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Progress in the construction of a coronary heart disease risk assessment model
WU Mengna', NIAN Shiyan®, YE Dan', ZHANG Chunting', FENG Lei'*

(1. Department of Laboratory , The Sixth Affiliated Hospital of Kunming Medical University , Yuxi, Yunnan,
China, 653100; 2. Intensive Care Unit, The Sixth Affiliated Hospital of Kunming Medical University, Yuxi,
Yunnan, China, 653100)

[ABSTRACT] Coronary heart disease (CHD) is a complex multifactorial disease. It is necessary to
correctly identify the risk factors associated with CHD and construct a CHD risk prediction model for the
prevention and control of cardiovascular diseases. Although many CHD risk prediction models have been
reported, limitations that affect the clinical applicability of the models remain. Recently, a new strategy of
combining risk factors and susceptibility genes to construct a CHD risk assessment model has been proposed,
but its role in improving the effectiveness of assessment remains controversial. This article summarizes the
progress of research in CHD risk assessment models, analyzes the limitations of risk assessment models, and
explores the new strategies of combining new risk factors with susceptibility genes to improve the effectiveness
of CHD assessment.

[KEY WORDS] Coronary heart disease ; Risk assessment model ; Risk factor; Susceptibility gene
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2.2 RIRIGhZ S )2

AR B AR Z VA B RL 2 A B AR
PEAFE IS A7 R A AP A AR A . AR R B, ARk S
TRZFR AR AFE RS O, ik 2T 2 1, 4
TH53 B B 77 A= 1 TR 2% DR 2R RT RE 52 e 4 SR v M
H T ASCVD Fifi 4 i3 3 < B A S i 2 7
R I 5 A TIE 55 1) 4 0 ) B2 AR WA DU E . e 4,
ASCVD &5 O AR AL i 3, X L& ol 75 48 Al
ASCVD HF5E & B, A [A] 4 s B U PR -1 #8) A7 A
L5 HWIE T T ASCVD £ 58N MBS
Wz DR~ 7E A v B A 08 722 A ) R o A 5
gk WL IR R 5 AR I K, e L IR FR BRAE 5B Lok
SIE] G 2R DA R SR A SR Dy T A AR el
2.3 B AR CHD XU PFA AR 7

B b4 A XU TP A7k A5 U A7 A 2650 5 ) e
K NFERE SR R BB A AR XU AT % T
China-PAR 145 UK S 284 AU PRAG AL AR i 3%
HE To—m 2 RIGEEZK, AR RER A GEH T
WAL T 5 VKB RN ) A R R S B R4,
BERUAEAE RO 22 S 1

AR Y HEMEEST” BN A3 A
HE R R AT A2 W SR TR, BT R
ZA5M 5 CHD B4R RZ R CREYSEN
AR — DS IS . A RS R, BE N G IR
P 55 JRURSE: TP A 502 A TR [o] 7 A — i SRR, g

W 5 N R S g e Nt T A HLEs &, al
A2 5838 R B % CHD KU PEAS O RLRE™

3 #MEKREFEKSSBEERFECHD X
e 155 BY 7 3R

3.1 CHD el H 728

5 ASCVD KAz K JRAH i A | Rl = 2 m]
A3 R DL YR 2 (D28 R ] Bl 48 A5 B [« 4R
B B R R 2 A @4 ] AR e
Bz PR« I P L S B IR B RESE . BT R
fER A WAl 2 B DiEsh %, @FERHE T
AT A D& A B -1, a0 - D- A RAEAH
S fE R T2, 40 A C O 2R s 4R A S v
WL AEHE AR, 40 HCY 5 A Ak W s fa s R 7,
U TBIL . y-GT; JE K Z) ek P br > 45
3.2 CHD Atk o) AL A

BEA W5 & IS CHD %A & JEAH G B FE
ol S PR AT, 38 0 BT R 22 A5 M (single nucleo-
tide polymorphism, SNP)#5{ , AJ 3#E 4744 356 [A] XL
Bz PF-43, #E T  CHD XU, {3 H i % CHD
P 993 HH 2 By JBR I TR WIF 9 465 S [T A7 AE 18, mf
AEA LLF B R 3 g R A 7E 22 57 - OFh ik 22
S0 BT ROR (RN RE BT 485 Al 1 3 A IR R A AE 2
S, O A MUk MR E R E A S
CHD K9 Z [ A G AR E R i 22 57, @R
ZE5¢ . TEARZ CHD M5 ) BRI H v, AN [) 1) 35k [
A5 A HE SN BT & CHD A4 IfG PR 22 580, 40 59 1)
ZE5 RIRAEY B TR R ROR R FEIE SR
I AE CHD A ¢ 5 8% 35k RV BIF 5 v n] 4 F 58 00 44K
PR H AT 0. @R BRF 54~ SNP 437 .
P T B 3 DRI Aol 55 L 38t A% I 55 v A7 2 R TR 77
FERYILG , IST M AF 5 PR R DR e H R aR 11T T
T U] HlR B & H R JRERE DG I I ZE ML
A A EENT ZAFE K %) SNPs [R]E2E4 74347 o
3.3 falu T HEG Z) B R F i CHD XU 55 78

M3 A% 2 B b 4 I 2 ) IR PR 5 11 PR A
B A AR bR ) AT REAEAE — 0 CHRME | PO 7 50
KA R R AT e A AE D R S A AL . A
FEKH4 2 1Y) CHD & 9 IXURS: TP A 454 7800 5 3 4
S TR R) e [R) S S IR 72 R A T T A AT, A R
e B S SR DR R J31) 55 2 AR AR (R iffy S A AE — o G
B AL G fE I P75 B SR A5 Tl e 2> (e iF
A A RV A R R () 32— 2D 4 T



- 842 - NTEWiEIRITd 2020457 A 5124 4571 T Mol Diagn Ther, July 2020, Vol. 12 No. 7

H AR B B R Tl & i 8 1 A2 5 5 9k
o XU, AH O 1) ik PR AL T B 5 DR300 Al o5 L
SE A AFAE PP B A L I 2 7% B 221> DNA 78 5 %)
S RV 1 R RRRE e o 3T AR AR B R IR 2 B XL
B - 43 (Polygenic risk score, PRS) FH F 34l 4~ {4
IR, Mars 2 PEAl T PRS X CHD HY lfi IR
DR A B A 4 {EL, BIF 7S 25 2R 7 PRS BE# i i
HEH O RUCETR S SR JAMA 3 1 & 3% ) 19 33
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«COVID-19 % #2

BRI 28 PCR AN 5 21T
FH HAAF FRE ORRE KReR' B Gy xH"”

(# ZE] BH W@ — S PCR AN Jr ik , TR IH: 84 56 IR 56 % (SARS-CoV-2) [ 1%
TR RNA, Fik B — k0l i Sk A THREY 11 75 (RT-PCR) B AT PCR Kl 7 ik o AR5 K
5 B JTURL S 25 GRG0 o L AR TR TR 5 (5 Al 2 A B A AZ R RNA BRAS , 7 7R
SEPETEMY ;5 I PR 250 60 5 75 7 8 8 3 0 A% R RNA HEAT I RIS FHE T MY, 6] I 558 )it 58 5 PCR Jr ik
T, GE8R HAr TOF BN 22 AT PCR KGN vk | (B0 5 0k 2 % i 3 REVERAAG 1 RBUE A
50 coples/mL,,Jﬁﬁﬁ*ﬂ@%)\ﬁﬁ&RNA#ﬂ‘ﬁ]jﬂmf 3 I A AR e R B i % B 1 4% R RNA $47RE
WERAS . Zead Fe A, B07 PCR K 07 325 K6 0 53 08 R 50 copies/mLL, € Y6 i Hik PCR #: A R AL 100
copies/mL. ZEi€ AW 7% HE 37 A7 0 76 D06 75 500 PCR AN J7 vk HL A 5 v i o\ B0 R S P
e ARSE I , R o535 s A 78 e R B A T A ) {15 B 42 [l A

[EEA] HAVERIEE ; T E 2 MEPF LA AE ; 05 PCR

Development of a digital PCR for the detection of SARS-CoV-2

LI Tong', JING Fuxiang®, LI Hongzhi', XIN Xiaoxing', ZHAO Jinyin', CHENG Di', QU Shoufang™, LIU Qi*
(1. DALIAN JINGTAI Biotechnology Co, Ltd. Dalian, Liaoning, China, 116635; 2. Department of Patholo-
gy, Jinxiang Hospital Affiliated to Shandong Jining Medical College, Jining, Shandong, China, 272200; 3.
National Institutes for Food and Drug Control, Beijing, China, 100050 )

[ABSTRACT] Objective To develop a digital PCR method for the detection of nucleic acid RNA of
a novel coronavirus (SARS-CoV-2). Methods A digital PCR detection method using one-step reverse tran-
scription polymerase chain amplification (RT-PCR) was developed. Pseudoviral plasmid reference materials
were applied to evaluate the accuracy and sensitivity of the method. The specificity was also analyzed using oth-
er viral and healthy human nucleic acid RNA samples. The clinical application was evaluated using COVID-19
patient nucleic acid RNA samples and compared with the fluorescence quantitative PCR method. Results
The pseudoviral plasmid reference materials can be accurately detected with a sensitivity of 50 copies/mL. All
nucleic acid RNA samples from COVID-19 patients are positive, and negative from other viruses and healthy
people as controls. The sensitivity of the digital PCR detection method is 50 copies/mL, much higher than that
of compared with the fluorescent quantitative PCR method (100 copies/mL). Conclusion The digital PCR
method for the detection of SARS-CoV-2 has high accuracy, sensitivity, specificity and clinical applicability ,
and can improve the problem of false negatives in clinical detection of novel coronavirus nucleic acids.

[KEY WORDS] SARS-CoV-2; COVID-19; Digital PCR
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2019 4F 12 F 3 [ B — oA B D R Ak 8
BENH , 2020 4F 1 A Xl 58 B E REAEATIN | A B
TS 9 993 N AR Ay — o 5 A 00 i B e R s 7 -
L A PENEIR 25 G AR TR 75 2 (severe acute respira-
tory syndrome coronavirus 2, SARS-CoV-2, N FR
RUEEARPTTE) ', SARS-CoV-2 J& HL7E B A 155 7
Al LU G N A IEAR % 7 . PENG ZHOU Al J-F
CHAN V3l jof 42 K 2 ) 7 % B SARS-CoV -2
I H KA 79.5% L) E 5 SRAS-CoV JL-F 4
[F] , 55 i 1% 5 DR s 2 1 (] P 168 96.0% , HAESE 5
SARS-CoV A 7] J2& i = 5 20 g < 1 1 45 55 7K R 4%
1t 2 (angiotensin converting enzyme 2, ACE2) 3%
RGSE Tr =CHEATE AR BB RIR e 1A R
AL G FAERE ), Im IR R BN R = T 554 BHIE
MR B T NI W VR 45, AT T S e R Sy A it
R P S IR B A LR SRS TR B
F2 B o R Al W B RO IR L RIS
. HHT TR PEOEE & PCR FORFATRI
P s PR EAG TN 28 SR e v . HUR B ATz 3
A i R RUFR ], 92 7 B PCR O MR 5 i A%
PR ARSI A7 — 7 LA BB S | DR S B ) v
X JEAGHIN 1 2R RS RN S M B T R

¥ PCR (Digital PCR, dPCR ) $ R J& — Ff 7
AR RZ R RS I 1 B 7 %, 5 1% 42 /€ 1 PCR (Quanti-
tative Real-time PCR, gPCR) 4% R A [A] , %4 ¥ PCR
SR JH 28 %08 2 1 19 07 2, AN AR T 1 il 42 70 2 R
FEAS BRI E A5 5 50 (48 DU, T b
K 77 28 HA A 48 qPCR B i H 4 i RABE L4
SEPEFRE#PE B0 PCR Vsl 21 )72 R, 78
BB A PR A ARG | A2 2 8 55 T A 5 A8 A
A B /N 22 e e T LR I A3 2 93
i A AT o i H AR B P 3R I8 5 L microRNA Aiff
G BE R 2H P8 DUECKE GE i A 35 ) W A 98 78 A
I S0 T A ) S B DR O3 M R
JF SCPERE Bff o 1 RN 25 RIS IR S50 22 5 W 2 A 1Y
TR P , O 4852 2 Ok B 22 1 G

1 MEfA*®

1.1 ME
111 FEA

FEZR RNA K [ 3 il PRI2 Wi Ay 8 2 e R s 5
it 5 £ 5 A% R RNA $EHUREA . AL 4] RNA, K
H F 100 4~ IE & A0 3 K 41 RNA SR BUR A i

B, H R Al B AE AR A IR A it B Rk
B0 2 TR A B T A T A TR (g ) B A5 PR
o) AR T BURL & A SEHE Y Orflab HEH P41
1.1.2 KSR

QIAamp Viral RNA Mini Kit I [ 74 [ QIA-
GEN /A F] ; HiScript III Reverse Transcriptase ¥ %% 5%
it ) [ At 1A PR A WU R A IR W] 5 QS 3D Dig-
italL PCR V2 MMX 1.5ML Kit #l QS 3D DQPCR
V2 20K CHIP I [ 3¢ EIFEHR o m) . B A e R
B 2019-nCOV #Z IR  a{71 & (26 PCR 1) A
ERAYRHE (RDOARAF

B PCR {X i F§ Thermo Fisher 23 7 Y Quant-
Studio™ 3D ¥4 PCR R %t ., %t it PCR U H
2 F Y SLAN-96P %8G 5E H PCRAY .

