W A& % 2 : miScriptHispet (5x ) 4
pL, miScriptNucleics (10x) 2 pL, miScript Reverse
Transcriptase 2 pL, RNA 54z 12 L, 7% 555
377 60 min,95C 10 min, %GR &1 T gPCR X
Jo (miScript SYBR Green 7] & , 7% & QIAGEN &
A, VAR ZR 10 pL; FUIN#4 95T 30 min; 281 94°C
15 5,18k 55C 30 s, I 70C 30 s, M 40 DMFH
Ct {0 RV AL AT 538 2% (A48
KH U6 /E NS, iLTE H miRNA-34a [ X 2k
N 24°=CtmiRNA-34a-CtU6,
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i ] SPSS 20.0 Gt it 2 B A it AT o3 A, 1 H R BT
B (% +s) FoR , 4L 0] R BCR H e K, Z 4L 147
F R 55 5 #H ¢ M2k H Pearson 43 #7 , LA P<0.05 4 2
RAGIE L

2 #R

21 CHB 415 %} M 4 1L ¥ b-FGF . TGF-B1 .
microRNA-34a /K- He 4

CHB #H IfiL % b-FGF . TGF-B1.microRNA -34a 7K
P TRTHRLL, 2RI SR L(P<0.05), A1,

F 1 CHBAS3EEAME b-FGF.TGF-B1.microRNA-
34a K FLLEE (x+5)
Table 1 Comparison of serum levels of b-FGF, TGF-31
and microRNA-34a between CHB group and

control group (x+s)

5 n  b-FGF(pg/mL) TGF-B1(pg/mL) microRNA-34a
CHB#4 180  36.90+10.25 596.85+123.74 0.95+0.32
YR 170 13.08+3.52 302.52+56.21 0.21+0.05
i - 28.740 28.370 29.807
P1E - <0.001 <0.001 <0.001

2.2 RIEFFA 4L AR B 5 13 b-FGF . TGF-B1
microRNA-34a /K- b3

AN T5) 27 4E AL 72 2 £ 2 b-FGF . TGF-B1 . mi-
croRNA-34a 7KV LU HL - AP b 2 <h JE £F 4 Ak
H<FEREAGAA, 25 H G E L (P<
0.05), W32,

®2 AEFFFHENLEEEEME b-FGF.TGF-B1.
microRNA-34a 7K F LL 8 (v +5)
Table 2 Comparison of serum levels of b-FGF, TGF-31
and microRNA-34a in

patients with different degrees of liver fibrosis (x+s)

21 5 n (E-gl;rii) (];) (;:];1[]3}) microRNA-34a
REITA4efbeH 43 25.81+9.68 497.36+117.52  0.63+0.29
P IFLF4EfbeH 78 34.78+£9.75° 558.39£119.80°  0.84+0.25
HETA 44 59 43.56+8.51" 632.50+£85.72"  1.12+0.16"

FAH - 45.30 19.58 55.91

P1{E - <0.001 <0.001 <0.001

U SR AT AL L HLAR L *P<0.05 5 15 v B IIF£F 4 Ak 4 He e <
0.05,
2.3 CHB ## b-FGF . TGF-B1 M microRNA-34a
IRV 5 2 AR AR B A A DG 2 B

CHB % b-FGF . TGF-B1 } microRNA-34a /K
5 LSM B IEAIE (P<0.05), W3 K1,

%3 CHB B# b-FGF.TGF-B1 & microRNA-34a K F 5
LSM K918 X 1%
Table 3 Correlation between the levels of b-FGF, TGF-1
and microRNA-34a and LSM in CHB patients

SES r i P
b-FGF 0.986 <0.001
TGF-B1 0.849 0.014
microRNA-34a 0.974 0.005
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Figure 1  Scatter diagram of correlation analysis between

b-FGF, TGF-B1 and microRNA-34a levels and liver fibrosis
in CHB patients
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Kt/V.CRP/ALB. UA S5EN5E Hr a5 Qi X ELoe &
Je Pz sl ki A i

1

{U}

BT A FAHFE KRR

>.

[(# ZE] BM HITSEasE(Kuv) .C RV HE 5 F & M (CRP/ALB) IR 2 (UA) 5
2 1 B 7 38 (CRF) B8 BB 1T (R 4 S5 B G SR AL AR 56k . sk SRR B ISIA A9 98 18] CRF S 375 7
BRI RS A B AL A AL (n=47) TCREALA (n=51) . LB FEL ¥R KtV . CRP/
ALB \UA, 73 #T KtV .CRP/ALB \UA 5 1 [0 85 | i AH G 1 B 30 8 ik Ak 9 AH DG R 22, S2 308 TAERRME
£k (ROC) Mz i 26 T AL (AUC) 4347 Kt/V .CRP/ALB \UA TFAL S kR Ml . 52 AR fbdlre
E IS KyV KT e L4, 1% . CRP/ALB \UA & T Bl {b 24 (P<0.05) ; Kt/V 54 1F 1fL 45 52 1 AH G,
CRP/ALB ., UA 5 1F 1L 55 5 5 A 56 (P<0.05) ; KtV 5 IfiL B 5 7141 5¢ , CRP/ALB . UA 5 Il 5 1F A ¢
(P<0.05) ; KUV .CRP/ALB \UA 5 il JKRE 1A OC , 16 V1Al 518l Ik AE 1L AUC R 0.912, K F 51— bR
Al (P<0.05) . 518 KoV .CRP/ALB . .UA Y CRF JE BB AT B # FE w3 ALC R\, = T Al
A F AR 32 25 80 JRE T K, B0 45 0000 251 8 ok e A EL A 46 v (L, 5 T4 SR 11 PR 58 36 AR DGy LA o

(K] CRMEM; ARM; 18wl ERLENT; £5ui

The relationship between Kt/V, CRP/ALB, UA and peritoneal dialysis calcium and phos-
phorus metabolism disorder and its value in predicting carotid atherosclerosis

XU Ke', LIU Min**, GUO Ligin', ZHANG Lingling'

(1. Department of Nephrology, Xinxiang Central Hospital , Xinxiang, Henan, China, 453000; 2. Department
of Hypertension, Henan People’s Hospital, Zhengzhou, Henan, China, 450003 )

[ABSTRACT] Objective To investigate the relationship between dialysis adequacy (Kt/V), C-reac-
tive protein to albumin ratio (CRP/ALB) , serum uric acid (UA) and disorders of calcium and phosphorus me-
tabolism in patients with chronic renal failure on peritoneal dialysis. Methods A total of 98 peritoneal dialysis
patients with chronic renal failure in our hospital were selected and divided into sclerosing group (n=47) and
non-sclerosing group (n=51) according to whether they were accompanied by carotid atherosclerosis. The base-
line data, Kt/V, CRP/ALB, UA of the two groups were compared, and the correlations between Kt/V, CRP/
ALB, UA and corrected blood calcium, blood phosphorus and carotid arteriosclerosis were analyzed. Receiver
operating characteristic curve (ROC) and area under the curve (AUC) were used to analyze the value of Kt/
V, CRP/ALB, and UA in assessing carotid atherosclerosis. Results The corrected blood calcium and Kt/V of
the sclerosing group were lower than those of the non-sclerosing group, and the blood phosphorus, CRP/ALB
and UA were higher than those of the non-sclerosing group (P<0.05). Kt/V was positively correlated with cor-
rected blood calcium, and CRP/ALB and UA were negatively correlated with corrected blood calcium (P<
0.05). Kt/V was negatively correlated with blood phosphorus, and CRP/ALB and UA were positively correlat-
ed with blood phosphorus (P<0.05). Kt/V, CRP/ALB and UA were related to carotid atherosclerosis. The
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AUC of the combined assessment of carotid atherosclerosis was 0.912, which was greater than the single index
assessment (P<0.05). Conclusion Kt/V, CRP/ALB, UA are closely related to the disorder of calcium and

phosphorus metabolism in patients with chronic renal failure on peritoneal dialysis, and the three can interact

to promote the formation of carotid arteriosclerosis. The combined prediction of carotid atherosclerosis has high

value, which is convenient to guide the clinical improvement of related diagnosis and treatment mechanisms.