12 ik
1.2 5IYFAESE RS &

MR A 2 2 A 8 2 56 AR 5 B (SARS-CoV-2) 1Y
KA 2H 7%, # ] DNAStar 1 Primer5.0 %4 i1
P IGRE SRS BARE , B B RIS 7 Orflab
519 : 1AB-F: 5'-CAAGGTAAACCTTTG-
GAATTTG-3" ; #7 AU K5 B Orflab 3 A ¥iF 51
¥ :1AB-R: 5 -TTGTCCTCACTGCCGT-3' ; i 1 i
ARG B Orflab F£ ¥R 4t : 1AB-P: 5'-FAM-TGC-
CACTTCTGCTGCTCTTCAACC-BHQI1-3' .,

M ¥E GenBank H & fifi B9 A JE K 40 ACTB F&
FF41), 1 F DNAStar 1 Primer5.0 2041514 14 4% 5
YS9 K345, WS IEH ACTB L7514 : ACTB-F.
5'-GTCTTCCCCTCCATCGTG-3" ; N & [H ACTB
T##51#% : ACTB-R: 5 -GTACTTCAGGGTGAG-
GATGC-3'; WS ACTB 5%t : ACTB-P:5'-VIC-
AATCCTTCTGACCCATGCCCACC-BHQ2-3', 3l
Yy RS T AR TR (R B A B2 A
A
1.2.2  $F PCR AR R A&

PCR [ N Ay — 0 3k 300 e 5 R 5 W BE 4 15 0%
(Reverse Transcription-Polymerase Chain Reaction,
RT-PCR) . Hi B RI% 5 Orflab H R EE514)
USRS B Orflab ¥ % LACTB N2
RN B T iES 1Y ACTB NS HE IR
e FE AR 507 PCR AR 2 H 199k B2 4303 R 450,450
450,450,450 225 nM 4 5038 He I HE AT IR A, e B
B 20X (5| T EREH IR A W . PCR RNV IR R -
QuantStudioTM 3D Digital PCR Master Mix v2(2x)
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7.3 wL; B e R 5 T I R BT TR A Wi (20%) 0.7
pL; HiScript III Reverse Transcriptase (200 U/pL)
2 L RNA AR 4.5 pLo ¥ L2L ERCE LR AR R INA
F| %0 % PCR s B ' (QuantStudioTM 3D Digital
Chip v2) , I B 3 7 550 5, 26 B T af A e ik
I o PR FCE] PCR 3R (4141, ProFlex ™ PCR
System) /1, #E47 PCR JZJif , PCR &1 4544 : 50C, 50
min; 96C, 10 min; 57°C, 2 min, 98C, 30 sec, 39 ™MF
;57C,2 min; 10CHAF . ZHT 44 : QuantStu-
dio™ 3D AnalysisSuite™ Software XJ %17 PCR S Jvj 4%
AT
1.2.3  ZJGE B PCR W AK R IS

B¢t Fi PCR A s 5 AL 56 R 95 B 2019-
nCOV # g A5 i i 71 &5 (981 PCR %) |, [ 4 5
Je S A BRI A3 R 1B
1.2.4  UERHIE AN R A S

BT SEEAR AR B TR A BT AR T AW, %
15976 75 KL 5 A5 SE 341K Orflab LR T . ¥ Ak
ZH RNA [BUH 2 ok 4 18 — 2 H B iR & 0l
T RUBR 35 3 o0 1x10°,1x10* 1x10°,100,50 .25
copies/mL 2% il . ¥ LR BUREES % WAEN
BRI TS5, PR IZ O TR I ER P A R B . AR
T K 00 DUESOR BT 4 DUECARObR o 1 4 Fn 2 [l
H A KR
1.2.5 FrRrEilsm

2 MR R 4 U ) &5 U B 15 O i AR BU T A 7
PENE 1597 PEDV 1% 4k B % & 9% 3 TGEV X
IRTE RV AL B B HINT WAZ R , ST
(A7 PCR AN 7 ik E A T4 1, [ Ao SR f
FEA AR TR AR BAPEXT B P20 i 1 R S
1.2.6 FHHEIAE

HEHL 50,500 copies/mL i £ /K192 % 5 4
YR A 10 YR, 45 B B AR SE R, Gk
XTBUE IR 5 R E(CV, %) .
1.2.7 B0 PCR &l J7 ik 5 % Y o & PCR Il
D5 it i 56

SRAEHIZ Y 3 Bl PROBT L e R 05 5 il % £ 3
RNA FEAS, [R] s A FH 57 59 07 PCR A 1 5
B R IR T 2019-nCOV A% R K63 71 & (98
PCR 5 #EA A , 43771145 31 5 't 7 £ PCR 45 L 1l
HF PCR s JRL AR $S DL 44

P R 4 RNA B B SR BR— 5 o]
HEATIR A 53 E UG B % 124 500,300,150

100,75 1 50 copies/mL BIHEE S % . 4S5 i
FI R R B 2019-nCOV ARG ) £ (2¢
J PCR %) #EA 7262 & PCR K, Horb 100,75 1
50 copies/mL 2 7% iy # & K 25 UK o i o 4 AU o
PRIGEE 2019-nCOV %R K ) & (95 PCR %)
R R AR, W 25 R 58005 PCR AN 7 vk LUK

2 #R

2.1 MR A R AR

AN T) B 8 575 Wl AT 40T PCR R
FR P 20 PCR R I 3 7 i 5 Be R 4 & b AT
PG, HAR R I R 8RN 0.998 8, K BHFEZ 5 A
T, B A R AR S B B B IS (A R B S RS PR
T B o i R B AR LR M S R R B ST Y
B PCR KLy i A R i tE . L1,

1 BEESZLEHENHT PCRIENER

Table 1 Results of accuracy for pseudoviral reference by

digital PCR
S TR SRR AR e 7 A
FEAR 4 FR (copies/mL) giﬁ%ﬁ?ﬁﬁi /iﬂj%)
R & 2% i -1x10° 1.31x10°
B B o B 2% fh-1x10" 0.8652x10"
B B & i 255 i -1x10° 1.281x10°
R & 2% ih-100 170.71
B B 7 B 2% fh-50 70.18

25 R H B S 45 5 50 copies/mL 1Y i
BESH i 23 IR REMERA A 1, M 25 copies/mL 1Y
B B8 2 7% i A 3 RBBHERAAS o 45 SRR WH
Y56 R A5 B £ PCR A I 5 325 19 R BRE R 50
copies/mL, UWLFE 1,

VE 0 SEEAR R T Orflab Je D18 7% FAM (55 (@) , AJER
AN S ACTB BRI 8% /R VIC 55 (L06) , AN R B 1
BRNEE, W OFRT Y .
B 1 50 copies/mL {RiFHF S H MmELF PCR &l &5 R
Figure 1 Result of 50 copies/mL pseudoviral reference by
digital PCR
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2.2 FisE

28 )7 9 [ 5 X, BT e G 5 1 ) A S
At 1 N PR BE D 2% B S5 T IR i 5 G [
JEE . X% 4K PEDV .\ TGEV RV \HIN1 ) #% 2
5 R B A AR HE AT R SR DAY, 25 R
B, B e S IR 2,

2 BEABZBEALEFPCREMER
Figure 2 Result of nucleic acid samples from healthy people
by digital PCR

2.3 WEE

1 Bk R 50 . 500 copies/mL 7K - Y 2 %
i A AR VR R SR 10 UK, AR AT 5 R St
WX B 1 A2 S REL(CV, % ) N 5.97% F
1.99% , € 7 B0 PCR 7 B4 BT I0ORS 55 3
2.4 WARRKLIN Iy Xt Ee

SRAE 3 Il AT 2 e bR 25 il A% A RNA R
A%, FI FHECT: PCR RN 7 vk A RGN L 285 SR 240 B
Mo 552G 5 B P R B 2t e BT A A
TEARIE B 2019-nCOV A% TR K6 I K 77 &5 (981 PCR
B RN 25 S A T AT A, 3R 2,

F2 WWAERNLE R

Table 2 Comparison results of 2 detection methods

POtER YOtER  HF PCR
FEAR YRS PCRAGI PCRAGI 2a4hH
(CtfH) 253 (copies/mL)

¥ PCR
i 4 51

FEAARNA-1  27.25 BA: 1.37x10" B
FEARNA-2 2731 PR 1.21x10" FH:
FEARNA-3 2711 [H 1.52x10" FH

i 45 S 5 7R 2019-nCOV A% 2 A6 8 7] £
(%)t PCR 7% ) HREAZ I 2] 100 copies/mL Pk I 3
B WA, 500 G U 0 rh b T A R
FERE— 28, DLIAT 30 T4 PCR R AEEE MIAE R 4 5
I 25 R i s B0 PCR A N 7 v 1Y R BRE m 8 3|
50 copies/mL, 1= T 2¢ ) & £ PCR J7 i (1) R B
(100 copies/mL) .

B3 FEARNA-1 HBREEARKEEE PCRIGNER
Figure 3 Fluorescence quantitative PCR test results of
RNA-1 diluted samples

3 e

B R EE B SARS-CoV-2 18 YL k5 | Ife R AE
ARAS BT | 25115 RIZ W FRE S Bl 48 15 AR I IRIHE
PR SORS Bl 149 12 Wi X 35 e il 2 1 o 4 28 G FL 2L
9 JiRL 2 2 12 W I B el PR s B B 1 4 B A L (ELER
THAFTE I R UE AR Y 5 e S b X
DLFE LR A R A5 210732 0 198 B 19 A% TR A
M 26612 COVID-9 ) 4 brifi , H R % W 5 .
S ARSI AT L 5t 25 A I 7 R e ) R AT R 5%
ISP, IR R R 4G N 7 COVID-9 Y32 Wt K 3 1% 1)
B 43 AT AT s i) £ € 14T PCR R 2
T PR RG0SR AR R VR EE  BE A% B A 1 T
llfa PRIZ Wit oK .

AW T —FP AT PCR Ry vk
WG S AT PCR 47 8 b #2 — 20 S8 B, 9D T
15 YL 0 AR o 16 BURT 78 6 R0 # SARS-CoV2 (1)
o PR SF X3 Orflab 3 P 3EAT 51490 5 TR EF B 1144
UE T 4 S5 M R o A e o S IR 25 SR Rl DL
AW 5 ST B BT PCR K I 7 2 LA AR 4 Y R
TR MERG M R S RO RS A v LA R
i AR A 784 5 R 9 25 %) DR A 0, Ay T 76 Sk ofR g
BRI IZ W AT A R T A
TH.

FIFH 3 Il A 780 et bR 9 25 il % £ B RNA B
ARPEATRLIN , Y5 REE AR A 1, 2 B EE ST W40 PCR
R 7 vk ELAT B I RIS R . S E R 2
B R T 2 b s B e IR R B 2019-
nCOV AZ A I 71 65 (26 6 PCR 1% ) A6 I 245 S it
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WSEEIR BESEIN ¢ Y RT-PCR Ky P feus ik
B3 &I Ak Tk E3E FrE Rad HEE Hrb4e kg

[ ZE] B XS EEER A BEE 0 (RT-PCR ) 77 3K 87 78 56 K 5 75 (SARS-CoV-2) % iR
HEAT P . F3E KR 1S015180 Fl CNAS-GLO39 ¥ RETEANY SO B )~ 5% 75 B, W A b 285 B i
B IR PR R SRR IR AE S AT IR . 258 RT-PCRIKFIK I SARS-CoV-2 4R 45 FE i kG
PR/ INT AR S B VR R SR AT A R Y O 100% , KR B 1.0%10° copies/mL, PR P4t
THLRE ) CV<5 % , 15 IR YL FRAV A [ sl 3% G ik DR AH DL I At o SR AA S5 038 IR i . £5i8 RT-PCR £l
J5 ik R, AL, LT R AR BRI A Bk, ] I R AT

[REIA] FRERINE ; PEREERUE ; SUI DG A Wb SR,

Performance verification of a real-time fluorescent RT-PCR for the detection

of SARS-CoV-2

HE Lvfen, LI Sha, LI Zhenkun, LI Huan, WANG Licheng, FU Xiaoying, LI Yuanli, CHEN Hai, CHEN
Shaojin, ZHU Xiong*

(Department of Central Laboratory , People’s Hospital of Sanya, Sanya, Hainan, China, 572000)

[ABSTRACT] Objective To evaluate the performance of a real-time fluorescent polymerase chain re-
action (RT-PCR ) method for the detection of SARS-CoV-2 nucleic acid. Methods  To verify the precision, ac-
curacy, lower detection limit, specificity and anti-interference ability of this method, according to ISO 15189
and CNAS-GL039 evaluation documents and manufacturer’s declaration. Results  Precision of RT-PCR re-
agent of SARS-CoV-2 nucleic acid detection was less than the allowable variability, the accuracy and repeatabil-
ity coincidence rates were 100%, the lower detection limit was 1.0X10* copies/mL, the endogenous anti-interfer-
ence ability CV was <5%, there was no cross reaction with other pathogens of the same infection site or similar
infection symptoms. Conclusions The RT-PCR detection method has high sensitivity, good repeatability,
strong anti-interference ability, the lower detection limit and specificity meet the requirements. Therefore, it can
be used for clinical detection.