[KEY WORDS] C-reactive protein; Albumin; Chronic renal failure; Peritoneal dialysis; Calcium and

phosphorus metabolism

7 P37 AT 2 I IR R 7 18 7 1 £ 98 ( Chron-
ic renal failure , CRF) , ZE (% A= A7 HH 14 75 FH Bt
Z—, R g B A A Ay
BUARTE H AT o AH 3T 4 B 1 6% Ay b T3, &
o3 R I B BRI ZEL A — AR 5 A B
AL, XS Sl KL, T 80 ok 14 3 A R
SCR 51k B8 KRR AL, JOF B 4005 A R R
g BT 5801 (effective urea clearnance time/
volume , Kt/V ) J2 1§ [l 325 #1 8 35 85 A 25 w0 A0 32
BAER ™ ; C [ W 25 H (C-reactive protein, CRP)
S5 G MR UG AT AMA R E A N T A
A F1 (Albumin, ALB ) J2& Bl ifiL 85 922 95 4 s XU B
4 DR 8 XU RS, 1Y) B8Rk 4 A, A WF 5T R W], CRP/
ALB TEPFAG 2 0 BN Hp (I 457 38 25 1k 42 v B
A EEMME"; JRBR (Uric acid, UA ) LA F EAL,
W=, A BEIETE H, E UA 28 RS BT i 1
FHA KAWL AER R AW E R
Kt/V .CRP/ALB \UA 5 CRF Ji [l i Hr i & 45 WA ¢
T 2R LA DG B Tt 5 g Jok R AL AN 18, 5 7R R I
PRI T fif CRF Ji5 1525 A 45 A i 22 mL i LA
B I6 S0 B0 DK A Ak S 5 | R B IF R AR RS .
EWT

1 AHESHE

1.1 — ek

PEHL 2017 4F 1 H 2 2021 4F 1 H AR lA Y 98
4] CRF Ji5 JEE32 B 28 4, ARl 02 75 B A 20 3 ik A Ak
A A WAL (n=47) . TCHEfL 4 (n=51) . 99 AHbp
W f7 5 CREIZWIARHE ™ 5 AR 45 Sk 290 55 1 A8 5
5T R & R PR (S8l IR ) ) R FH S0
7 RS A ] S 2 A AE S Bl KRR A, PR 2 R
(IMT)<1.0 mm by JCHi 1k, 75 W) S B Ak ; 15 1
Hristla]>6 4~ F 5 @ i ML ; 3 5K 0 1s il 25
ERIEA . HEBRARE I 3 A4S H A G il 770
S BRSO i A K A (IR A
OWUEEFE OBURAE ) s A A% Je ke # A ™ A

PR SN0 25 5 IR P06 4
1.2 Ik

CRP.ALB UA “5A4: {48 b il 12 A I8 15325 A
FRI , >R FH DU E 2 45 1 IR 25 I St e ik o, 2
ml, .0 (242 8 em, 7% # 3 500 r/min, B [A] 15
min) , R L2 ML , >R HELE A YR B 7 FR
O Al g 35 55 e i a7 & CRP KSR ]
T A A W AR A RN W) ALB IR i 4t it ) &
il ALB 7KF- , 3155 CRP/ALB {8 5 2R JH % 75 19 £
AR A BRA Rl AR & 60 &0 UA KOF .
K FH A8 BT 78 40 R I | B SF- 467 X 56; (Peritoneal
Eequilibration Test, PET) , £ Il ifil 45 7K ~F- Ff- # 45 2
AL IE I [ Ca™ ] (mg/L) =5 [ Ca™ | (mg/L ) +0.8%
(4- 2 A T3 M5 M E 4B, R B 4H IR 22 41
LA CRE A M . RARIE AR Ky,
Kt/V=-In (R-0.008Xt ) + (4-3.5xR ) xUF/W , H: 1 ,
In J2& A SR AEL ROESE TG 5BENTHT R 2 W LA,
K MBHT a R RIE R ¢ it 1a], v R R A
TR A 251, UF 2 BU8R , BT, w R s AT
JE R N,
1.3 WMEIEbR

R H 7] 4 8 2 92 =X e 48 W 41 3k 28 0% R4
FEAE WS MBI R T B B AT W TR LA
ik e PR R A I ALER H b = EE A E R A %
R S IR R ARSI R B2 R
B R RIS ORE, IR R 9 12 W AR IR B i 12
Jriem ) AT W . QWAL B AR AR LKy
V .CRP/ALB \UA %, @434 KV .CRP/ALB .
UA 555850 C R . @437 251 8 ik A £k 4 5
%, &4 7 KUV . CRP/ALB . UA ¥ 1# % 2l ik i
b B 8
1.4 Giile#ab s

K G 22 5 SPSS 23.0 4 FUBUHE | 150
BEUA n (%) HEE R 2 K5, T Rk o) 6
T, 4L T] AR P IR SRR A ¢ AR 56 5 22 4 T) 2R
J72253H7 . Pearson . Logistic [F] )35 R /A A% 1 A1) 56
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% ; MedCalc #1422 523838 TAERE Hh 26 (ROC)
SAFTIANE ., DA P<0.05 HZESA G20,

2 #R

2.1 YL TER iR
PHLLAFAY 0] AR T i HR A BT R T
EP kR R A MU H i =g AR R G
MREEH A IR HARZIRE B2 ERE A
AR A, 22 7 TG F B X (P>0.05) . W 1,
1 FAEZERILE [(32s),n(%)]

Table 1 Comparison of baseline data between 2 groups
[(xxs),n(%) ]

4] 4
R
E () 62.15£11.24  60.78+10.19 0.633 0.528
(B2 25/22 30/21 0.315 0.575
i Ejﬁ)ﬂ 24.15£1.52  23.99+1.38  0.546 0.586
BT () 34.48+12.26  31.97+10.87 1.074 0.286
s (mmHg)  137.68+8.57  136.33x10.14  0.709  0.480
&7 3K (mmHg ) 78.14+9.75  80.02+8.34  1.028 0.307
JREA (mmol/L) 23252549  22.97+6.08 0.239 0.812

MLALEF (wmol/L)  815.07+236.41 803.88+217.65 0.244  0.808

il =5 (mmol/L)  1.78+0.36 1.69+0.43 1118 0.266
A [ B (mmol/L ) 5.02+0.61 4.89+0.57  1.091 0278
L3R =Y
fikes 2R i 2.34+0.66 248+0.52  1.171 0.245
(mmol/L)
B3R =Y
PO 1.05+0.27 1.16£0.28  1.976  0.051
(mmol/L)
HARF IR 369.42+103.05 372.60£97.19 0.157 0.875
(pg/mL)
s
B2 k& 30055640  28.59+5.92 1225 0.224
(mmol/L)
i ML B i Ak 16(34.04) 20(39.22)
DRI B 19(40.43) 17(33.33)  0.547 0.761
B NERE R 12(25.53) 14(27.45)

2.2 MAMBEH TSR KuV .CRP/ALB \UA H#

R AL 2 A4S IE A5 KV AR T e AL 4, 1
W .CRP/ALB \UA & T lfifb4l , 2 R A FKiT# 5
X (P<0.05), W32,

Fx2 WHASHAHIESR . KUV.CRP/ALB UA b5 (x+s)

Table 2 Comparison of calcium and phosphorus metabolism
indexes, Kt/V, CRP/ALB, UA between 2 groups (x+s)

k4 fififk4
I
A IE M5 (mmol/L)  2.01x0.15 2.20+0.13  6.715 <0.001
1fi % (mmol/L ) 1.89+0.39 1.50£0.41  4.816 <0.001
KtV 1.24+0.15 1.56+0.26  7.380 <0.001
CRP/ALB 0.83+0.27 0.48+0.17  7.742 <0.001
UA(uwmol/L)  485.03+145.84 413.49x120.66 2.654 0.009

2.3 Kt/V.CRP/ALB . UA 5455056 &

K H Pearson 17 AH G ME 40 #T, 45 R W , KV
558G TF 1L 4% 52 1E AH ¢ , CRP/ALB  UA 5% 1F Ifil 45
EHMSE; KuV 5 g A 5¢, CRP/ALB \UA 5
MBS IEA DS (P<0.05) . WL 3.

®3 WHXMSH

Table 3 Correlation parameter

FRAR % 1E I 45 ik
Kt/V r{H 0.781 -0.647
P& <0.001 <0.001

CRP/ALB (] -0.675 0.699
P1{H <0.001 <0.001

UA r{H -0.628 0.563
P& <0.001 <0.001

2.4 #FkEEL R R 5 £ ] &K Logistic 7114757
FEoyHT

VL350 50y Jik R A 1 150 A R PR A2 o (TE R R 0,
HWRAE K 1), L KUV . CRP/ALB UA {E 2} [ 725 &
(R FIERME R 1, & FEERE D 2) , B A
E M Z [N & Logistic [71 5 7 #2408, 25 1 B R 8
B IE 45 | 2 )5 , KtV . CRP/ALB \UA /5 5
Fish kAL A 54 (P<0.05) . W3 4,

F4 MBNBKEN R E R L EE Logistic BIAF R 7

Table 4 Multivariate logistic regression equation analysis of
carotid atherosclerosis

RSN EASEViR

A IS - -

BHAR OR (95%CT) P1d OR (95%CT) P1{E
Kt/V 0.574(0.411~0.803) <0.001 0.311(0.215~0.451) <0.001

CRP/ALB 1.826(1.428~2.334) <0.001 1.405(1.234~1.599) <0.001
UA  2.675(2.334~3.065) <0.001 2.216(2.065~2.379) <0.001

11 : KUV .CRP/ALB \UA #{EKIK 7 1.41.0.65 ,447.80 pmol/L,

2.5 Kt/V, CRP/ALB. UA iV 1 #i 3 Jik i 1k f
ROC

ROC 455 il 7R, Kt/V .CRP/ALB ,UA 144 % 51
Jik 1 {6 19 AUC 43 %1 24 0.766 ., 0.816, 0.749 (P<
0.05) ; b FH Logistic — 7ol & |14, 2558 7R, Ky
V+CRP/ALB+UA At 1 8 ik i AL ) AUC 24 0.912
(P<0.05), UWE1.5&5,