[KEY WORDS] SARS-CoV-2; Performance verification; Real-time fluorescent polymerase chain re-

action
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WIXH, HATHFZE 7R SARS-CoV-2 55 liiF SARS
FE 56 IR 9% 7 (bat-SL-COVZCAS5) [ 5 P ik 85% LA
T IR A SRR IGE AL e A A (R AR
PR T A% o B TG 1 ) B 1) AR e, 4
WG, M XER IR ARWIRA TR E s
RAT T OB B e R s B G B il R 29T T %) I
i B LR B B 14 Il 4R 77 45 7 58 ) S5 R P S
F IFE AT T 2B,

95 JE 2 K6 I S22 e COVID-19 B 4x bRt .
TR P EOARXT AR IR EOR B Y, IR
JH RT-PCR H ARG #2242 H 112 SARS-CoV-2
BNTIZ R, ISO15189 2 [ Fr [ 2 L3 i 7K
AT BRBAT 1Y G T B2 2 50 9 =5 T e FRE ) 7 T
SR 0 FE BRFRE . 2019 4F 2 H 15 H B8 & A 1
CNAS-GL039 "™ 34 iy 1 [l & 48 31 2 B KN W] 25
2SI RE | 2% CNAS-CLO02 : 2012 B 27 52 56 2 i
8 RN AE A AT HE W AE 112 Wi U %) 107 HH 5
W) oA 5o 112 Wi AH DG HS 39 72 7 i4E 47 M B 99 i
S i AR B AR B RN T R

1 M5 R®

1.1 I REEA

PEH20204F 1 H 25 H 2 2020 4F 2 A 24 HTE
=T AR BE BE G %) SARS-CoV-2 A% iR BH 14 11
BT REAS T A R0 3 2 8 S I () 3 45 B ot B2 e
(e
1.2 WS

W TR $2 B B8 2 Ak iR ) & (4t £ 2019004) |
2019 Hr B R AR 7 (ORF1ab/N ) A% B2 K 38 57 &
(15 : 20200123 ) \DA3200 A% R $2 B , ¥ [
Ll R 2 3K 2 5 A I A A7 BR 2 w5 ABT 7500 %I PCR
AW H 3 [# Thermo Fisher Scientific
1.3 Kl gy ik

FoA ) G VA B ERAE , 53 S v 454 R - 50C
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PEIR TR 55 CREDOILIF 5 .
1.4 FIWidRiE

AR 2ok, a5 R FIW R an - D 4n SR
KM FEAAE ORF1ab A1 N 3[R 38 JC P 14 iy 28
Ct{l>38, ¥/ SARS-CoV-2 B ; @)1 5 46 il k¢
i E ORFlab Fl N £:[Fi 18 Ct{H<38, H A W11
a2k, H K SARS-CoV-2 A ; G 546 I A%
(i 7E ORFlab o534 N 3L HiiE Ct{H<38, 7 —ilil
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)k SARS-CoV-2 BH:
1.5 PERBISIE ik M FE br
1.5.1  KE % EEIPAL
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34 (S1.82.83) , B 149 (S4) ., Ht Pk % B ik
B, 76 Ak 20 v 5 A2 A I 20 U ; ik DA %5 R 1k
B, HAADE 5K, LI E 4 d, FI I E 20 K.
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PITCY 0 ih 26, R AR R B B R 5
P, WA 4,
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1x10°copies/mL.
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ORFlab 3£ H N FE[H

1 WELM 5L RT-PCR 4 7 RE X518 th 4
Figure 1 Amplification curves of dual real-time fluorescent

RT-PCR system sensitivity

ORFlab % N A
2 1x10° copies/ml, SARS-CoV-2 ## 7% W & LA 7 3t
RT-PCR ¥ 38 i £
Figure 2 Dual real-time fluorescence RT-PCR amplification
curves of 1x10” copies/mL SARS-CoV-2 samples
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357 9111315171921 232527 20 31 33 3537 3041 434

3 5x10°copies/mL SARS-CoV-2 # 7% X & S A ¢ ¢
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Figure 3 Dual real-time fluorescence RT-PCR amplification

curves of 5x10° copies/mL SARS-CoV-2 nucleic samples
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Figure 4 Amplification curves of dual real-time fluorescent

RT-PCR reaction specificity
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GIKGIF] X Ye EARTEAEL] 267 kb FrBEll 2 4075 EDA JEH 45— 4B F . W75 PCR 74 Sanger ¥ % ¥1L
JEUE# AFTE 267 808 bp A5 T B, BESE A AR A BT # o IR L= R/ T2 Wil R & IUA7 7R 1% X 35
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Genotyping of a hypohidrotic ectodermal dysplasia family caused by EDA gene

exon deletion and prenatal diagnosis

DING Hongke, YU Lihua, ZENG Yukun, LIU Ling, YIN Aihua, LU Jian, ZHANG Yan, LAN Feifei*
(Medical Genetic Center, Guangdong Women and Children Hospital , Maternal and Children Metabolic-Genetic
Key Laboratory, Guangdong Women and Children Hospital, Guangzhou, Guangdong, China, 511442)

[ABSTRACT] Objective To analyze the disease gene in a X - linked hypohidrotic ectodermal
dysplasia child for genetic counseling and prenatal diagnosis. Methods The proband’s associated pathogenic
gene was identified by the next generation sequencing and the deletion range was further detected by
chromosomal microarray according to the NGS detection results. PCR primers were designed to look for the
breakpoint according to deletion area suggested by CMA. Fracture site was verified by Sanger sequencing using
PCR products. Genotype of the proband’s mother was verified and prenatal molecular diagnosis was performed
for the third fetus of the proband’s mother according to the genetic diagnosis results. Results High -
throughput sequencing revealed that the coding region of the first exon of the proband EDA gene was deleted.
The chromosome X has a 267 kb deletion fragment by CMA detection including the EDA gene exon 1. Sanger
sequencing of breakpoint PCR products found that the proband has a 267808 bp hemizygous deletion and his
mother is a carrier of heterozygotic deletion. The deletion area was not found in the fetus of the proband’s
mother by prenatal molecular diagnosis. Conclusion The deletion of the first exon of the EDA gene and the
upstream and downstream regions are the main reasons leading to the clinical manifestations of probands.

Combining multiple molecular detection methods helps to clarify the genetic diseases caused by copy number

AERB . REEFHFZHAPRLLA A (B2017057)
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variation, and through the method of breakpoint PCR to carry out rapid carrier verification and prenatal

diagnosis of the family, to provide genetic evidence for the family’s clinical diagnosis and genetic counseling.
[KEY WORDS] Hypohidrotic Ectodermal Dysplasia; EDA exon 1; Next - Generation Sequencing;

Chromosomal Microarray Analysis; Copy Number Variation
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RS HEATR AT o R0 IS 0P ) B i NextGENe
B A4 (SoftGenetics , State College , PA) it — 2 &b #f
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Al REH A 5 DAL i b 1 9 A sh A 4
X, U — D5 E . Kl CNV 3 BIAS T 78T
https : //sourceforge.net/projects/cnvanalysis
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Figure 1 Absent signal of the EDA gene exon 1 detected by

next generation sequencing

2.1.2 YRR bt

CMA K I 45 5 & 1 X Y% (AR A7 76 29 267 kb
B4k (chrX : 68,801, 113-69,068,115) , Hrf 41
T EDA BN —4h i+ K B R EIX IR (E 2) .
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Figure 3 Electrophoretogram results of the breakpoint PCR

detection
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AAATACCTATGC-3' Fl F it ) 5'-TGAATTAGCTTT-3' . il )¥ &l
ETERER2® VA W] [E T
4 EDA EERKEEREEFE S SH PCR =4
i E
Figure 4 The diagram of the EDA gene deletion fragments

and the PCR products sequencing result containing breakpoint
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I BIVRFAIE e P R AH DG PR 53 B

Hir* HoeE RWHA Y
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TR SRS AE R TG BOAISCTE . Frik HRE 2013 4F 4 A = 2018 4F 4 H ARB 120 i 75 #iF B %
YR IRER AL, 57 0 B ) 300 e e ARG 52 B4 X BR A . LA PR 4R 1L 3 HPV-E7 .CD105 , YKL-40 /K -3
K e S BRI AR S I T LS A P8 bR S UG CIE . S8R UISR4L 1Y HPV-E7 .CD105 . YKL-40
IR TR IR, 22 A St L (P<0.05) ; 1ML HPV-E7 /K -5 75 S M 2 TNM 203 bk EL45 565 |
Ik BRI B 25 HH 56 (P<0.05) 5 IiLVE CD105 /K -5 5 309 S5 8 rlogd A2 R EL 2576 B IS 12 1 S 38 AH G
(P<0.05) ; Il YKL-40 7K 5 F 55 i 3% TNM 409 58 3840 56 (P<0.05) ; B 7 1 4F, JET-3% HPV-E7.
CD105 . YKL-40 =5 %A% 5 TAEFE4 (P<0.05) ; HPV-E7.CD105 . YKL-40 & 2615 # 1 EEAR AR TR E
ik# (P<0.05), 5 M4 HPV-E7.CD105 . YKL-40 5 /K V75 T 5 Hvks B % p i e, HIHFAOKTE 5
"B S I BRAEAE AN TS 77— 2 A
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Correlation Analysis of Serum HPV - E7, CD105 and YKL -40 Levels with

Pathological Features and Prognosis in Cervical Cancer

XIAO Hong*, PAN Xiaolei, ZHAO Liying, XIE Miao

(Department of obstetrics and gynecology , Beijing university of Chinese medicine fangshan hospital , beijing ,
China, 102400)

[ABSTRACT] Objective To explore the correlation between the expression of cervical cancer serum
human papillomavirus (HPV) E7, CD105 and human cartilage glycoprotein 3 (YKL - 40) levels with
pathological features and prognosis. Methods A total of 120 patients with cervical cancer from our hospital
from April 2013 to April 2018 were selected as the observation group, in addition, 52 healthy people were
selected as the control group during the same period. The serum levels of HPV-E7, CD105 and YKL-40 in the
two groups were measured and compared, and the correlations between serum indicators and prognosis were
analyzed. Results Serum HPV-E7, CD105, and YKL-40 levels in the observation group were higher than
those in the control group (P<0.05). Serum HPV -E7 level was significantly related to TNM stage, lymph
node metastasis, and vascular invasion in patients with cervical cancer (P<0.05). Serum CD105 level was
significantly correlated with the tumor diameter, lymph node metastasis, and vascular invasion in patients with
cervical cancer (P<0.05). Serum YKL-40 level was significantly related to the TNM stage of patients with
cervical cancer (P<0.05). After one year follow-up, the high expression rates of HPV-E7, CD105, and YKL-

40 in the deceased were higher than those in the surviving (P<0.05). The one-year survival rate of HPV-E7,

H AR A e P EHAHCLRE T AR A (J)2018-17)
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CD105, and YKL -40 high-expression patients was lower than that of low - expression patients (P<0.05).

Conclusion Serum HPV-E7, CD105, YKL-40 expression levels increased in patients with cervical cancer,

and their expression levels have a certain correlation with cervical cancer pathological features and prognosis.

[KEY WORDS] Cervical cancer; Human papilloma virus E7; CD105; Human cartilage glycoprotein

3; Pathological characteristics ; Kaplan-Meier curve
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2 R

2.1 WdLif i HPV-E7 .CD105, YKL-40 /K Ho 4%
WELA I HPV-E7.CD105 . YKL-40 7K V-2 T
XA, 22 S A S22 L (P<0.05), L3R 1 & 1,
2.2 AR R U i BRAREAE 5 1L HPV-E7
CD105 . YKL-40 ¥4 XMk
Ifi¥E HPV-E7 /K5 F 5 39 5 TNM 43

D

*1 WHME HPV-E7,.CD105,YKL-40 /K FLLEE (x+s)
Table 1 Comparison of serum HPV-E7, CD105 and
YKL-40 levels between the 2 groups (x#s)

wy o HPVET CD105 YKL-40
- (ULL) (pg/mL) (ng/mL)

WL 120 43.74+7.28  78.32+9.14  194.38+52.69

XPHEZH 52 24.92+2.84  25.33+3.62  74.51+25.37
8 18.032 40.402 15.620
P1E <0.001 <0.001 <0.001

E F

T A E SRR AN AR (X10) 5 B S HUMIE (x10) 5 C B S (x10) 5 D e SR 40 LI (x20) 5 E 4 B HURE (x20) 5 F 3

JiIE (%20) ,

1 EFSsPKERERESSREREE (HE)

Figure 1  Pathological picture of cervical squamous cell carcinoma and cervical adenocarcinoma (HE )

W R As 55 kA TR T B2 A 6 (P<0.05) 5 Ifil
T CD105 7K -5 75 5000 5 R A% bk e &
¥ KA IR W3 A OC (P<0.05) 5 ILHE YKL-40

JK S 5 e iR R TNM 43 B 8 35 40 06 (P<
0.05), W& 2,

®2 FRHMTFETEFEHIES DB HPV-E7.CD105, YKL-40 B8 X 4 547
Table 2 Correlation analysis of age and cervical cancer pathological characteristics with serum HPV-E7, CD105, YKL-40

HPV-E7

CD105

YKL-40

IR " ) PRy TPy 1P
TS ST e o T o o S
v S 8D sy e T s S s
MEUMERIE  BOME 38 4112eTAl o TBR5RISAT o 1752685674