3 it

H B4 ¢ CRF i 5% M 8 5 A5 e AU 2 ALY
FRATTERLZ A 2B P, SR Q=L vl e =
ST A LA A AR KB AT ST A SRR
R A R LI CRE 57 A 285 251 50 bk i



SFLWI ST AE 20214F6 135 46l

J Mol Diagn Ther, June 2021, Vol. 13 No. 6 - 1009 -

— CRP/ALB
— Kuvv

— UA
R

0 20 40 60 80 100

100-45 57 £ (% )
B 1 KuV.CRP/ALB,UA i #Fizh bk EE L B ROC
Figure 1 Kt/V, CRP/ALB, UA to assess ROC of carotid

KA . BLAh AR I8 & B, A A AL ZH A IE I
B KuV AL F I {4, i #% .CRP/ALB \UA & T
TetEfb 4, UEEA A IE 155 KoV | LB . CRP/ALB .
UA % rl e 5 Hish bk fbH & . CRP JEHLIKZ
JE e w2 U5 05 e A0 B Il PN R T e A — 2
B, 0] 7E S0Pk RAE SR s 3 Ao 40 i A P B A
i A= 2 i 200 e e PR - 5 A4 i R 7 i A5 Ak A S
I FPLAZ 200 b A T R 1 A LAY 2R -6 S5 2R R E

atherosclerosis ?,#E&é@%lﬁ[ﬂl%w&ﬁﬁﬁ,ALB %Iﬂlﬁﬁm%
&5 ROCHHER
Table 5 ROC analysis results

EiEkay AUC 95%ClI Z{H cut-off {# BRE (%) R (%) Pid

Kt/V 0.766 0.670~0.846 5.459 <1.39 87.23 64.71 <0.001
CRP/ALB 0.816 0.725~0.887 7.233 >0.66 80.85 72.55 <0.001

UA 0.749 0.652~0.831 4.995 >439.52 pmol/L 76.60 68.63 <0.001

BA 0.912 0.837~0.959 14.802 89.36 78.43 <0.001

WEEEAR, FENRERFERFIIAESR BB,
A 5% 45 S 4L 7% CRP/ALB 2% 16 7T 7 Il PR3 # 45
BEACHHE ARt 2%

UA &2 AR FEZAC™ W, 058 iR |, 1l UA 7K
-5 2R A O, W) AFE R s AR AT R
I UA K AR GEAE 33 1 ) AT 4 S5 A O R
FIa kM, 2 kLSS KAk B3 8] UA KA
#2557 , U] UA KA A0 AT g 5 3180 Tk ki Ak &
A, KUV Z1TAE CRF B BT 52 e i) 3=
FRbr. HRICAER) 2R, KyV 2=
LA ST FER ™, AR R, KuV 5 1w
EHAASE, A IE MG S IEA . HHES KtV . UA
IRV 5 Rl A 1 25 L B sh kA Ak ) B S 2 2
fil, MTCE IS [RINHE 20548 i, CRF I8 LB AT
SRE B KA A kA R R 2 IR AR 25 SR, Ak
Z R Z ot 5P A AR S 350 80 Bk A Ak & AR
Jl RIS —4 R H Logistic [F1H HFE40HT
I BRI 20 AT R E IS | 1ML Kt/V .CRP/ALB
UA B 538 kARG (B Z R e U KV .
CRP/ALB \UA 53 g ikt AL AR ¢ , % W6 #F CRF
i R 375 it A8 2 5 w4l 25 L P S i g Bk e Ak
Kt/V .CRP/ALB \UA A BEAEAE Pp I/ T hn ] 591 50
kAL & A= % e . 4k%E ROC 434 i /s , K/V+CRP/
ALB+UA PG SN Ik AE ALY AUC 24 0.912, 7] i
PR 58386 250 kR AL AR T AL $2 3657

ZE A1, KtV .CRP/ALB \UA 5 CRF i i %
ri Fm s O = AL R Y], =& HAHVEH

e 2 3 2y Jk A A TR B, B 5 T 591 50 Jpk A 1k B A
B U e, B T4 S RS2 35 A 2T B

S % 3k

(L] mAgRatrin - B 3, skoH , A & ) He - A2 424, 55 L 1 e T
93 BB IR BT A AN A4 DX 23 KPS0 W B A
MSCAEIATT]. EPRBIR RS, 2021,41(1):135-138.
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(¥ =] BHY 27 %A 35 - 88 36 5 % 15 (liquid chromatography-tandem mass spectrometry ,
LC-MS/MS ) [ B I <2 IfiL 35 H 25-OH VD, #1 25-OH VD [ 54, FiE SRR A UTIE (PPT) IV 2 B
(LLE) M 45 A B9 77 0 F5 D0 A9 N L 75 RR AR E 7 TRITAL B, SR 5 BORE AR 3R BUR ] LC-MS/MS R 48 HFatk A5 4
M. LL25-OH VD [EIf Z AR AR, 18 5 % 7 S 25-OH VD, T 25-OH VD, 4148 5 7 8 H: P A 04 i AR )
A X R P4 A o it 0045 b 28, P LA A IR AR rh 25-OH VD, 1 25-OH VD, U [ AR5 4 1. Y
e 18 R LEAE A ATEL G B AR i i 205 A% rh a3 B2, DA LC-MS/MS L 72 25-OH VD, Al 25-OH
VD . SR ARSCE AR R AT [R] Bp AG  if 7 25-OH VD, fil 25-OH VD, 43 #r i} [ 4L K
2.8 min, FE 55 , 25-OH VD, #il 25-OH VD, (915 M Lt (S/N) 2 /N4 69, 25-OH VD, #l 25-OH VD, 43l 48
2~100 ng/mL 1 5~250 ng/mL I P HAT R AFLR IR R |, W T A EL 5 068 1 1) ¥ B 2 M A 56 2 40359>0.999,
EREAENE ST RZBCV KRN 3.67%M3.39% ., &8 AWFGEMINES T LC-MS/MS fij S pedl | R
T RN S L 25-FR e A R D T HE

[E4iA]  25-F5L4E/: % D; 25-OH VD ; W AH (535 B3I Bk i

Determination of 25 - hydroxyvitamin D by liquid chromatography - tandem mass
spectrometry

PAN Xiaofang', HUANG Yanhong', HUANG Haoran®, LI Haiming®, CHEN Jianqi*, WU Jingbiao'*

(1. Division IV of General Laboratory, Guangdong Medical Devices Quality Surveillance and Test Institute ,
Guangzhou, Guangdong, China, 510663; 2. Guangzhou Fenghua Bioengineering Co., Ltd., Guangzhou,
Guangdong, China, 510730)

[ABSTRACT] Objective To establish a method for the quantitative determination of 25 -
hydroxyvitamin D by using liquid chromatography - tandem mass spectrometry (LC - MS/MS). Methods
Human serum samples were pretreated by using protein precipitation and liquid - liquid extraction methods,
sample extract was obtained and injected into LC-MS/MS. The concentration of 25 - hydroxyvitamin D was
quantified by the isotope internal standard method and standard curve was employed with a series of calibration.
Results Under the conditions of this experiment, the serum 25-OH VD2 and 25-OH VD3 can be rapidly
detected at the same time, the analysis time is only 2.8 min, and the specificity is high. The minimum Signal to
Noise Ratio was 69. There was a good liner relationship in the concentration range of 2 ng/mL~100 ng/mL and 5
ng/mL~250 ng/mL for 25-hydroxyvitamin D, and 25-hydroxyvitamin D; and the correlation coefficients between
the peak area rations and concentrations for 25 -dihydroxyvitamin D were higher than 0.999. The Maximum
repeatability and within laboratory coefficients of variation (CV) of 25 - hydroxyvitamin D, and 25 -
hydroxyvitamin D; were 3.67% and 3.39%. Conclusion In this study, the LC-MS/MS method is simple, fast,
sensitive, and accurate for the determination of serum 25-hydroxyvitamin D.