FRME 82 44.95+9.25 80.67+16.93 203.24+60.19
mon AR R ey S s o PN o
S ;ﬁa zg 637;5571;179"2451 14.477 <0.001 liiiji;)?':f 45.201 <0.001 ?g?ﬂizgiz 2.320 0.022
Wk EL f} 32 z;.l;;lé;; 13.548 <0.001 15;?;;;;; 46.378 <0.001 ?gg:giigig 2117 0.036
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2.3 A5 B4 s HPV-E7 .CD105. YKL-40 2.4 4750 #r

KPR KM i 2653 #7 , BE )7 1 45, HPV-E7 ., CD105,
Bt 14, 200 5 0. RIEHUS UL/ IS YKL-40 B Rk & 1 FEEFRRTRELE (L=

F AT . FET-#H HPV-E7.CD105 , YKL-40 /K°F 12,952, P, =0.000, x*=4.971, P,=0.026, x*=11.999,

m A EZESAGIEE X (P<0.05), 13 3, P,=0.001), WLIK 2.,

R3 AEFFEEHFMFHPV-E7.CD105, YKL-40 7K ERIE (x+5)
Table 3 Expression of serum HPV-E7, CD105 and YKL-40 in patients with different prognosis (x +s)

205 n HPV-E7(U/L) CD105(pg/mL) YKL-40(ng/mL)
i 70 28.41+7.26 45.62+8.69 175.69+47.25
WT-#H 45 70.41+20.14 152.47+15.84 221.42+50.16

{8 15.942 48.632 4.495

P{E <0.001 <0.001 <0.001

HEAE ST R AL HEAF AT R HEAE ST T PRAL
1.0 1.0 1.0
0.8 0.8 0.8
= = =
R 06 XK 06 R 06
I i i
H H H
K 04 = 04 = 04
Bk BR #1502 BR s
0.2 0.2 gg:::?“ 0.2 YKL 3
: D105 5 k- K I YKL- K
0.0 HPV-ET & k- 5 0.0 CD105 Ik #3k- K 5l 5 0.0 YKL-40 fi %35 ¥ 915
o 3J  6J 9 12 ofl  3J 6 9 12 ofl 3 6 9 12
fi ] B ] B ]
B2 H1Fmzk

Figure 2 Survival curve
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T\H I HCV J& e i ¥ S HBV ol HIV B Zy1Y
Jpa 1 AR

LM RHEE MNEE EHK AER BEXE BRE x| FEHH

[ E] H® HESE BT RWNE (HBV) S50 B 88 (HIV ) R Ys 0 75 B % B 3%
BT 2955 5 (RNA SR R 3k i S Al N BT R BB 125 5. ik BB 2017 2 2020 4E[EI AR B 1 292 fi]
FFT5 LR 3 R0 A h P TS JFF £ 2%, LLHrP 4T HCV RNA 2 HBV R HIV A8 (4 397 4575 B 4¢ f 3% W BFoe
X4, i % G Cobas TagMan &7, X} HCV RNA #E47 5 , 3 H PCR-Z& G HAET AT HCV JE K 437
L5 HCV LKA 1b B LB, 3a B HL i fik . HCV H& HBV 5 HIV BRYL R348 9.1% 5 6.3%,
6a B HBV B Ye &1 R B 1, 3a BRI & HIV R R A R B o 2a BRI & HBV 5 HIV BG4 ]
1b Bk H & HBV B YL 8 3 HCV RNA Ji% B i 25 5 T H & HBV B B 3 (P<0.05) . leﬁﬁﬁaﬁ!)}(%a
A, RS HIV R YR E 55 S HIV EYL B F, HHCV RNA BT FE 22 3 0407 X (P>0.05) . 451
& HBV B 1b B SE HCV RNA % 5 2B B8 HIV B %, HCV RNA yr%r“ JoAE k.,

(&) CRIFRWEE; B RIGE; ARG TSR W RE

Virological characteristics of overlapping HBV or HIV infection in patients

with different genotype HCV infection

PENG Yabai, ZHU Xiuyun, LIU Saiyun, WANG Min, LONG Shoubin, CHENG Wenbing, CAI Kanru,
LIU Jiaye*

(Institute of Hepatology, Shenzhen Third People’s Hospital, Shenzhen, Guangdong, China, 518112)

[ABSTRACT] Objective To assess the difference in viral load of HCV RNA in patients with hepatitis
C who overlap HBV or HIV infection and patients with hepatitis C alone. Methods A total of 1 292 chronic
hepatitis C patients with HCV genotyping in our hospital from 2017 to 2020 were selected, and 397 patients
with hepatitis C who were tested for HCV RNA, HBV and HIV were selected as the research subjects. Roche
Cobas TagMan reagent was used to carry out the determination and detect the HCV genotyping by PCR -
fluorescence probe method. Results Among HCV genotypes, the proportion of type 1b is the highest, and the
proportion of type 3a is the lowest. HCV overlapping HBV or HIV infection rates were 9.1% and 6.3% ,
respectively. Type 6a overlapping HBV infection had the highest incidence, and type 3a overlapping HIV
infection had the highest incidence. There was no overlapping HBV or HIV infection in type 2a. The HCV RNA
titer of patients with type 1b non-overlapping HBV infection was significantly higher than that of patients with
overlapping HBV infection (P<0.05). In type 1b, type 6a and type 3a, there was no statistically significant
difference in HCV RNA titer between patients with non - overlapping HIV infection and patients with
overlapping HIV infection (P>0.05). Conclusions HCV genotype 1b has a positive correlation with HCV
RNA load for patients co-infection with HCV/HBV, and has not significant correlation with HCV RNA for
patients co-infection with HCV/HIV.

[KEY WORDS] Hepatitis B virus; Hepatitis C virus; HIV Co-infection; Virological characteristics

AeF B BE A ARFAFLEAL(81803299)
4’%$u mi}l]ﬂ?” = AR ERA BB, ) R, R 518112
WAEAEH X FEH, E-mail : liujiaye1984@163.com



-+ 862 - DTEHISIRIT RS 202047 A

%124 574 J Mol Diagn Ther, July 2020, Vol. 12 No. 7

N AR 9% B (Hepatitis C virus, HCV) f1 £ #l
% 9% 7% (Hepatitis B virus, HBV ) &L g PE{L T2
1, TR B A A, 2™ R A 2SR 1Y
FEAL YR . HBV 5 HCV - 7E MBI 15 45 15
&, B Lk HBV/HCV & R YL 5w 0L . RIFE Y,
HCV 5 HIV (Human immunodeficiency virus, HIV )
PR LA A4 T 2t 25 ) 1 Bk 9 oo 2 1 Je%
Yu, A ST 8 HCV Hl HBV 34 08 195 75,
% H B R J§ HCV RNA 7K - 5 B afi P 76 sk e 3
Jo A 25 5 (R0 TR Y AT AL
W5 R RE AL g 0 (B BE ST
HCV Fl HBV & 8L J5 2 77 76 A0 B30 61 1) 21
0, 18 HCV R & HIV B, 5 Hl HCV
JEE YL AR L, i AE FE T S Y HCV RNA %
B, HIV A 4 $E HCV X IE /9 348, DA Jn e 1
JF £ M 45, [] Bsf HOV/HIV 8 & e i,
HR A WL MR R BE T R Al T oK S R
HIV B #" HCV fAFE AR 2 5 AU HUA [m] 2 ]
RIHCV & HBV 5 HIV 5 S 8 YL i 105 7527 4%
TR FE 35820 o WA SCHRLAF 9 R[] 6 R 7 HCV T
& HBV ol HIV YL, HCV BY% 88 FHRE .

1 X&EFMFE

11—k

TPEHL 2017 22 2020 4F T A B 5Li2 0 A HCV %
PRI 1 292 24 (838, DLH R SE I HCV RNA, X
HEAT HBV FHIV A I 4 P9 I 35 A oE % 42, 4t
AN 397 AAFE RPN IF RS . T E BE R
JRY OB R AT o HEBRAR M : 1R A SE R 7Y %
s B HAbRE RV 2 4% HEBR RIS A 9 HBV
FTHIV, AWF Ol AR Bee 32 01 st isa o .
1.2 Ik

K PCR % Y44k (2835 L R4 BRA
F) K HCV JE [H 43 AL, 2 B HCV 3 B 3 UG D
TR G U B AR R e A A I . R P I
Cobas TaqMan i 5] #; Il HCV RNA 2% 3 , [A] Bf 4K
PG & Ul B B P bR E R E SR . TS
JH L300 e HIV ARSI, S5 Tt B A 2 30k | AR 9 22
SR BF 1 B
1.3 Gtk

K H] SPSS 18 A A7 8 o0, BT R
n(%) T , AFFA IER AR B THECT R,
B U FE AR SR T A BN (25% . 75% 534

BO RN, Gt MR 2 K56 sl 3E S8R 55, DA
AL (25% \T5% 53V B0 Fern o P<0.05 Sk 22 5%
HEi2EE L,

2 #R
2.1 XA AT LD 43 RS I (14 P T 8 35 170 R
RUR B AT o B

2017 & 2020 4 B 1] i L 19 1 292 24 N T B 5
i ARG Y 5 R LAY, 4351k 1b B 6a B 2a
AU 3b A 3a A, H T g anE 1. 5 R Bos 1b
Y LY 51 5 55, 3a Y LU A9 B AR, B 2a AR, AR LA
RIh PR & TR

5.4%
8.0% 1b B (/4 ,349/271)
6a 1 (1 /%4 ,286/72)
2a KU ( B /4 ,67/74)

10.9% 3b (/4 ,82/21)
48% 3a (/4 ,53/17)
27.7%
Bl NN AFEENEREARTS

Figure 1 Proportion of genotype in patients with

Hepatitis C infection
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Table 1 Prevalence of co-infection with HBV or HIV in
Hepatitis C patients stratified by HCV genotype

JE [N 1 n HESHBV LR  HEGHIV LR
1b 189 11(5.8) 9(4.8)
6a 110 22(20.0) 6(5.5)
2a 41 0(0.0) 0(0.0)
3b 31 2(6.4) 2(6.4)
3a 26 1(3.8) 8(30.8)
&1t 397 33(9.1) 25(6.3)

2.3 4rMrEE S HBV 5 HIV B J5 A [] 5 R R ()
HCV 5 8 8 1) 281k

A& HBV &Yy 5 H & HBV By 1b Al
HCV RNA i & [ H 2 50 (25% , 75% TQR) 43 31 K



NTWiERITd 202047 A $5124 4571 T Mol Diagn Ther, July 2020, Vol. 12 No. 7 - 863 -

1.55%10°(3.12%x10°, 3.25%10°) IU/mL 1 2.64% 10’
(6050,9.41x10°)TU/mL , B4 LA 22 A ST 45
X (P<0.05) o AHALEY, XFF 6a B, FH 435 & 1.52x%
10°(1.44%10°, 7.11%10°) IU/mL F1 1.48x10° (1.45%
10°,4.81x10°) IU/mL, B4 Fb 3 22 S5 oG24 78 X
(P>0.05), TMXFT 3a%y 3b %! 2a Y, HHE & HBV
BRPREAR R RIS, MM, RS
HIV &Y 5 & & HIV &L 1b K HCV RNA % &
1 A 8 (25% , 75% TQR) 431 A 1.27%x10°(2.80%
10°, 3.04x10°) IU/mL 1 1.99%10° (1.28%10°, 4.26 %
10°) TU/mL, MUY , X T 6a #I K 3a AU, H 430 &
1.46x10° (1.44% 10°, 6.86% 10°) IU/mL HI 3.44 X 10°
(1.29%10°, 8.08x10°) IU/mL, 1.84x10° (3.48x 10°,
7.31x10°)IU/mL 1 3.60x10°(6.61%10°, 6.03%10°) IU/
mL, 7E1b %Y 6a &l 7 3a 1, K& HIV ERYL 5 &
B HIV e, HEHCV RNA {177 B 7 9 21 8] it 25 5
Togiit2E 3 L (P>0.05) , X} T 3b A 2a &, iy T
HEE HIV B AR R T4 (B 2),

A AMAHBY R g T HBV JR e

LA HBV ik it HBV J i
10° * NS 100
210 30

£

R 5 w0
Rl R
= 100 E 10
é 10° % 10
s 2 gy
210 g
10" 100

b 1b 6a 6a 3a 3a 2a 2a 3b 3b Ib 1b 6a 6a 3a 3a 2a 2a 3b 3b

HCV JE[H 7 HCV JE[H 7Y

1 :#P<0.05; NS: 225 EGiH# R X5 A AR HCV B 5
HBV B ; B: Al E & HIV /&,
B2 E&HBVIHIVEREFEAREREMHCV FE
HENES
Figure 2 The difference of HCV viral load in different
genotypes after superimposed HBV or HIV infection
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N4 IncRNA HCG18 $ 1] 4% miR-34a 55 M 11 Jizs e
I SCCA YN HEs A2 2 UL BGERE 1 7 1-HLE

TG EIA REHK £BA

(# ZE] B VIR T KIS RNA (IncRNA ) A 71 41 o470 5 42 44K 18 (HCG18) 1 117 14
2 miR-34a 521 F J W5 4 MO 35 5 R 22 LA ST 7 F 0Ll . 3%  Realtime PCR J5 il % HCG18
16 1 988 CAL27 .SCC4 . HBO6 2 i AT IE & 11 = i NOK 4 i i Z2ak A8 4k . 76 1 B ff9e8 SCC4 4l g
1% YL HCG18 shRNA , Realtime PCR J5 i 5E T AR , MTT U 72 25 20 i 45 7E 22 £k, , Transwell /N2 U
H AR B AT 1E 1484k, Western blot Il % 45 41 fifd 7 N-cadherin , E-cadherin 8 [ #3581k . £ B
EE &I HCG18 5 miR-34a T e H AR 17 SC R , M ZOC R I R G408 —F M AR . B miR-34a
inhibitor . inhibitor control 1 HCG18 shRNA 43 il 326 YL 21 11 jis i 463 SCC4 AR rp , F1 3R Dy i 2 45 41
Musam TR MR 2R AR b, R HCG18 1 M E i CAL27 . SCC4 . HBI6 41 it H i) 3k K - T
TEH F B R NOK 4 i, Jf HL 1l 8 SCC4 4H it v HCG18 R A /K V- dw i, 22 A G it % 1 X (p<
0.05) . ¥4« HCG18 shRNA 1] L) ¥ I e 95 SCC4 41 i vh HCG18 283k /K- , AR 4N i 184 5 3T # i
7268 )1, A2 gk I F E-cadherin 25 [ 235 , F04H] 41 Il 7 N-cadherin 25 [ #35 , HCG18 1 [1] 71 4% miR-34a
2255, 5 L% Y inhibitor control FIl HCG18 shRNA J&7 B 40 MU AR [t , 244 J% miR-34a inhibitor Fll HCG18
shRNA J&5 ) 4l i 3 5 E B FZ ZERE 1 T, 22 A G243 L (P<0.05) . 5 T I HCG18 #8 [n] i}
& miR-34a HIH] 11 5958 SCCA 4N I 1R Z8 LI KT HS .

[X#iR] NE6HE; T8, HCG18; Bi5H

Molecular mechanism of down -regulation of IncRNA HCG18 targeting miR -
34a on proliferation, invasion and migration of oral squamous cell carcinoma

SCC4 cells
DING Yanjing*, WANG Lixin, QIU Jingyi, YU Riyue
(Department of Stomatology , Beijing Shijitan Hospital , Beijing, China, 100038)

[ABSTRACT] Objective To study the molecular mechanism of down-regulation of IncRNA HCG18
targeting miR-34a on the proliferation, invasion and migration of OSCC cells. Methods The expression of
HCGI8 in CAL27, SCC4, HB96 cells and cells of normal oral mucosa NOK was determined by real time
PCR. HCG18 shRNA was transfected into SCC4 cells, the down regulation effect was determined by real time
PCR, MTT was used to detect the proliferation of each cell line, Transwell chamber was used to measure the
invasion and migration of cells. Western blot was performed to determine the expression of N-cadherin and
E-cadherin. Bioinformatics analysis revealed that HCG18 and miR-34a may have a targeting relationship with
each other. Luciferase system was used to identify the targeting relationship between HCG18 and miR-34a. MiR
-34a inhibitor, inhibitor control and HCG18 shRNA were co-transfected into Scc4 cells, the cell proliferation,

migration and invasion were measured by the above methods. Results The expression level of HCG18 in

Ao B B R RAAFIEALT R (81571814)
VEH B ls, A EA K F WG LT 2EER 2 BFA, BT 100038
*iBAEAE A T3 8L, E-mail : bailijunyi@163.com
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CAL27, SCC4, HB96 cells was higher than that in NOK cells in normal oral mucosa, and the highest in SCC4

cells. Transfection of HCG18 shRNA can down regulate the expression of HCGI8 in oral squamous cell

carcinoma SCC4 cells, reduce the ability of cell proliferation, migration and invasion, promote the expression of

E-cadherin protein, and inhibit the expression of N-cadherin protein. HCG18 negatively regulates the expression
of miR - 34a. Compared with the cells co - transfected with inhibitor control and HCG18 shRNA, the cell

proliferation, migration and invasion ability increased after co-transfected with miR-34a inhibitor and HCG18

shRNA, the difference was statistically significant (P<0.05). Conclusion Down-regulation of HCG18 targets

miR-34a to inhibit the proliferation, invasion and migration of oral squamous cell carcinoma SCC4 cells.
[KEY WORDS] Oral squamous cell carcinoma; Migration; HCG18; Proliferation
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21 i 1% B K sh-HCG18 Fil sh-NC 2H , 41 54 1 YL 1)
4 He 15 B A Control 4 . 4 e %% 4L J5 48 h, H Real-
time PCR /774 %E HCG18 ik , AL R [A] 1.2,
1.4 TR HCG18 X 1 i i s 248 i 3 5 52 ni A6 )

K FH € % (Methylthiazolyldiphenyl-tetrazoli-
um bromide , MTT) J7 M 5E o
1.5 T HCG18 X I i i g 41 ff i 7% = 28 5%
g il

K H Transwell /N0 5 | 4728 52 56 i FH 56 5t
], 3R 40« DA &5 I3 9 40 i 85% 77 R Con-
trol . sh-NC , sh-HCG18 41 4 }fd B 7% , 4% J5 W HL 200
pL AR R 2N E ) B = [FEE T = o
A 500 wL 15 I3 40 A 35 R W, iFE 37°C Y CO,
B SR 24 ho WEERDE S5, T
FE R T BEALEE 5 SR A AN i R A H
SR BOE YA R A A0 iR 2 s E A5 H o
1.6 T HCG18 ¥ I Ji i 35 41 Jifd v N-cadherin |
E-cadherin £ [ 32 15 5% e 6 )

K Western blot J7 A2 , 25 SR A UNT - 42
X Control , sh-NC . sh-HCG18 £H 41 it & 55 11 , B4
FLNEA RN 40 we; BLEKHEE N 90 V H
JEHLYK 0.5 h, 2R 5 L 120 V fE HHL UK 2 h, ¥ NC
JEEIR B B 5 43 B SR/ NARIR], #E 60 VT R 4514 R
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RN T IR B AR ACTAME T AT, B A (] 3
60 min. 5% WA WA A B —PLdh At i —
P E 2 h, LIHL fb 2% % St (Electro-Chemi-Lumi-
nescence , ECL) /7% {4, 45 FH mage J 73 #r 5%
WY OD 1, f: GAPDH 1 N2,
1.7  HCG18 #URE PR Fin A K % 5

W fE B 2R B (starbase) Tl HCG18 114 #E
KA, & 9 miR-34a 5 HCG18 H T kb 45 & 7 /5.,
HZOE R RGEEE MBI C R /il A
RL(WT) Fl1 278 B (MUT ) HCG18 %6 't 2 il 4 4 28
1A 5 miR-34a mimics F1 mimics control 4% 4L %] [
s % 98 A0 6L v, 48 S RIS O 2R it 1 AR
1o WT Hl MUT 2 3 Bl i 25 28 1A 345 p i e = 1
YR A R A RIS . W 4E Control . sh-NC , sh-
HCG18 4 41 iy, U6 i N2, LU Realtime PCR J7 1%
7 miR-34a iR, L HR[A] 1.2,
1.8 miR-34a inhibitor X§ T ¥ HCG18 [ 17 i i Jis
21 OB D e R s L S A el

T 1 9 240 L v 4 391 227 4 miR-34a inhibi-
tor . HCG18 shRNA #/ inhibitor control ,HCG18 shR-
NA, % & & sh-HCG18+Anti-miR-34a , sh-HCG18+
Anti-NC 2, #5814 .15, 1.6 H )7 15 00 5 40 Jifd 44
W T 42281 K N-cadherin . E-cadherin 25 155
KA
1.9 Gil#orr

K SPSS 21.0 #A4FSe i 4y Bt , 11 &2 %R
(x+s)F7R , I IE] LA ST FEARS e K 56, 24 L
BRI T 2500, 48] A LSD-t K2 5, P<0.05
h2ERBFIFE L

2 #R
2.1 s Wl 40 I N OE F O S 4 i rh HCG18 3
KER

HCG18 7F [ Ji i i CAL27 . SCC4 . HB96 4 Jify

R R R K 24 T IE R S B NOK 4 iy, 22
SRS E X (P<0.05), WL#E1,

%1 HCGI8 O SEMaIEE ORI FR M &
HCGI8 RIEEFILE (x+s)

Table 1 Comparison of HCG18 expression in oral squamous

cell carcinoma cells and normal oral mucosa cells (x+s)

il HCG18 /K-
NOK 1.00+0.09
CAL27 1.69+0.12
HB96 2.41+0.23
SCC4 2.94+0.21
F1H 215.60
P1H <0.001
3 o
™
N-cadherin 100 kDa

E-cadherin

GAPDH

120 kDa

37 kDa

Bl 1 Western blot fll & N-cadherin , E-cadherin & A & i%
Figure 1 western blot analysis of the expression of

N-cadherin and E-cadherin

2.2 HCG18 shRNA X [ Ji5 i 68 SCC4 21 iy 34 4
1R H

¥ Y« HCG18 shRNA Ji [ [ i 5 365 SCC4 41 ity
HHCG18 A 7K-F-FEA% , 40 ML FE RE 1 T B, 2l
TRV N850 H Y T [% , 20 i H N-cadherin 25 H
Fik KT %, E-cadherin & [ 235K BT E . U
1 FER 2,
2.3 HCGI18 i [a] JH4% miR-34a

A WA B2 BTN miR-34a F1 HCG18 454
A7 25, WT F1 miR-34a mimics 255 Yt 5 5 171 5 65 95
SCC4 4 e 28 e R g G 4 T R, LI 2 Fnk 3
HCG18 ¥ [1] 4% miR-34a.

i

o

*®2 MR HCG18 Ri&.OD E.iEHE B .2 % B L E N-cadherin,E-cadherin & A RIEERLE (x+s)

Table 2 Comparison of HCG18 expression, OD value, migration number, invasion number, N-cadherin and E-cadherin

protein expression in cells (x+s)

2053 HCG18 /K F OD fH THEBE =225 H N-cadherin E-cadherin
Control 1.00+0.10 0.46+0.05 128.64+10.24 102.48+9.63 0.60+0.06 0.27+0.04
sh-NC 0.99+0.09 0.45+0.07 129.47+11.86 101.82+10.39 0.59+0.05 0.29+0.03
sh-HCG18 0.33+0.03" 0.35+0.04" 92.28+6.52° 80.66+7.29 0.31+0.04" 0.39+0.05"
FAH 209.50 11.11 42.27 16.39 95.03 22.32
P <0.001 <0.001 <0.001 <0.001 <0.001 <0.001

¥ : 5 sh-NC ., *#P<0.05,
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2 miR-34a 1 HCG18 & & i A= B
Figure 2 Schematic diagram of predicted binding sites
of miR-34a and HCG18

R3 HARAEREEMYE (vxs)

Table 3 luciferase activity of cells (x+s)

45 MUT WT
Mimics control 1.00+0.11 1.00+0.08
miR-34a mimics 1.02+0.13 0.67+0.05

i 0.35 10.49

P{H 0.73 <0.001

2.4 T HCG18 X [} i SCC4 4il il miR-34a
IR

#: 1 HCG18 shRNA Ji5 4 171 JFs 9 SCCA. 4 iy
H miR-34a Rk K VT, WL 4,

% 4 HCGI18 shRNA ¥ 3a7 5 O Bz 8 SCC4 4l A o
miR-34a RIAZFHLE (x+5)
Table 4 Comparison of miR-34a expression in oral
squamous cell carcinoma SCC4 cells before and after HCG18

shRNA transfection (x +s)

21 51 miR-34a 7K F
Control 1.00+0.12
sh-NC 0.97+0.08
sh-HCG18 1.85+0.16"
F1H 145.10
PiA <0.001

1 : 5 sh-NC ., *P<0.05,

2.5 miR-34a inhibitor X} F 8 HCG18 4 I Jix 5 8
SCCA 4 M3 58 =72 RT3

5j H:%E L inhibitor control A1 HCG18 shRNA [
I %% , 254 Y miR-34a inhibitor 1 HCG18 shR-
NA J& i) 1 85 98 SCC4 4ff il P miR-34a 25T
5, 40 OD A ER A H (RZBEH T, 4l

H N-cadherin & [ % i5 /K T} 15 , E-cadherin 25 [
TR TR, WK 3FIFK S,

1 2

N-cadherin 100 kDa
E-cadherin 120 kDa
GAPDH 37 kDa

1 : 1 4 sh-HCG18+Anti-NC; 2 4 sh-HCG18+Anti-miR-34a,
B3 Western blot #&illl N-cadherin . E-cadherin & B R iX
Figure 3 Western blot analysis of the expression of

N-cadherin and E-cadherin
3 it

NI R A 2 2% 2 A7 ] LG 3% 4 v 28
5, T 35 DR 21 5 SR P 1 R 2 50 RNA T8 i
hfe, oM AR RS RNA . FEEBFIS I AR WHIR A,
AT W7 & PRAE Z % RNA 76 40 g 2 K f R B i
FERIES PR A F/ER™ . IncRNA fEH—
ol UL B4 AE 2 A RINA., AT LA 30 o o) 4 32 PR e S
I & A=A E S . HCG18 1 s v 2 #5825 10)
SR 3 AR T, B R E 2 i R S bR v e
S, R E HCG18 ml LA il fifJed 240 Jf 1) 4= 28 ik 4%
RE S, AR SR E5 R AR HCG18 76 M i
Al RE R PR HEVE R, iX 5 DR IR R 45 SR — 20, 3
VLIl HCG18 AT Hg 2 M fd ik P 5~