[KEY WORDS] 25-hydroxyvitamin D; 25-hydroxyvitamin D.; 25-hydroxyvitamin D;; LC-MS/MS
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4t 4 2% D(vita min D, VD) & AT 1 —28
BRI VEZS BBEAT Y . RN VD SRR EAL, B
BCEA A YT A R AR (1, 25- R L4k
HEED,, 1,25- R4 ER DAF) KRR h i E
B AR LR 25- F2 B 4 2E 3K D, (25-hydroxyvita
min D., 25-OH VD,) fl 25- %% 5: 4 4= 2 D, (25-hy-
droxyvita min Ds, 25-OH VD,)"" {4 2 D M H2E
APl R R FH AR F8 Y« IS 25-OH VD 7K F £
T2 TA Ol I B 2 A 3 D OIS I B A PR AR
P5*'. LC-MS/MS ¥LREMS A & IX 43 25-OH VD2 F
25-OH VD3, L F 28 s 7 f08E 0y, S I A A 0 4
R DINEIRAE . L, AWFFE S T R A
B EREE I 22 1375 h 25-F2 3 4k A R D, I 25-F2 4k
4= & Dy ) LC-MS/MS ¥,

1 HESHE

1.1 e
111 FEUER

K = 5 PUARFT B35 43 B 5 4t (FH-6000MD
JUIM T AR Y TRABRAED 5 B35 (Accu-
core aQ 2.1x50 mm, 2.6 wm, Thermo Fisher Scientif-
ic AW ) 5 Z eI G A (UM BB A A% A BR A
A ) 5 B 3R B AL GBI B A S 38 AL g8 I &
FRAF]) 5 BWAL (BT B ESAL #24T BRA 7] 5 &
S R H 4% (Peak Scientific 22 F] ) o
1.1.2  FZRH

25-F2HEAE A 2 D I 7R & QAR o - BRI
FLig ) (M F e A TRA RA A, S .
20190408) ; H i . {4 3% &4l , 7% & =99.9% (Thermo
Fisher 2y ] ) ; SZ56 FH /K A Synergy #4li 7K , B, fH &
AMET 18 MQ-cm’,
1.2 LIRS
121 JFiES4

3% 45 4 Accucore aQ C18 {1, 1% # (2.1 % 50
mm, 2.6 wm) ; B i A 40°C ; i # A 0.5 mL/min; i#F
FEFN 10 pl; F A A Ak (& 0.1%HR) ,
TS B N HBE (5 0.1% R ) o 2R FH A B 5k e -
0.0~1.0 min 70%B, 1.0~2.0 min 75%B, 2.0~2.1 min
98% B, 2.1~2.6 min 100% B, 2.6~3.5 min 100% B,
3.5~3.6 min 70%B, 3.6~5.0 min 70%B, 2%
B IR A FLIBE 5 B YR (EST) 5 585 TR X R e 5 8
HUEN 3 500 V5 B LR IR N 300°C; 5555 i
JEE R 400°C ; B SR A 50 5l B S R 125 k4

SN 05 Q1. Q3 7 HER (LIS ) o 0.7; ik 1k
PRSI (SRM) S HUILEE 1,
x1 BESH
Table 1 Mass SpectrumParameters

HETR TET  fifE REBHE
fir b (m/z) 767 1 (m/z) g (V) LR (V)

(A= EL 3

25-OH VD, Positive 413.3 355.1° 10 100
25-OH VD, Positive 413.3 395.1 10 100
25-OH VD.,-d3 Positive 416.3 358.2° 10 100
25-OH VD, Positive 401.3 365.1° 10 97
25-OH VD, Positive 401.3 383.1 10 97
25-OH VD;-d3 Positive 404.3 368.2° 10 105
HECNEREST.
1.2.2 WHEIESE

FEIRL - 40C; BEREHE 1 10 L WS AH : A- 2K
(% 0.1% M R) ,B-ali F I (& 0.1% IR . WAHKS
FEWA 2,
F2 HBE
Table 2 Liquid Chromatography Gradient
A 8] (min )

Wik (mL/min)  A(%) B(%) Curve

0 0.5 30 70 5
1 0.5 30 70 5
2 0.5 25 75 5
2.1 0.5 2 98 5
2.6 0.5 0 100 5
3.5 0.5 0 100 5
3.6 0.5 30 70 5
5 0.5 30 70 5

1.3 IR B
1.3.1  [Af 2 A AR Y B

B¢ 1.04 mg 25-OH VD,-d3 il 1.05 mg 25-OH
VD;-d3 AR HE S, FHICK CBEEE A, 43 B 1 000
pg/mL ) 25-OH VD,-d3 F125-OH VD,-d3 [fl{i; £ N
FRIfE A, FARREIC I AR 2.5 ug/mL F15.0 pg/mL
f) 25-OH VD,-d3 F125-OH VD,-d3 [Flfii K PIAREN
1.3.2  TAEFRUER LI

B 1.01 mg 25-OH VD, 1 1.01 mg 25-OH VD;,
FrifE b, I TCK B 3 3B 1 000 wg/mL
Y] 25-OH VD, 1 25-OH VD, {7 il il 757

W PRFPERUE S 68 250, L BSA B FRER 2% Pk i
WA, R BB, BCHL 6 1> 25-OH VD, il
25-OH VD, 5 #fE i 1R AW, 159 %1 1.99.3.98.,9.95.,
19.90.39.80,99.50 ng/mL [ 25-OH VD, T AEFrifE
T A114.98.10.95,29.85,59.70,104.48 ,248.75 ng/mL
) 25-OH VD, TAEFRUER R -
1.8.3  25-OH VD [{FFMEEA 1Y il 5

OBAFMEEA 200 WL T AR AY 2 mL 2504



- 1012 - NTEWEIEITAGE 20214E6 ] 45134 561 J Mol Diagn Ther, June 2021, Vol. 13 No. 6

Hr, A 200 wL 119 25-OH VD [R5 2 AR T AR
JE s 45 B, @A 1 000 wL 4 25-OH VD # HX
W, 7F 2 000~2 400 rpm H 45T € i 4k 3% 10 240,
F—20C F #1048, 13 000 rpm &0 5 5354
QU b2 WA 800 wL #7521 96 £L V BRI FL
M, RN AR T . @A 200 wL 19 25-OH
VD &, 35 0k IS B i, 7F 2 000~2 400 rpm
PRAT T eI IR 3 /3 %h, AT R, BT 96 LA ES
OHLH 3 000~3 500 rpm B0 5438 . GFLA A 3
PERERS R, W VR, A TREARAG I 43T o
1.4 Siiteehbsi

K HI SPSS 19.0 X 2P AH S L A 2 AH X I
2% HE RS REEET T
2 4R
2.1 PR BRI R]RT €3S 5 i e

25-OH VD, . 25-OH VD,-d3 # 25-OH VD; .

25-OH VD,-d3 Xt o7 4335 & W 1R 1 F1E 2, 43 50 7E
2.80.2.79 F112.76 .2.76 min H} I,

RT:0.00-500 RT: 000-5.00
RT:260 NL: 3044 RT:276 N 22585
R A 5463 = 354 603560 F. + ¢ T A 400235 miz= 364.80-385 60°F: +
ESI SR m2 413300 CESI SRM ms2 401300
90- [355.006.355 101, 90 » 365.009-365 101,
803 25-OHVD; 377.009-377.101 0 OHVD-d3 383.099-383.101) MS
396009395 101] WS 1CiS 1C8STD.C
8 70 sTDC 8 70
T 603 2 oo
2 50 2 50
£ 40 £ -
2 303 2 30
20- 20
10
R279 N 1404 RT278
Jreing =357 1036870+ ¢ A8 125300
AL ESI SRM ms2 416.300 0
903 & (356 199.358.201] S 10IS %
5] OHVD:d3 sTo.c &
703 7
603 60;
503 50:
403 a0,
30:
203 20,
103 10 |
1 H 3 5 T H 3 H 5
Time (min) Time (min)

1 25-BREHLEED,25-REHLEED-A325-BE
BHEZD.25-REHERD-BHSTRILE
Figure 1 Chromatogram of 25-OH VD, 25-OH
VD,-d3,25-OH VD, 25-OH VD;-d3

2.2 N T R S R RIE

3k & %1 25-OH VD, fll 25-OH VD, T 1F 5
WE R, W 25 7 S48 N B (A fe /) — T ik
HATEER G I AL R (), 4
L 3
2.3 MER IR A

43 A 25-OH VD, Fl 25-OH VD, ) 5 i %
AFEAR TR ARXT W 22, 25-OH VD, S K PN FEAS
(9 HH XF e 22 43 9 h = 5.62% ~4.73% F1 — 3.11% ~
1.48% , 25-OH VD, = AIK P> FEAS (1) FH X i 22 43 5]
9 1.23%~7.91% Fl1-4.09%~1.27% , W3 3.,

RT: 0.00 - 5.00 RT: 2.80 NL: 3.04E4
100+ AA: 54639 m/z= 354.60-355.60 F: + ¢
ESI SRM ms2 413.300
25-OH VD~ [355.099-355.101,
8 804 377.099-377.101,
é 395.099-395.101] MS ICIS
£ 60 -G
:
2
2 40
5
|
@ 204
RT: 2.76 NL: 2.25E5
1004 AA: 409235 m/z= 364.60-365.60 F: + ¢
ESI SRM ms2 401.300
[365.099-365.101,
80— 383.099-383.101] MS ICIS
25-OH VD,. DG
60
40
™ \_
0.0 05 1.0 15 20 25 3.0 35 40 45 5.0
Time (min)
- NN N .
2 25-FEHEAZE DTN 25-FEY =D, 58 B
NI EIEE
H

Figure 2 Representative Chromatogram of 25-OH VD,
and 25-OH VD,

25-OHVD, 25-OHVD;
101.00 . 301.00 -
8100 y=}1 8212x+1.3626 215,00 yfo,ozoi;cw,zms
o100 R=0:0068 201.00 1 R*=0.9974
41.00 151.00
101.00
21.00 51.00
1.00 T T 1.00 . ; .
0 20 40 60 0 20 40 60

B3 25-BEHERD2M2B-RELEERDILEXR
Figure 3 Standard working curve of of 25-hydroxyvita

min D2 and 25-hydroxyvita min D3

£3 B-REBFEZRD.M2-BREHEEZ D AHENK
HR
Table 3  Accuracy of 25-OH VD, and 25-OH VD,

\ o BRI BEIS VR SOV BE X 2
feaipams HA B mA (ng/mL) (ng/mL) (%)

25-OH VD, H:A< 1132852 25796 11.06 0.62
140061 28189  10.99 10.65 -3.11
140802 27120 11.15 1.48
25-OH VD, FEAS 2 240474 26092 20.27 -5.62
252511 24761  21.48 22.50 4.73
132852 25796 21.85 0.62
25-OH VD, F£74< 1860353 90056 37.37 -4.09
915168 92069  38.96 38.97 0.02
914658 90940 39.46 1.27
25-OH VD, F7K 2 971385 63507 61.17 2.05
992282 61465  59.94 64.68 791
938149 61812 60.68 1.23

2.4 KPR 45

FE H-ESTIE B T, A6 I 280k mip Ak 2k
4 2 ng/mL [ Fil 25-OH VD./D; i}, £z /)M M b SN
69, IR LE R ILFK 4,
2.5 HEMIAEL

FA R —HE a0 8, DA i A R = (B
FEAS, B AN AREAR F 2 A DU 10 %k, iH R AR R R
BRI 45 R R 25-OH VDY/D; 75 5 240 CV #x%
KOr9IH 3.67%F13.39% , 13 5.,
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F4 5-REHERD.M2-BELEERDFRRL
Table 4 Minimum Signal to Noise Ratio of 25-OH VD, and

25-OH VD,
AR RS U T A fRMREE(S/N)
25-OH VD, 43 314 74
25-OH VD, 45 272 77
25-OH VD, 46 262 69
25-OH VD, 91 830 107
25-OH VD; 91810 75
25-OH VD, 92 729 76

x5 S-RELEERD.MB-BEEERDMRNERRK
TRREY
Table 5 Results and Laboratory coefficients of variation
(CV) of 25-OH VD and 25-OH VD,

BE S A

a o PIBRIE \
ﬂs@ﬂ% W%ERV‘E o W OWE fii% SD M CV%

" (ng/mL) (ng/mL) (%)

25-OH VD, 135383 27034 1095 10.74 -1.95
REFEA 134924 26538 1095 1091 —0.37
133514 26922 1095 10.63 -2.96
129706 26865 10.95  10.33 —5.67
133803 25583 10.95 11.24 2.65 0.3410.89 3.13
133274 25892 1095 11.05 0.93
136833 26314 1095 11.17 2.03
121848 24275 1095 10.76 -1.71
125352 25392 1095  10.58 -3.42
135083 25398 10.95 11.44 4.48

25-OH VD, 247821 25547 21.39  21.37 -0.10
EEAEA 254507 26264 21.39 21.35 —0.21

244523 24119 21.39 2236 4.54

255318 26640 21.39  21.11 -1.33

245788 24154 21.39 2245 4.94 0.7821.23 3.68

244347 25409 21.39  21.18 -0.99

220869 24732 21.39  20.45 —4.40

244182 25277 21.39 21.28 -0.53

248624 26221 21.39 20.87 -2.42

235011 26034 21.39 19.84 -7.23

25-OH VD, 901298 83782 38.81 39.845 2.67
REREA 908673 88879 38.81  40.143 3.43
EEREA 905552 90057 38.81  39.445 1.64
875278 91524 38.81 37.406 —3.62
004502 87725 38.81 40.504 4.36 1.3339.39 3.39
875900 91494 38.81 37.447 -3.51
920855 90869 38.81 39.771 2.48
883242 83546 38.81 41.587 7.16
869160 88995 38.81 38.248 -1.45
888486 88273 38.81 39.486 1.74

25-OH VD; 957890 63564 59.7  60.231 0.89
1002057 61644  59.7  65.146 9.12
951778 62672 59.7  60.715 1.70
1008088 62640  59.7  64.474 8.00
971848 60743  59.7  64.083 7.34 1.9262.47 3.07
978607 62678 59.7  62.483 4.66
960876 60089  59.7  64.049 7.28
969324 64736  59.7  59.831 0.22
1002214 64044 59.7  62.631 4.91
962901 63057 59.7  61.062 2.28

VD X AR fd B e E S, #g 15 VD A
o TE PR YT B VD BRI, i R DB &
SIEGE RS WA RGOS RS RIERG .
P2 R g M A1 MG FE S Ak NS R G
T S AH GBI o PR, A RSN VD AKX 5 95 T
B R

25-OH VD ‘& R 7 258 W AH €335 - R K
JO B RN G g8 v (L HE AL 28 B 4 BT vk IR fe i
T T B LA G I s A SR AT RS s
Fe gk )™, LC-MS/MS k] L[] B 52 25-OH
VD, #l125-OH VD;, J& i KK 25-OH VD 1) “ 445
HE” 20 R g ik, LC-MS/MS ¥ 1T LAIX 43 25
-OH VD, fi 25-OH VD;, HA7 F¢ S | 72 08 o
AR A, BT RE S B AT TR Z AR ) 25-OH
VD./D;, REMEAR LT 1L bR B TR0 ™o e 6 s 2 )
TR B A 25 01 45 (The Joint Committee for Traceabil-
ity in Laboratory Medicine ,JCTLM )1A 1] | NIST #/
LU I B AR AR5 R 27 57 1 [ 57 25 LC-MS/MS 4 7€ it
W 5E 1L 7 T 25-OH VD,. 25-O0H VD, i £ % J5
Pl fHJE LC-MS/MS LA A% B 5, 2% A5 1™
&, s B S b Ty R il R R REA T AL B AT 4
RGN ot AR, L AR M T I I R R S R AR 11 T
K FTHEAE IR E % B E AN TR B A b Ll
AIEEII HMELAHE) s A9 2SI A 25-OH VD (1)
G Anifi, LC-MS/MS %:AT58K &) 3% 3-epi-250H-D; il
3-epi-250H-D, 5 S AR 28 S, e 2R 4L
ARG 5t BB 2 S3 40, TS Fn s 4%
PREFARARHEA , AN [F] 5256 % 22 [B] 9 AL B R €335
FRAFAEARE] X R — At = AR R IR R PEAL

JM T A A Y TR BN R 25- FR L
A= 2 D e R B QRO €335 - 3R B B i 7 ) >R H
W A Bk, A a7 B PR B, AR T A 3320 BR Y
LR S AR UTTE B AR B — K SE L, A L AR
FDTUE 1 B8 R0 B /I, b o fa (PRt , SE 8 T
X} 250H-D, Fll 250H-D; 1453l 5 1, 15 H Tl R K
A S I 5 R B R MR AR AT, Wl LA 2
2~8CAF L, Wi BB 5 /I 25-OH VD, Al 25-OH
VD, A R &, demn e w2 v 14
Mo 25-OH VD M5 (14 F rfr— > [ 2 =[] A5 5
NI -3 ARy o I DR s 2 NI T3
SR 2 ph 28 [ [ R bR S B RIS B (National
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ISO 13485 TAHEE 5, i 71 &2 2K F SRM 968f 45 1
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FEAG BR 2 w117 25-F2 34 A4 28 D I 37 & (VM
o k- BRI T L ) nT AUER S B VD, AT VDL B L
WA FILE 2 AN B A VD KK
DU, AT LU B G R 8 5 B iR AHEA 3 A B b 7T
Yk MR R B R IR YT R IR R
I PRI AT EE R

SR L UK SE 56 1 A A2, SR LR S 56 1w A
AR E e A i e B (] P R 36 IR 1R R 1
I PR, L2 I 7 758K THT I 25-OH VD 545
B IR A B 0 [n)

S 30k

[1]  Cai ZL, Zhang QX, Xia ZQ, et al. Deter mination of serum
25 - hydroxyvita min D status among population in southern
China by a high accuracy LC-MS/MS method traced to refer-
ence measurement procedure [J]. Nutr Metab (Lond) , 2020,
17:8.

(2]  HZEY, TR, pRAe, 55 4E2E R D SR R
PSR [T ], AR BT s b RLE - R 90 24 75, 2018, 11
(1):1-19.

[3]  ZK%. YA 2 D ARG S 25- #3644 2 D I kb ox
HEIELT]. EBRk S B4k, 2012, 33(24) :3028-3030.

(4] WSS, Sbr , daienT, 55 . R 25- 256428 R DIy
ST ], 2 2B iR T AR, 2020,12(12)
1591-1595+1584.

[5]  Van den Ouweland, Johannes MW. Analysis of vita min D
metabolites by liquid chromatography-tandem mass spectrom-
etry[J]. Trends Analyt Chem, 2016, 84:117-130.

(6]

[10]

(11]

[12]

[13]

Garg U. 25-Hydroxyvita min D Testing: Immunoassays Ver-
sus Tandem Mass Spectrometry[J]. Clin Lab Med, 2018, 38
(3):439-453.