A TR 1 e e RS R R A T R I
Jir ERL Jifog 4 DA Ji ke 1) A5 58 5 7% LA 3 st 66
YERHE AT ZIMES B . EMT 248 L R 4
REAE 2 T T 2 17T 2 30 i () O 0 B e i
7, IR A0 EMT J5 # A3 K, N-cadherin
SR A bR A, R TR . S 54
[ 4 g 2 6] B9 sh A5 35 B B2, N-cadherin 7£ Jif
Joi v R L R AR, 5 33K N-cadherin 7] DL
T b 9 0 56 B2 F2 i Y . E-cadherin &2 [ 2 41 i

®5 A miR-34a RiE.OD E. T E B .E 2% B LK N-cadherinE-cadherin EE RIEZE F L (v+s)

Table 5 Comparison of miR-34a expression, OD value, migration number, invasion number, N-cadherin and

E-cadherin protein expression (x +s)

2151 miR-34a 7K OD fH THEHE {278%H  N-cadherin  E-cadherin
sh-HCG18+Anti-NC 1.00+0.08 0.34+0.05 91.32+7.59 82.96+5.81 0.32+0.05 0.38+0.06
sh-HCG18+Anti-miR-34a 0.42+0.04 0.46x0.03 120.48+10.67 99.47+9.63 0.63+0.07 0.24+0.04
tE 19.45 6.17 6.63 4.40 10.81 5.82
P1E <0.001 <0.001 <0.001 <0.001 <0.001 <0.001
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PR 8 1, N AAT DA 40 B 5 40 i 2 1] 19 5
FEGERE A AT LA ) 4 R 22 FE RS BE ), E-cad-
herin A7 Bt Mg R OAE R . AR IR LI A5 R
F W], 8 HCG18 J5 1) 1 i % 95 4 M b N-cad-
herin 7 ik 7K P& A% , E-cadherin 33K KT 5, #2
7~ B HCG18 1 ifil 11 i 6% 93 40 il EMT, i — 20
UESE TR IH HCG18 HAT 4T 1 s s e B 4 1

WFFE 438 7% , IncRNA 1E FH AL &8k 42 2
ST DA A R 4 I R () ST 4 L2 AR A
FH, 9 H [d— > IncRNA 7] D, [7] i 38 5 22 4> #0 5E
PRI AR YRS o , HCGL8 R LAKE [ f7 458 11 Js
fig g 240 B miR-34a 1) 323k , HCG18 1E AL 7] R
5 miR-34a £7 ¢ . miR-34a K&K % 7 7 1p36.23
ik b, HIh el gk 2 0T F I LR I 25 0k
JI9E , miR-34a 3 = ¥ [ A 9 T Ve 3k PR A R 3k R )
YRR ZE BB Z TR R, miR-34a 1]
A RRARR 1 s i 9 40 B () AR 2B AT RS 1B o

Zi b, N HCG18 1 1 J i 37 20 i 16 7 | 1=
% IR EMT Hh & A /R, FL/E FALH S
# 1) 9 miR-34a [ K35 5C, HATX T miR-34a
VeI R WAL A AR A, . FR AT A IR 25 SR A
] B RIVRYT 1 S R T 2%, 9 HCG18
1T s s v AR R 4 I 2 AR T B R

2% ik
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D APFEICU A AT & 4% i i P2 8% %8 J5E . PSGL- 1.
SICAM-1 5.DIUILES & A TR K 55 5

AARAR*  EF G KM

(& E] BH HH0IMHICU ARG MBS 2 R (PCT) Pk 2B E R4 1(PSGL-1) |
AT PR DR B -1 ICAM-1) 5.0 UL B (A 1(cToD IV B . Fik EIURRE 2016 4F1 A
% 20194F 3 J.0AMRFHICU B35 108 4] AR A G 2 A5 K AR B 7 M B4 37 451 AIERYL 21 71 f31], U i 4 )
W AR K 25 48 FAF AR IRZE . HL#% 3 ZH 1ML 7% PCT . PSGL-1.sICAM-1 . cTnl 7KF, Logistic [[]J443#7 041
BHICU HB# A5 B B 5200 B 2 |, Pearson AH G437 1M 3% PCT .PSGL-1 . sSICAM-1 5j cTnl J&IM: , % Lh /g%
Y2 AR S FR 3 1L PCT \PSGL-1 . sSICAM-1.cTnl /K , 2R E TAERHIE (ROC) LR 734744 1L 375 1K 1 %F
5 T, K Kaplan-Meier HZEETA47 00 6R B4l PCT .PSGL-1 .sICAM-1,cTnl
KB F ARG KR 25 5 BT 24 L (P<0.05) 5 & - LR B2 L 1L PCT . PSGL-1.sICAM-1 .
cTnl 20 AMNEHICU B3 & A AR 5 B Sz fE [ R 28 (P<0.05) 5 L3 PCT \PSGL-1 .sSICAM-1 5 cTnl £ 1F
FHIE (P<0.05) 3 BELEH 3.5 KAAFEF I3 PCT . PSGL-1 . SICAM-1 .cTnl /K AL TAE T3 (P<0.05) ; JE YL 4
5 d ¢Tnl B .0 ZMFF ICU £ 3% R J5 B YL TS 19 AUC {8 e K, 2 0.804; [ifi 17 28 d, IfiL i PCT . PSGL-1 .
SICAM-1 . cTnlH /G4 el A A X L, 22 A GE T2 L (P<0.05) . 5i  DAMRHICU BE ARG
25 R ME PCT \PSGL-1 sSICAM-1 .cTnl 535 #ik , HFRRK -G LA & J R — e et
i R T 308 3 D= S i 3 PR 3R R M R T AT TRRYT, DACE TS .

[XgiE] OOVRHICU; FRES R R P-e B 208 PR 15 ml i M40 B DS B B -1 5 o0 WLALES
EAI

Changes and significance of serum procalcitonin, PSGL -1, sICAM -1 and

cardiac troponin I levels in patients with ICU after cardiac surgery
ZHAO Junya* ,WANG Ke, QIAO Bo, ZHANG Yang
(Department of Sensory Control Management, Henan Chest Hospital, Zhengzhou, Henan, China, 450008 )

[ABSTRACT] Objective To investigate the serum levels of procalcitonin (PCT) , P - selectin
glycoprotein ligand 1 (PSGL-1) , soluble intercellular adhesion factor-1 (SICAM-1) , and postoperative
infection in patients with cardiac surgery in ICU, and changes and significance of cardiac troponin I (cTnl).
Methods From January 2016 to March 2019, 108 patients with ICU were selected from our hospital.
According to whether postoperative infection occurred, they were divided into 37 cases in the infected group and
71 cases in the non-infected group, and 48 healthy patients in the same period as the control group. The serum
PCT, PSGL-1, sICAM-1, and cTnl levels of the three groups were compared. Logistic regression analysis was
used to analyze the influencing factors of postoperative infection in patients with cardiac surgery ICU. The
serum PCT, PSGL-1, sICAM-1, and cTnl levels of patients with different prognosis in the infected group

were compared. The receiver operating characteristic (ROC) curve was used to analyze the predictive value of

EAR A T d s B KR G R 2R B (2018010037)
Ve A T by ol PR B B B R B B T dy, #R1 450008
*BAZAEH  ARARAE, E-mail : zhanjinper@163.com
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each serum factor for prognosis, and Kaplan-Meier curve was used for survival analysis. Results Serum
PCT, PSGL-1, sICAM-1, cTnl levels in the infected group were higher than those in the uninfected group and
the control group (P<0.05). Combining basic diseases, serum PCT, PSGL-1, sICAM-1, and cTnl were
independent risk factors for postoperative infection in cardiac surgery in ICU patients (P<0.05). Serum PCT,
PSGL-1, sICAM-1 were positively correlated with ¢Tnl (P<0.05). Serum PCT, PSGL-1, sICAM-1, and
cTnl levels of survivors on the 3rd and 5th day of infection were lower than those who died (P<0.05). On the
5th day of infection, cTnl predicted the maximum AUC value of cardio-surgical infection prognosis after ICU
patients, which was 0.804. After 28 days of follow-up, the differences in the survival curves of serum PCT,
PSGL-1, sICAM-1, and cTnl in the low-risk group and the high-risk group were statistically significant ( P<
0.05). Conclusion Postoperative infection in patients with cardiac surgery in ICU will cause abnormal
expression of serum PCT, PSGL-1, sICAM-1, cTnl, and the expression level has a certain correlation with

the development and prognosis of infection. Clinical intervention can be carried out by monitoring the serum

factor expression in the early stage to improve the prognosis.

[KEY WORDS] ICU of Cardiac Surgery; Procalcitonin; P-selectin glycoprotein ligand 1; Soluble

intercellular adhesion factor-1; Cardiac troponin I

OAMEHICU % 2 FARAMG A B FeiR T
G2 PR R, A BGE RS2 2R W 2 175 K Bt
IR, [m] Esp s ot /PR R PR A N BE R B 28 0
JRRY S I R MERR B, W PTGy R, 58

AR ICU [ AR5 e B B AL 8 1e )8
B, O LILES 2 (1 1( Cardiac troponin I, cTnl) J2Ifi
PRVEAST O WU A3 o0 WL 58 1 5 0 17 R )5 1)
TUBPE S A (H R SR 22 BR45 R JR (Procalci-
tonin,, PCT ) A2 IIfi R s il %:EEE’EEQ% JHEBEIE W T
SEPEFR AR P-iE 5 AR (LA 1 (P-selects gly-
coprotein ligand 1, PSGL-1) j& —Fl i 2l I 4 5 &
i RS HE DR, PN B N M T 3R GK S T AR A I
TN Z TR LAE N BB A 5 P R i
AJ s 41 B[] K% B AL F--1 (Soluble intercellular ad-
hesion factor-1, SICAM-1) 42 # 98 it 52 W 38 3% 14 1L
PN B AR A o3 D 1 — A i PR, HEER A K
V5 RAE N R EY] o AR BB RO I
SIEEAR S5 B AE B R R IR R R I, I
%’é%%‘%‘iﬁﬁﬁ&mm PCT .PSGL-1,SICAM-1 5
HARIBAE DL, A] R A SRR E 0 B R
PR AR RS . BT I, AR E RS B Ak
FHICU 8% AR5 &G 17 PCT .PSGL-1 . sSICAM-1
5 Tl AR AL S8 S, B 78 1 R 5 36 5 491 15 1)
ML SR AEIFUEAR D

1 BRI

1.1 —Bwr
1 HUAR BE 2016 4 1 H 2 2019 4 3 H L 4MFE

ICU &34 108 i , AR U5 AR 5 2 A5 A Az B oy Ay Bk g
20 37 ARG 71 B D e R IR B A R AR
48 FIE J Xt BR 4l Xt B4 55 28 5], 4 20 7, 4F %
(58.16+4.35) & , {4 iz 11t 45 £ (21.92+1.37) kg/m’,
JER L 2 il e g 22 5], D 1 JR g 15 ], HLrp g 2
rsarm,_ﬁ 14151 , & 2% [ B JER L 23 3], 3 4 4%
W% M AR BT AR AR SRR PR L, 2 R LS
erﬁx (P>0.05) Al b, WL 1,

R —BBORHLEL [n(%) ,x+5]

Table 1  Comparison of General information [n(%) ,x+s ]

|
i (n=37) (n=71) iy PA
R (%) 58.03+4.68 57.89+4.71 0.147 0.883
PR (B4 21/16 41/30  0.010 0.921

KRB (kg/m®) 22.01£1.56 21.89+1.48 0.393 0.695

RHT APACHE-I 18.16+0.89 18.09+0.90 0.385 0.701

P (43)

E;’;i%u AR S Bk 0(24.32) 17(23.94)

TP A 20(54.05) 39(54.93) 0.031 0.999
ESI) &N 4(10.81)  7(9.86)

LA 4(10.81)  8(11.27)

FARME (h) 2.64+0.49 2.58+0.45 0.638 0.525

9 AFRUE : DA IR ICU ; 4 525 25
M2 5 QAR A 35 32 G | S il FR T 5
OFJEAE R BB F A . HeBRArfE . OFF
OAMEICU %% QARATE ARG L F ;O A
BRI RGP s QYIRS B3 ; OB
RPIRRE . AR A EAEHE R Aw b,
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1.2 ik Ji5 ICU F8 35 IR 30U 1 T30 4104

OA J5 b PEF it < 25 0T AP s g P 52
S UBE SRR RS AR WIS B G A A
G T LA MERYT . @A ICU B2 R s el
R JERYLER 3.5 R LIAEBTEES UMK I 2 mL,
B0 9 min (242 8 em, #43 3 500 r/min) BUIALT , K
F 4 A sh A A AT A QORI B A= 0 B2 7 | 1 B4
A FRA ], BS-220 #Y) LA G232 500 1 % PCT .
PSGL-1.sICAM-1.cTnl ik, K7 851 &3 ML
arBCE R L AR PR L BB TR ¢ 1
1.3 WEHE xR
Xt 3 417 PCT .PSGL-1 ,sICAM-1 .cTnl 7K
o AT AR ICU B AR S5 IR 5 e R 2
I HT IS PCT . PSGL-1 . sICAM-1 5 ¢Tnl A 1E
Bl 17 28 d, it WS IE O, 43 A A HaeT, Hirp
FET 1) RE SN G B4 R BE T, X FEAS [W) 9l
B A L% PCT . PSGL-1,sICAM-1 . cTnl /K-, 43
HF Il 37 PCT . PSGL-1 . SICAM-1 ., cTnl %} .0> #pEFA