Hurst EA, Homer NZ, Denham SG, et al. Development and
application of a LC-MS/MS assay for simultaneous analysis
of 25-hydroxyvita min-D and 3-epi-25-hydroxyvita min-D me-
tabolites in canine serum [J]. J Steroid Biochem Mol Biol,
2020, 199:105598.

Tai SS, Bedner M, Phinney KW. Development of a candidate
reference measurement procedure for the deter mination of 25-
hydroxyvita min D3 and 25-hydroxyvita min D2 in human se-
rum using isotope - dilution liquid chromatography - tandem
mass spectrometry[J |. Anal Chem, 2010, 82(5): 1942-1948.
Stepman HCM, Vanderroost A, Van Uytfanghe K, et al.
Candidate reference measurement procedures for serum 25-hy-
droxyvita min D3 and 25-hydroxyvita min D2 by using iso-
tope-dilution liquid chromatography-tandem mass spectrome-
try[J]. Clin Chem, 2011, 57(3): 441-448.

Mineva EM, Sternberg MR, Pfeiffer CM, et al. Quality spec-
ifications and their daily application to evaluate the accuracy
of reference measurements for serum concentrations of 25-hy-
droxyvita min D3 and 25-hydroxyvita min D2[J]. Clin Chim
Acta,2018,487: 241-249.

Abouzid M, Karazniewicz-tada M, Pawlak K, et al. Mea-
surement of plasma 25-hydroxyvita min D2, 25-hydroxyvita
min D3 and 3-epi-25-hydroxyvita min D3 in population of pa-
tients with cardiovascular disease by UPLC-MS/MS method
[J].J Chromatogr B Analyt Technol Biomed Life Sci, 2020,
1159:122350.

Hurst EA, Homer NZ, Denham SG, et al. Development and
application of a LC-MS/MS assay for simultaneous analysis
of 25-hydroxyvita min-D and 3-epi-25-hydroxyvita min-D me-
tabolites in canine serum [J]. J Steroid Biochem Mol Biol,
2020, 199:105598.

Scott MG, Gronowski AM, Reid IR, et al. Vita min D: the
more we Know, the less we know[J]. Clin Chem, 2015, 61
(3):462-465.

(L% 1009 )

[10]  BEATE, RILL, 222, 25 . Bl 996 (31 1575 M7 8 3 1Y
A0 [T). H E AL, 2018,17(3) :170-176.

(11] BRASE 223005, B 06 45 L 5 mor O OR B8 M0 J) 32l
SR fa o PR AT (1], e A e~ TR
i, 2017,23(4) :305-310.

[12]  XUmgl , fl e . R0 i RaE AT R B 1 Gt 2 HHOIR 55 i
FOKTREME A [T ], IR IR 24, 2018,18(1) :25-29.

[13]

ZE R AR, BR/NRR, A% I3 MCP-1 . HMGBI1 \APN ,
oxLDL /K - 55 2 4 I 141 5C o 175 D #51 2l Jik ot A At Ak 5C 5=
[T]. R TR P22, 2020,46(1) : 72-75.

Chen Y, Shang D, Shao J, et al. Prognostic significance of
carotid plaque presence in peritoneal dialysis patients and its
association with the apolipoprotein B/apolipoprotein Al ratio
[J]. Nephrology (Carlton), 2020,25(12) :919-928.



BT SR 45 20214E6 H ¥513% 4564 T Mol Diagn Ther, June 2021, Vol. 13 No. 6

IEEDRES b1 sl i Be i)y i o8k i

FRLOBEA EAE RAR

(4 F] BEMCIRES bR B A28 A i 22 A B PP |, AR OR RO R R B W B, H 4
32 3l PR bR AN} BT B4 AN o BN Hh T I PRI R O S, AT M2 I IR M i PRAG T RCR A
AR, WUS 822 . WIS IR T F AR5 SR B £ 5 0 HoA e EAE T, & B R T T BUR S 8 1
Ja v T A A AR SR . T AR G [P I S 5 A0, TR M BE AL BRI S AR 25 1 o AR SxF
B IO JR B b B 8 O AT AR R PR SO BB W P ARIR YT R G (R B AT i B AETT) An
BEIRTT S T7 T BRI T R BEAT 25 0E

(RS MR LB s Beaki s IR T AT 1y

Research progress on clinical diagnosis and treatment of urothelial carcinoma of bladder
RAN Can', CAI Xiang', GONG Yangyang', FENG Yougang "**

(1. Graduate School of Zunyi Medical University, Zunyi, Guizhou, China, 563000; 2. Department of
Urology, Suining Central Hospital, Suining, Sichuan, China, 629000)

[ABSTRACT]

life. In recent years, the incidence rate has gradually increased, and it has received increasing attention from

Urothelial carcinoma of bladder is a malignant disease threatening the safety of human

urologists. Due to the non - specific clinical symptoms of the disease, preoperative qualitative diagnosis is
difficult, the clinical treatment effect is not ideal, and the prognosis is poor. A clear diagnosis is decisive for the
selection and formulation of surgical plans. Reasonable treatment is the key to improving the prognosis of
patients and increasing their long-term survival rate. At present, there are few retrospective studies related to
clinical practice, and prospective randomized control studies are basically blank. This article reviews the latest
research progress in the epidemiological characteristics, clinical and pathological diagnosis, surgical treatment,
systemic chemotherapy (including neoadjuvant chemotherapy, adjuvant chemotherapy) and immunotherapy of
urothelial carcinoma.
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Chemotherapy

Urothelial carcinoma of bladder; Imaging examination; Laparoscopic surgery;
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JC B85 T AT 8GR Y7 3 e B R PR e b e Jia TR T Ak
RIS . AR S i LR N2 W IR T B e IR
e L B, B R B R B D PR e L B RO IR K
IR, Beg B U

1 BEREbK B L RIS T

B IDE 9o TR 22 A1 A B DG A0 B R e G HL 2
05 It = DX S DR A F AL o R BE DR DR 1 e
I HR A 22 ORI B PR AARAE , H 30 BE PR R AR AR 1100
2P PR RO E LAY I R E R, 2
80% LA 155 Dt IR % b B S FR A T WL AE &, W R
() B TC R A IR I PR B0 T LR, 29 15% A
14 1% IO 98 A8 2 02 I TCAT AT RE IR | 5218 27 A6 A 1
SRR IR LA 1012, AN 50% 5B 35 BE W 76 R Hi 1 3
WA 12 W, % IDE i g R DT AR X e BT (H A
e, BEA BE T HOR B A W it 25, JC H 2 9 D M
CT 55 I AR 1Y & e, feE 7557 300 % IO e g ) 46 1 5
BERG.
1.1 BEbtEit A

KA H AT I R I2 W 85 e PR % b B 9 I
AR T o BRI PR B b e 98 0412 Wi HORSE T 5% b
Bk A S AR HAUE A o AEIEAT IR e B AG A if
B R LAT JUAL : QRS bt 78 f 38 B B3 P, ok
o PRI PR Sk 32 T 3 O D7 98 5 I e 2 )
IR b 7 HCAE i ek 17 B A I e g L 5 BBUTE 4G o
ER RN 5-MALLHMNR M A LR N
P2 (5-aminolevulinic acid and hexylacetic propionic
acid, HAL) B3l Jy 2 B B s A , nl A 20 i 15
Jbfe Jie 96 52 4 U0 IR 238 15 A2 88 1 12 TR o 1 R
Bonaventura 25 " F ST 8 Y HAL 286 55 e S5 46 1
RN 1K 97%
1.2 Rk

YRR H AL 4 B, B B RESR /R R0 IB% D BE A2
JE R KN, 55 R PR S5 AR DG I RAE AR, A
Bk ARt R BB k&Y 2 BE W
WA RFR BRI 2 E A FR . R B
Hb,E KOS FE 5 CT K Ar S MRI 45 5218 22 K
2 B I AIZ W s b CT 4 I e fie
AW o A BRI, AT B R kR
A, H R A s e #2815 BE b B (KON
— MR A R A S S A 5 N SRR D
AT UL FE B S . AR CT X AR /M A2
ARess w12 (ABEE CT IRE%E 5 S IR =

Ak B AG W T, AR SO R i Tk o i 5 T
%, Akinori & "HIE SR CT IR 1E 52, IR
THURME T 100% , 55 57140 60 % . MRI ;2 | ]
FETCHR T IO DR G 50, T i 7 B IOk K
N I AR AT R MR S B B DR PR B b R g AE
MRI - 3RBLE CT A5, AT UL 58 A HE PN 1Y) i e
ol BE JR BR PR R . MIRT JR [ 15 52 X H2 W R R 48
JibEd ELAT AR = B, T T BT s R AR Y- T A
FREE (BT AR R B BUK R E YRR
B ) R 2 W SOR K B IKE da i s X T B
bk JR i A 52 A A BEL A, ] ke B UK PR A R A R
AR AR SRR ™ = s AR AR S5, JEik
LS 7 Ji g DAL ok XoF % I ek 97 12 T A7 A — 2 S BR
PR, A2 W B e PR it L R s VR R T B IS
5Iige, fE— @ B L WAl B S MR A .
1.3 RV 4R s A