1.4 GEif-#ab

K 1 SPSS 22.0 B Ge it o B it o 1105
BB n (%) F5 , B ] AR 210, 154 IE
BT AT RO (3 +5) 2%, B4 HLBOR:
t K8, Z AL L O 2208 LA Pearson 43 7
PEAT FR bR IR G VER 30 0 DA Z i T AR R AE
(ROC) il & 4 ¥7 IfiL 7 PCT . PSGL-1 . SICAM-1 .
cTnl K- B9 B AR (. R ] Kaplan-Meier 2 A7 2
#+Logrank I HEATAAF T . P<0.05 22 5747
it Lo

2 #R

2.1 3417 PCT.PSGL-1.sICAM-1 . cTnl /K F
R

JE& YL 49 1% PCT . PSGL-1 . sSICAM-1 . c¢Tnl /K
W T ARG KR, 2 R A ST FE L (P<
0.05), WLz 2,

%2 34AMF PCT.PSGL-1.SICAM-1.cTnl 7K FLLE (x+s)
Table 2 Comparison of serum PCT ,PSGL-1,sICAM-1 and cTnl levels between the 3 groups (x+s)

21531 n PCT(pg/L) PSGL-1(U/mL) sICAM-1(ng/mL) ¢Tnl(U/mL)
YL e 37 32.38+5.10 376.03+£32.25 565.14+74.29 7.30+2.02
E NS 71 10.27+1.86 232.16+20.43 487.21+58.05 2.35+1.03
bopicEl 48 0.22+0.06 204.17+18.23 119.02+27.46 0.18+0.05
F1E 2603.476 862.466 1779.138 674.703
P1E 0.000 0.000 0.000 0.000

2.2 LAMEFICU BB AR S YL B 520 R R ICU fB 3 K AR5 YL i 3 37 fa I R 2% (P<0.05,
FE 7 AE 2514 Logistic [ AR, & FF Sl 5 OR=1), L& 3,
Jpg . MM % PCT.PSGL-1.sICAM-1. cTnl &> 4M R}

R3 LAMRHICU BE ARSI R P R

Table 3 Influencing factors of postoperative infection in ICU of cardiac surgery

(S [N ERSTA B S.E. Wald {8 P{i  ORfH 95% B i X [8]
B IR 1=F,0=JC 0.863 0.338 6.512 0.010  2.370 1.222~4.598
PCT 1==20,0=7% 1.082 0.409 7.011 0.008  2.951 1.325~6.574
PSGL-1 1==250,0=7% 0.787 0.216 13.238  0.000  2.197 1.438~3.357
SICAM-1 1==500,0=75 0.220 0.106 4.331 0.037  1.246 1.013~1.533
cTnl 1==4,0=7% 1.493 0.440 11.510  0.000  4.449 1.878~10.538

2.3 RGN [F] TS 8 I PCT \PSGL-1 . sI-
CAM-1 .cTnl /K F-

AN TG H e e i B YL | ) IfL Vs PCT
PSGL-1.sICAM-1. c¢Tnl /K J¢ B] & 2% 7 (P>
0.05) ; Y5 3 5 KA AF# I3 PCT \PSGL-1 .
SICAM-1 . ¢Tnl /K A T 3E - & (P<0.05) , U

x4,
2.5 JRYL4 I3 PCT . PSGL-1.SICAM-1 . cTnl %
U w0 A

ROC HHER /M EYL SR 3.5 K, 45 1 B - JR e
%5 5 K cTnl B0 AMEHICU Ho AR5 YL HUS 1Y
AUC &K, 7 0.804. W5,
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®4 AEWIGHEE ME PCT.PSGL-1.SICAM-1,cTnl K FELEE (x+s)
Table 4 Comparison of serum PCT,PSGL-1,sICAM-1 and cTnl levels in patients with different prognosis (x +s)

sy i) 25 n PCT(pg/L) PSGL-1(U/mL) SICAM-1(ng/mL) ¢Tnl(U/mL)
HfEE 23 32.71+4.66 375.28+30.19 563.91+72.15 7.22+1.57
K BT 14 31.84+5.02 377.26+31.47 567.16+70.30 7.43+1.38
- HH 0.535 0.190 0.134 0.412
P 0.596 0.850 0.894 0.683
i 23 23.27+5.66 330.14+38.25 512.22+41.59 5.01+1.60
I T 28.91+6.20 369.10+40.28 554.81+46.20 6.96+2.04
JRYLES 3 K
XIEl 14 2.836 2.946 2.898 3.239
P 0.008 0.006 0.006 0.003
A 23 16.20+5.39 273.26+42.10 472.73+40.27 3.24+1.08
YL 5 K T 14 27.06+9.02 338.19+65.03 540.06+68.11 6.31+2.09
tHH 4.601 3.697 3.793 5.901
P <0.001 0.001 0.001 <0.001
X5 ROCHMER
Table 5 ROC analysis results
ey AUC 95%CI Z5i1t A R (%) FR57E (%) P{E
YL EE 3 K PCT 0.720 0.549~0.855 2.426 >28.34 wg/L 71.43 73.91 0.015
J&YL% 3 K PSGL-1 0.689 0.516~0.831 2.068 >330.50 U/mL 92.86 43.48 0.039
LR 3 K SICAM-1 0.745 0.576~0.874 2.826 >543.67 ng/mL 64.29 82.61 0.005
JRYLZH 3 K cTnl 0.736 0.566~0.867 2.580 >6.80 U/mL 57.14 86.96 0.010
JRYLES 5 K PCT 0.789 0.624~0.905 3.830 >22.09 pg/L 64.29 82.61 <0.001
YL 5 K PSGL-1 0.770 0.603~0.892 3.066 >304.04 U/mL 71.43 86.96 0.002
JRYLE 5 K SICAM-1 0.792 0.627~0.907 3.390 >490.97 ng/mL 85.71 73.91 0.001
YL 5K Tl 0.804 0.641~0.916 3.786 >5.78 U/mL 71.43 82.61 <0.001

2.5 JRYLLH B E AL T

17 28 o, UYL 4% S AP VR, T
A ROC & S BT 5 A RS2 fa i,
V7. Kplan-Meier e FHRR B 28 Logrank £ 5 , Ifil

% PCT .PSGL-1.sICAM-1 .cTnl £ f& 41 . & fE 411
AR, Z R A G # 8 X (A=3.426, P =
0.044; %=4.112, P,=0.040 ; %=4.585 , P:=0.032; 1=
4.972,P,=0.026) , Kplan-Meier 4= f7 <k WA 1,

HEAESY BT R L HEAE 5T BT PRI HEAE ST BT R H A7 5 BT R AL
A 10 B 10 C 10 D vo
0.8 0.8 _ 08 0.8
;F 0.6 06 & 06 ﬁ 0.6
§ 04 PCTifadl g 04 pGL1 B ;ﬁ 04 SICAM-1 gfidd & 04 emrms eyl
Bk PCT ik fa 4l Y4 PSGL-1 ﬁvigﬂ Bk SICAM-1 /& 41 Bk cTnl fiXf& 41
02 PCT Efedl- 15 02 LG B K S 02 SICAM-LFifadil-K il 5 02 cTal i faAL- R
. A - = 3 A —
00 PCT R fG 4K A5 00 PSGL-1 (& f&2H-1a 55 00 SICAM-1 ik fe 4 - A )5 0.0 Tl fIf & 414 5 5
0d 7d 14d 21d 28d 0d 7d 14d 21d 28d 0d 7d 14d 21d 28d 0d 7d 14d 21d 28d
i ] i 1] i ] i [A]
H: A PCT A7 M4k, B 4 PSGL-1 A 47 14k, C 4 sSICAM-1 447l £k, D 2 cTnl ZE A7k
Bl £EHE

Figure 1 survival curve

2.6 [filiE PCT .PSGL-1 .sSICAM-1 5 cTnl £ 2:1%
Pearson #H 3¢ P4 43 #7 , Ifil & PCT . PSGL-1 . sI-

CAM-1 5 cTnl & 1F A ¢ (1=0.847 ., 0.749 , 0.435,
P<0.05)
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AN ICU fB 35 T 4k 2 5 Bh v e HL A 01
W SZHe %, RS B BRICRE J1 IS P BN B R A
123175 B MU 5 i 1 AT R0, = 1 o

ZRUFEF BAESE, PCT # 2 Tk % 51 41 7 J%
Y ol BRI I AT SRR SR AR Y. HETA X PCT
FERLAAR AR S S AL A 4 R000; i A B, 7T
AE 1 A2 9 2 8500 Sk ka Ak IR AR L 98 1k DR o
YER BLREH AP ER S . s S g iEsE , PCT
AT RE B IR R, AR BN HEA 505 3k
B MAE 2L R (0] BB 20, o e RE 1 A o 2 5k
FEO, HEMLOAMNELICU g Z F ARG A48 H T
PSR T 0% PCT mRNA % 5% | RS9 540
YER BRI RS 5%, PCT i Rk & s
FRERE 80 SRR S B, A DL R B FE R

SICAM-1.PSGL-1 ¥ 4l a2k B 53+ e AH ¢
T, FES 5RATHUARZNHRSFHE T, 258 ik
A S SRR R ASHBAE . SICAM-1 EE A 7E
PR 20 2 T, LA B ARE S S AT 9 4
ML REAH SCHT IR -1 BLAARZS A, Al b ok i i %
R BAE PR R 240 1t 5 2R 482 1] SR A7 ke #E S RE AR AP A
FH AN I 2 35 T i BRI D LA SERE RN TG BR . 2
B R IRE WG BN SO R R A | IR
P MLE SICAM-1 3235 5 5 Th i, WY T T IR AT B nl
AE M 1 PTG SICAM-1 2 35 5 el Rk 3l ik 4 b R
N o PSGL-1 EE5M 0 F AN ZR I , & P £E 3
(PS) LR, 455 I nIIE I/ M- FH 40 i R A1k
(PLA) , JIJF% AR AE SO, AT 9T UESE , PS figfie o i
Tt N 22 TE AR 20 5 PN B A B R T, 452 5 P B e 2
PEM S AT, PS SRS S A SN, AERE AR AR
1) E B ), T PS 5 5 PSGL-1 454 & 5 4= Wy 2#
B

ZE F RS, O AR ICU B RS R 251
IfiL%% PCT .PSGL-1.sICAM-1 .cTnl 5+ % %1k, H 3%
KRS WG IRG kAR AT RRED] ., M
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BN A5 B2 208 £ R AR AR I AE 2 e M Hid
AW OO LR

AR FED ARE AsE ApR

(¥ E] BH  HBAFEDRESE F R IS0 6] 40 ( MDSCs) 76 2 & M B89 (MM) (B & H 912
Wi (. JiE AR 2018 4F 1 H £ 2019 4F 6 A &2 Wit i) MM B 31 GI4E M BF 5830 4, 4%
S ELSM A i (PB ) A B A (BM) 2H 247 i U4 T AR 33 , MDSCs #5145 CD11bdimCD14- ; CD15+CD33+
40l G-MDSC W1, CD15-CD33+ 40 fifl 3 M-MDSC W7 . H 4883 W A 5 71 M-MDSC . G-MDSC 4
fE. &R PB4 M-MDSC% (0.062+0.022) %t # ik T BM 41 (0.291+0.093) , 22 7 B G G i1 2% 5 X (P=
00223) G-MDSC%j Total MDSC% Wi 21 2 5 B T4t 115 5 L (P>0.05) o AP MARAS 43 HE 55y BEAR 5 B

ZUbR7AR G-MDSC i Lok, Foi e i R R A i T8, A 5 AL, AR T o, 4518 MM A&
%%ﬂ I A 5 M-MDSC 5 A 5 5 HA2 Wi 18
[EEIR] BEARRIEIIHITEAAE ; 2R MEBa ; SN A I, Basd4y; 2

Comparison of the value of myeloid -derived suppressor cells from peripheral

blood and bone marrow in the diagnosis of multiple myeloma

ZHAGN Ruiting'*, FANG Ji*, ZHOU Yaying’, ZHOU Jihao', LIU Yingda'

(1. Department of Hematology, Shenzhen People’s Hospital, 2nd Clinical Medical College of Jinan Universi-
ty, Shenzhen, Guangdong, China, 518020; 2. Guangzhou Institutes of Biomedicine and Health, Chinese
Academy of Sciences, Guangzhou, Guangdong, China, 510530; 3. Laboratory of Clinical Medicine Re-
search Center, Shenzhen People’s Hospital, 2nd Clinical Medical College of Jinan University, Shenzhen,
Guangdong, China, 518020; 4. Department of Gastroenterology , Guangzhou Overseas Chinese Hospital, The
First Affiliated Hospital of Jinan University , Guangzhou, Guangdong, China, 510630)