DR IE 72% 20 Jfl 27 K A 8 R i 22, G045 AT PR B L
PRUCE PRAB S BSoi PR A L DROWE S IR £1 240 i
S5 o A N I I B T R AR ) I A S R 2 T L
A EEANE ST R IR 85%~100% , 0 U
BAR . AR, R ERRZ N
v AR, HLIJC AR S AR E P2 W AR , BRI T
RAESLZ BB S o XTI e IR 6 1 Bz g )
12 W 4 BR 1 SRy T IO 58 0 BT A, HE R BURE T Rk
94% """ B T AR & T A AR A, N EAE A E
A A T B PR, R Mt % 400 i 25 4G A 7 5% e PR
i 1 B 9 I R HI A A2 W v RO R
PR B ICENPER LS iz i Tl R

2 FERtPREE L RERIEST

P T 1% e i 968 1) 25 9 3K , Bk = AT RE Ak AL
Xof eI PR S B AF 5 B2 2R, H R X A5 A I R Ak
R IGE— . BEE ST EORRY4R S, Bl B
PR B 2R R I 09 25 U T A58 92 W v
RRKIE R o BrAHoR 13 m o A e i
STA T 2 ks (HEUAIR T IR AR 1y, B
TERR DRI TR 7 RCR B R I P Bt f 5 2 YR
T7 SR TE R ) 2 AR IR 4121 ARy
R, EHLAAZIURE 5835 B AR DL 0 D RE % JE A
P, R R T O S8 AT R 1 i A B AT AE R X
o Ik A R IBS JDE i b B2 88 BR3A 7 T AT e
VAFA N F 5 LU R T, AR %€ 101195 1t
HRIT
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2.1 JEE NIRRT YIRS R GE

T B ARIA T B e 1 B R + IR I G R
I 185 e g de A A F B, A A RRE R
P AR D B3 65 e )5 A5 75 ik — /N 010 11 ke 5 B AR i
HGHE , FAR N A K, B2 R, Al R
S FN BRI AE IR R AR S I AR T
FTFEREGIFEF AR A PR GE J7 i,
i 3 S5 ASE BT s e AT LA Rz P Il g A 3, 20 B0
S e RIS o S L i ST B e R B
BT SR (R E R 2 AREIFRIEZ IR
PRSE B3 I A BR ™ B sk it , B Al R g 5
AR 4B bR AT AR 1Y 80% 25 A, 2 K ) A R
B5 ARG WA, R AT T$E 29 WL R (1) 7T 45
PEIR Wi ki >

H A & FAR A AR v 75 1 45 90k B 25 B8 bk
CL 28 &5 e G R WS A E— 2 i, AR
e, RREAS 1 [0 BT 43 BT BIF 28 235 5 % PR, AR IR AR
T IR O 5 T 0 AR TS, O R B A T R
L W (EE /A N NS EE PO & e i) =
BUR R,
2.2 [T ARHIIT

5 e R B I Bz R X Ak v R SRR I R A
BCRAE 0% /47, Bhutada 25 HF 58 & B, B
LYY AT ROMGE AR G BRI A AR, )
JZ 53 M 2 B il Bl Ak oy 3 B 8 S 50 i 301 ) I b
95 (T3/T4 T DX Sbk 2 45 BE M ) 58 3 3K 2%, X L 3
BEWG AW TR 05 B, 3
a3 BB RS AU Bl BT & R 8UR B
AR IRIT I, DL AR O AR T R B R R 4
T R ), 5 B0O8 B B AT AR IR R b ek
Koo A S5 Bh AR T WIAE AR R, B R E ik 3
20% " o FE B EF X R 9 B4 A R JR) S i 1
B¢ V) % B0 PE 9 BB . Teruo 1452 B 57 45 . 3
B, AR5 il Bh ALY o] oSt JR G TS o (ER 5 4 Bl
A7 B = i B P Bt AL X BB BIF 52 00 4 Sl L TRt
Xt HLAf VD97 SOAE A B AE . TR IR B R AR IR 1
8% I DI o + PR T A F R B A% R JE IR B AR
=, A AR S Bl B AR T %) T BE I B AL X BRI R A
FEMERE AR R 2 K, AL B E AR F e, ER T R
G Z D WF R AEREAT 247 J5 T0 ik 8 A AR
HML k1 2 B AR B R J5 I & 5 ok
F i 5% J7 58 W SR AT B ALY , R B80T BOC Tk
F

2.3 IRIT

PRE& b K g B T B Tz 58 1k 0 0 Pk
S, T Re e ) 2 N W e 8 iR7 Th A2 43
FET IR e S ST B Bk H R, LR SR s A
A AU, B dn PDL . PD-L1 A4 il 7 T bk 2
FHOCER 4 PR, IEFE TR 8 2 &I IR
N TR 9T AL 4E R R B Bl A B B IR B
| JZ 9% . Atezolizumab,Pembrolizumab . Nivolumab .
Durvalumab 5 Avelumab 5 Ff f0 55 46 i 25 4170 il 751 £
AT [ 2 B A R L A AR AE
7 R WL ) i R A B A e A% PR BB | R R R ) —
Lo ZLBIT ™ . HESN 20T ik 5 F
BB A A U TR 7 B 2 v M 1 e I sl Ak
MRS PR b 7 g £ A 1 TR PR 56 45 SR 2 4R
TP 3, A OO ROV R AR, T
G B2 o A S R FE VR ST IR 6 b Bz i S8 b R
(97 R ST i o U o SO b e 2 L 1 b Lo 0 <
SURIRIE ST 65 e PR % b K 98 097 ROR B A 5
A R BH KA 4%, H ET LI PD-1/PD-L1 1 i 77 ¢
GAITIRIT IR G b B i IE AR A T

3 INEERE

L2 W7 A RO T O R I DR B L
B i R TS (Y B, e o B2 WA R T X A
HHAT AR E B S5IR)T o H TR Z 2P
BB RS TR RO IR IS A2 W Tk, B H
BT Bk = G0 — AR if, A i T — 22 A9 I PR A5
JRIRIT I EA FARYVIER RSMIOT AT B S
ISR A SR IR I L B B2 W S5 167 AT
FAAEVEZ BORPE Y ) i — 2P i ke o {H L+
SRR, SR BT BRI BE T1 , RoF JB IE R e L B
KARPLEA T DR T, AW H T i R
2 AT A DG PR S b B R R e R AR A T B
SGIT T3 AT S 4 b ok A0 2 TS 8 s AR
A7 i S A AR

Sk
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CD74 IR INRE S ARG BB I
A R FR

[ E] CD74, LHKIEEHE, & —FhAE 2 A0 1B EE O 5 (1, Sl A ol B2 MHC 112850 T 1943
TR Bl Bk 2 AMEE SRR, a5 S AR GeE SN, J5 ok & B CD74 4 Wik 241 S B 41 i B -7 (MITF)
BTG SE A 132 AA AT LAY S H AR W28 380N 1 45, CD74 38 ELAT V815 4R E8 40 4 7 R A M B e 3 54
Mo REMLBERNAE (SLE) j&—Fh BRI 9 R % 2 R G0 A B e Mg , 54 k58 & 31 CD74 1]
REFE SLE Y &R AL vh & #E4E F , MIF-CD74 {5 53 B A B BN A &0R TP B A . ARSCEZE T CDT4 14
Fa AR RE2E TN RE , LA S MIF-CD74 {5 53 72 SLE 19 &5 AL il AL 1] 36 77 H A AFF o I .

[(EiR] CD74; REVELBERNA; FE WA HERI R 15 e Foi6e; 25k

Immunological function of CD74 and its research progress in systemic lupus erythematosus
JI Tingting', YUAN Chao**, HUANG Qin’

(1. Department of Laboratory Medicine, Guangzhou, Guangdong, China, 510515; 2. Department of Neurology ,
Guangzhou, Guangdong, China, 510515; 3. Department of Rheumatology, Nanfang Hospital, Southern
Medical University , Guangzhou, Guangdong, China, 510515)

[ABSTRACT] CD74, also known as the invariant chain, is a non-polymorphic II type transmembrane
glycoprotein. It is a molecular chaperone of MHC II molecules, which assisted in the presentation of exogenous
antigen peptides and initiated humoral immune responses. CD74 is also a high-affinity receptor of macrophage
migration inhibitory factor (MIF) , and mediates its biological effects. In addition, CD7 has a function of
regulating lymphocytes development and mediating thymus selection. Systemic lupus erythematosus (SLE) is an
autoimmune disease involving multiple systems with unknown etiology. In recent years, studies have found the
CD74 plays a role in the pathogenesis of SLE, and the MIF-CD74 signaling pathway is expected to become an
effective therapeutic target. This article summarizes the structure and immunological functions of CD 74, as well
as the progress of research on the MIF-CD74 signaling pathway in the pathogenesis and targeted therapy of SLE.

[KEY WORDS] CD74; Systemic lupus erythematosus; Macrophage migration inhibitory factor;

Immunological function; Review

CD74, X F{AE 16 & 5% (invariant chain, 1i) , J&
— R R 2 0k 1R RS, R RA N 2
MHC 11 28731137 F-45 , il MHC 11 2873718
BEANEMEPURRK, GRS A B CDTAt S 5 T
MHC I 2853 F BN IRPEST R 8 2, CD74 if
S5 T RERZZFAMYAEBRLRE, M FITF2

YR I R A R R A EE BB e MR I AR
B S . REMEL BT RIE (Systemic Lupus
Erythematosus, SLE ) /& — F i R AR B A9 B N £ &
BE0 B B e, R B B PR R A AR
I S e 2 A MR DR, 1 R 2% B Y R E
545 . SLE M) 322 k0w AN B2 B I8 I 2ok, i
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IRRMEA Z M AT — A E AT AEZ
25 IRAE RV L EEREBFSE & L, CD74 7E SLE 1)
K ARHIL & FEAVE T, AR5 5 CD74 (1) fa g 2 1)
Al S HAE SLE H 1 BIFSE 0 e A — TR L 253

1 CD74 WG EEFIN6EE

CD74 MY 2544 Fr N i i J5T X, e 15 A DX C o
s DX = A S A A A, B B RS . A6
CD74 1 55 Y iR gty , #4573 F KN R 440
7. p33.p35.p4l.p43. CD74 FEAFLET 4N,
5 MHC 112845 T 14 o0 T BB G 35 40 1) A I D)
WERA W = RIS IR (o), fE 3 MHC 11 28
Oy T B SR R MHC 11285490 M 5 )
FHEH Y, 2 2%~5%11) CD74 23k T4 25 1 , 1N
B4 5 | b R A0 A AN A AE R T e 41 i 4n
Al CD74 M FE M AR . CD74 7E8145 R IE
FMRE AN B T i ik BT SR LA 2 Rh
GoREIN 2 AR T R AR
1.1 Wik

CD74 [WIEA T RE AR B MHC 112845 T3 24
PEVERURRR . 75 BRI, CD74 431 MHC 11
AHINE 5 #% AK (class 11-associated invariant chain pep-
tide, CLIP) (5 & 11 2870 F (A BRZE & X, BHLLE PR K
HUEBFMEEE . SOPRPURIEARN, &5
J 22 K ) PR A T 5 CD74 il , CD74 88K H
AtE kA, A CLIP 5% B4 , B 2 Pl 4 2 BT RO G,
MHC 11 2853 F45 AP IO bl 5 2 28 20 M == i
Bl T 20 it 2% T %) 52 AR ) DT S B0 G e S A
MHC 11 25075 CD74 45 52 shaS 0, AR EI 1128
Iy TG CD74 BIANIR X B2 a7 A 2 2 AR A
I, i —2 88 MHC 1285 F 5 PR kR &5 61
CD74 1] LU B MHC 128433 5 N IR PE BT IR
Jiko BLAUES/INR CD74 /5 MHC 12850 FAE R
EANEHEBUR N , B 5 MHC 128507238 Xl bt
JEUK, 4T ShZR AL T kL AN AR 2
1.2 WO gRAE

CD7AZ 57 B Tk 40k & . fEB 4
i G B, B2 CD74 19 B 40 S BE B At I 1
R34 Ry 3t 2 ® . CD74 19 N 3 ¥ 91 - Bt (N-ter-
minal fragments, NTF) 1] L1521 B 21 A (1) fs P4 25
fitf 2 {5 5 BK BK B 2A (signal peptide peptidase - like
2A, SPPL2A) Sl 2 ¥R 119 B 4l it 52 (A5 5 1) 4% 12
TE SPPL2A Bl /INE T, AR T/ CD74 NTF 1

ST T HME B AR . AR B 4 b Bk
= SPPL2a £33 i CD74 NTF [ L2 Ik,
SPPL2a A LLil i CD74 #8147 2U7E /N B A
TR B AR o AARA S 3R WA R S A
PRI s ) MIF 2% CD74 1] 2 355400 B 4
POMEFES, MR T 4 M = CD74 23 S 30 5% % 1Y
T ML B 4R WA A8 SR 40 i Ay
Ji% b Rz 40 % 15 B9 MHC 112843 F, v] L[] 4 B
T 4042 hht )5 ik, I 45 5 CD4" T 4i Jifd i) Jfg Ji¢ %8
£, Wong P55 A X CD74 Bk i /N BRI AT BT 52 A I
fE 6k Z CD74 (1% B MHC 1T 2 43 F 1 8028 Xf
CDAT 4t Jfd i iy B e 4% S A1 J 3R AA b 2550
1.3 MIF 5 26 F1 ) 3244

CD74 £ R B W 41 Jf 3F 3% 1 il I+ (Macro-
phage migration inhibitory factor, MIF) fi% &5 3% Fll /)
ZAR AT LA AR Y 2B 0N B R HE T . MIF & —
T A Z 3R BE R IR 1 TE A S e b k45 L
VEFS Lo G ] B W 4 L A% A2 0F 10 40 B A AR
PR SFARAE T MIF th Z R i o0, 5 45220
S (41 CD74 . CXCR2 F1 CXCR4 55 ) AHHAE
RIEANFE R AEY) S I6E . MIF 95 %8 5 i B
14 9 E S5 If 1A 88 g Bt AR 25 DI AH G, MIF
55 CD74 M AN &, i A i A 5 I8 1
(extracellular signal-regulated kinase , ERK) i % i
b, 1% 3 B 75 38 ik CD74/CD44 2 4 32 R 3L [E] 4y
Fo CD44 J&—Fh B 5 AR 1, BLAT BTG AL
fit o Bk T ERK i #% LSk, MIF & A L1 i CD74/
CD44 5 & 52 AR EAE FT L W0 0 s 1E LIS -3 3%
fit}/AKT (phosphatidylinositol 3 - kinase/AKT, PI3K -
AKT) 5 F900 , ZRMIAZ IS A% 5 5% A F--«B (nuclear
factor-«xB, NF-kB ) I 511 2 i 1 TG 19 28 11 U g
(adenosine mono phosphate-activated protein kinase,
AMPK) %, J5 3 B 408458 . 78 T 401, CD74
1 CXCRA eI EIE UAE 5251, 25 MIF
I AKT NK {5 53&4 & FiH CXCL8 i RiA™

2 CD747ESLE iR iHE

SLE Haipds AN, s BEAL S #5 & T 20 g 1 B
AT SR DIRRSZ AR, B BrhUAAR R A DL R
SEAME N T /92 5, W TNF-o . IL-6 . IEN-v, IL-10
415 AR R A )¢ CD74 7E SLE Hh 1y BF 5% 1k J 5
J2 B 5835 MIF-CD74 {55 53 [ M HAH OC 1Y 508 R
i 441 PR - JRe
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2.1 MIF-CD74 {5538 }#%Z 5 BT R 10 Lk

TR B R & SLE i WA IR R B 22—,
MIF-CD74 {558 %2 5 BE RO KF . B/
¥ bR A0 SR T R K CD74, 43 WK K SF- 1
MIF, 320k B 45 1), MIF Fl CD74 i R iA 45
$8 22 L IO X 403473 0 07 F) 4 i S5 0 e L, — T
XF SLE 9 AN MIF 3K 7K1 (19 25 2 iF 58 6 B
SLE & A L3 MIF i B %35, IF H 5 R 5 16
SR E L AR IR AR C Y AN, BT
ARIE B 5 FB T PRIBCHE n) B 11 T 4 2 R 25 25 o BT 3%
] MIF 72 AR 9 B % B8 & PRt 18 25 7 i
Hoi AY 25" \fIHIF5E & B MRL/Ipr A4 /1N B B
JIE 1Bz JBk 1) MIF 7K 7 B S F O 8 0 R A 1
MRL/MpJ %} B8 /)N Bl , MIF & K Bt = ) MRL/1pr 1R
/N B B /IR AR R Bz JEK 26 B3 MRLY1pr /) B
BIA P, ELAF IS IR K . BWR RIS /N R
B 4 fitd b CD74 75 14 F mRNA 7K 45 it X FE /N B
T e H MIF 5 CD44 (7K S b 25 7w
#£ MRL/Ipr 4 /N BUE 420, Bk CD74 7K F 85
TEH X B i , RAMEIRE XA B /INBR B /N ] T
CD74 4l il ZF Xt B4, 4 CD74 T RE M IRIE 5 R
LRI LRI HAEH R, Cai 55> kI B-ar-
restin 2 SR/ BRI ARIE B & 5™ 2, 1] B-arrestin 2
55 ZbtbA6 fEAEAH AR, X FRAH B AE FH AT fig il i
YEFT CD74 28 M il B 2R 20 L 275 o
2.2 5 MIF-CD74 A X H¥E IG5 7

CD74 1z 3K TR &7 AWk L9, B 4H i bk 12
Je8 , 455 NKI/T 2 bk 988 , B T 4 ok 298 B
YRR BESRE , AT L) CD74 A8 5 iy AR AL B SRt
& Milatuzumab ( 3K hLL1 5{ IMMU-115) {5 i T
BIT 2 R B R AR AT A R RN 02 M Ak T 2
O P L S5 L R B9 > . Milatuzumab AJ
DA S5 e B 40 53 WA i KA 1) CD 74, 4k i 41
il B 40t R A BGFE AL R T, BRI Milatuzumab
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