[ABSTRACT] Objective To compare the diagnostic value of myeloid-derived inhibitory cells (MD-
SCs) from multiple sources in patients with multiple myeloma (MM ). Methods A total of 31 MM patients
who met the diagnostic criteria in our hospital from January 2018 to June 2019 were collected as research ob-
jects. Peripheral blood (PB) and bone marrow (BM) were collected for flow cytometry sorting. The pheno-
type of MDSCs was CD11bdimCD14-, CD15+CD33+ cells were G-MDSC subpopulation, and CD15-CD33+
cells were M-MDSC subpopulation. The purity of MDSCs from these two sources was compared. Results M-
MDSC% (0.291+ 0.093) in BM group was significantly higher than that in PB group (0.062+ 0.022), and the

difference was statistically significant (P=0.0223). There was no statistically significant difference between G-
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MDSC and Total MDSC% (P>0.05). Peripheral blood specimens are ideal for grouping. Bone marrow tissue

specimens have a large proportion of G-MDSC, which is intermixed with a large number of early granulocytes

and has low specificity, which is not conducive to analysis. Conclusion M-MDSC % from peripheral blood

of MM patients has more diagnostic value than that from bone marrow.
[KEY WORDS] Moyeloid-derived suppressor cells; Multiple myeloma; Peripheral blood; Myeloid tis-

sue; Diagnosis

Z K VE & #8% (Multiple myeloma, MM ) J& —
P AFR A L R L e R BR AR S5 AR 1 I E
Ry 2 BRRAE ) T Bk I A B S R R A PR,
JIT A IR Pk IR B 10% , ik 988 B0 1% 7 4 4 B e R
B 3G BE 5 ST 24 | D B S g R AF 2 A U T
RIETEBEAEMN", XREFEOLET RO A
M) —EZERE R, ARk, i F ok UE 6 A A
(Myeloid Derived Suppressive Cells, MDSCs) 7&
MM Mg SRS A E R S kR iz e . BT
A MDSCs J& I T8 £ 1 tH 40 I i — ¥ &) HE 4t
i, 75 A& N A CD33+/CD11b+/Lin-/HLA-DR- g
Fra&'®', 2010 4F Brimnes ' 45 & 31 MM 8 & & 9%
B 40 1t MDSC BH 8. 34 22 |, 15 I #2878 MDSCs 1]
At 25 MM &% . MDSCs 75 il J& i 38 55 vp AR AY
AW KA IO, 38 n] LAE G g 7 X Rl 4
fE#E MM 1 & A & e . M I, MDSCs — J7 T
fii CD8+T 4 Jfl 3% 2 Xt Ji 0 984 1) B 8 R 5 53—
511 38 55 W T 40 R FE T, OF T R A T 4 i R
If] TCR Z K% , 155 T 40 i 25 B8 (Anergy) ',
SR, MDSCs e Ho FEFE A1 15 B L 2L b i
i b 22 5 DA KO 9 12 W A0 {8 B R k= AH G
UEAE , A, BRUT A1 A il 5 B 6 2H 2% I MDSCs
FR B B Al B 25 5, XF MM 12 B i 3R 0% ELA

1 #RERE

1.1 MH

5 191 5 15« 4 9 THL 95T G w6 2 92 T A
() K B & MM B A A, ABRIE 912 8k
HRESNE MM B H , TAFA W T Rirh 2D 2
T (2 B 5 2 100 - OB s PR AR K T 15%9F
A TR B A3 A, s 2 2 RS S 3K AT IR
QM1 W v B B BR B 1 (M B 1) 1gG KT 35,
20.15.2 g/L;IgE KT 2 /L ; bR v 5 o [ G e BR AR
F(ARFE ) KT 1 /24 h; Q) 128 s Fl/sk
VEEIRAS . HEBRBRE  BESNK A0 B SR WY

PR [ B % BR 2 7 (monoclonal gammopathy of
undetermined significance, MGUS ) |, A~ 43 WA 71 B &
Jea DL S A 2 AL RS

1 55 - MDSCs 2 8 I BT A9 A3 %
FACSCanto IT Jit 21 Ji A% e B 5E BE BT AR (McAb) |
Y25 1M 77 25 328 70 ¥ W 5 22 [# Becton Dickinson (BD)
S El o TR AR ERL v B BT AR (McAb ) (L 5 CD45-
APC.CY5, CD33 - FITC, CD14 - PERCP, CD11b -
APC .CD15-PE, il 45 % & H] BD FACSDiva X
534
1.2 Jrik
1.2 2 EhEn 4 s 2

BT AT BB R UM M7, LR i 8 20 3] 45
FILER BB R TR 25, A 2R IR Ry BB R, 1464 T B
i WCEERRAS, A A0 R, IRETIR AT, A
10 mL 5.0 %, 5.0 1 500 r/min, 5 min, JIA 1
mL 2T 40 M0 SR RE 21 3 min Ji , R E B0 1
500 r/min, 5 min, FH 40 BB AT RS | 2%
1040 1 mL 28 vhof 8 B
1.2.2 AN 4 i A A%

AN A E A BEIR H R R 25 8 IR i 3
mL, JIF 25 B 50 8E , B 100 WL # ik 4 1 8 T =X
BRI A O IE PR % 2 pL, T 2~8T
IR 30 min, WS AT 2 mL £1 40 i 54 /i
W, EEG IR AE T BEE 10 min, {1 PBS ¥
%, VOB R e B 2 v R Y g, AL
Rl
1.2.3 A ok

HBURE & 100 WL, A 68 PR 58 BE TR 20 L,
TRA) R 2 IR ROGCE 15 min, AILA 1 mL 12140 i
UM , 55 IR KOG TCE 10 min, 1 500 r/min .0 5
min, 5% FE , XFULWE Y DL PBS YEUR 2 k. IMA
500 wL PBS & 5 L #HLK M . ] BD FACSDiva
A BRI A G, B RERRIUEE | A IR IR 2
10" 4~ 41 is . FSC-A/FSC-H 25 B Ak 3% 411 il , % H
CD14/CD11B # ['], 43 #f CD11BdimCD14- il iy ,
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CD15+CD33+4i fi & G-MDSCs, CD15-CD33+4 fif!
>k M-MDSCs.
1.3 Giite#otr
% | GraphPad Prism 7.00 51 % 52 46 %504 %
G0, ORI DL (R 25) FoR, T4 IR) 22 57
Fb A R FH P ST REAS ¢ 4G 56, DL P<0.05 Fm 25 5+
HAGI R X

2 H#R

21 P4 ki M-MDSCs% . G-MDSCs & Total
MDSCs% 4 bt #5453 Hr

BM 5 PB R IEFEAS , SR FH Ui = 40 i e AR il
M-MDSCs%, WLIE 1,PB 41 (0.062+0.022) i Z K T

0.0223
A o6 B 1.0
0.8
© §
% 0.4 (w) 0.6
2 A
= Z 04
= 02 =
0.2
0.0 0.0
BM PB BM

BM 41 (0.291+0.093) , 2 5% B A it 28 X (P=
0.0223) (& 1A) ; G-MDSCs % 5 Total MDSCs %
W2 2 5 3 43t 2 B L (P>0.05) U &l 1B
fiic,
2.2 Pzl gu i R T PB AR MDSCs F) 431
AR IMBRAS 15 ] S 25 SR 91, o 3 b PRARL
HARBERAZM A, 2R A g 2EE L (P<
005), UL 2,
2.3 A AN BM K5 MDSCs 431
N IF B FH AR A G-MDSCs ¥ 5 ik, Hir
TR 2% O o L 3R 20 Al Y 0, SRR R 35S CD13
F1 CD33 Ifii &~ %% 35 HLA-DR, % S MR8k . WL
K3,

O

15

1.0

0.5

Total MDSC%

0.0
PB BM PB

1 BM X PB3RiE M-MDSCs%.G-MDSCs%X Total MDSCs%#J tb 2
Figure 1 Comparison of BM and PB sourced M-MDSCs% , G-MDSCs% and Total MDSCs%
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@All @Gl @G2
262 k 10° 10°
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Gl ¢ 10 < 10
= 200 k 98.29 % E G-MDSC
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100 k o 1 G2 10 m-MDSC
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) 0 30.01 0
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Figure 2 M-MDSCs % and G-MDSCs % sourced PB by Flow cytometry
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Figure 3 M-MDSCs % and G-MDSCs % sourced BM by Flow cytometry
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MM Jf 96 0 B4 B 6, 55 4 M a8 0 11 3 40 i
I3 o 2 S B 4 T i 200 P S S AR I T i 200 L i
51 M AR 3 I 48 At B 23 1 MDSCs 4R R ) 32 5%
e

1987 4 Young ™ 45 7E /] Bl i Ji 455 84 v ¢ 330 e
Te 200 M 13 0 DA A7 41 i 4 7% )33 PX] - ( Granulocyte-
Colony stimulating factor , G-CSF) . 7 41 fifd - . W 41
Jitd 4E 7% 3l 3% K ¥~ ( Granulocyte Macrophage-colony
stimulating factor, GM-CSF) %5 41 iy (K 7~ , 15 3 &
JSCEL A S g2 400 A A 3 o A 400 L S R IR 52
TS 24 i 34 Sy A R R IR RS R A A i L g
il T 240 P AR S M A 58 S 1T O X 44 i MID-
SCs , HoAN[F] I 784 ) fE AN [R] - M-MDSCs 3 2 i)
75 5 8 — % {b & A& B (inducible Nitric oxide syn-
thase , iNOS ) , G-MDSCs = %253 Wik 2 R il 1 (Ar-
ginase, ARG-1) . ROS 5 NO %5 & J¥ 5l i 420 30
HALE W, — 5] R T 46 2R T bR A2 R
(Tcell receptor, TCR) TCR-CD8 & & ¥ ' i % R
fif Ak, 2 20 b R IR Y A S A
4 1K (Major histocompatibility complex , MHC ) 52 {&
M 454 R 1, B 2 B CD8+ T 4 M 12 2 X 4T Ji
SRR 988 I I 5 g — T A A o e DR
55 IV 4 B % 1 MHC 32 AR 9 45 4, B A% B i 0
20 M 1 S R S O O g 7 T IR A B v Y
P T 46 il (Treg) B9 4 . MDSCs if: BE % it i H
2 o JE 3 T e TR Y iR B R B R T 17 (Dis-
integrin metalloproteinase 17, ADAMI17) I 1 na-
tive T 2 it % 161 CD62L 19 38 15 /K F- , B AIK T 4A /g
] IR ORI E RS R 1T, A 8 B S e
05 7 iR TR B 5 A i A AU AT — A
BRI, TE G AR BE R, MDSCs 1T [1] )98 #H 5¢
EL AR 1) Ak o I s 1% iy A 5C B 05 240 i
—J7 MR IAE K- BT-H1 701, 5 & 5 T 4l 5=
Il 1Y) PD-1 454, ol B 215 0640 T 40 s =t
I3 — 5 T M98 A G B 0 48 e RE AIE #F Treg A1 Th17
20 JHL 15 5 AL 420 ) T 40 S A6 5 10 40 B
98 AF DG L I 4 B A A2 1 1 R A0 RS 5 L
T 245 0 3 7 A A8 AR R R 4
2R () T v A0, S R U T e R A B v Y
MDSCs, 2 5 B B B W 10 & A=, 3 T A a2 -
A A A

h, JF RB A P 43k AR A M | v 4 A A
SN [ RS (E Y B R S 2 1 O S
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1% Fe PEXhRE L LT sIL-6R K RN DLk i1 JL
7 CA-MPP 3 TEZS AL R 7 2 E Ak v it vz H

M XA OKHE

(5 E] BHH BFREEEEEIIRE LT sIL-6R /K 7 F LT BRI 7E JL 3 CA-MPP % 75 28 1k 1
SR RN . AiE PEHC20184E 1 A & 2019 4E 6 H ABRUSIA (14 90 1] CA-MPP JL #AE h BF 58 %
%, AR CPIS WA BHAIF ST % 243 N 4, CPIS=6 /3y CA-MPP Hi4E 4H (n=46) , CPIS<6 43 5 CA-MPP ¥
WA (n=44) 5 55 1% BUR) T RS A0 (i L 45 (91135 A X REZH o HCHT Fb 3 I 5 45 4 TeA (TG 1gM 7K
DL} €3, C4 /K- ; ELISA 3£ 5€ IL-6 , sIL-6R LA & TNF-a 7K ; 4= H 3 4= 46 43 B 4 22 ESR /K- .
Z5R  CA-MPP HEH] W@ 41 LM TS [gA 1gG IgM  C3 . C4 /K- L) K IL-6 ,sIL-6R , TNF-o \ESR 7K
VI T R4, 2% B A G it 2% X (P<0.05) , CA-MPP T Jit 41 Ifi. 35 I 38 45 47 7K - 5 F CA-MPP 5@ 41 ,
ZFA BRI E L (P<0.05) . Pearson AH X434 & B, R 2 DIRE L LT sIL-6R FIM UL A K T2 5
JLE CA-MPP J i 7™ 5 P2 J¥ 2 1 AHOC (P<0.05) o IR Y75 B E 5 #5341 CA-MPP JL 3 1M1 7% IgA . 1gG .
IgM | C3 ., C4 /KDL S TL-6 | sIL-6R . TNF-a . ESR /K- Ik TR I7 AT, 2 34 %t 203 X (P<0.05) .
i RIS REDIRE | M SIL-6R /K - 1 I {70 1 A% I E 2 i )L 3 CA-MPP 35 175 228 Ak A% 1, %% 1) 1
CA-MPP LAY R FEHRACE X F LI 15 R R0 AL AT 2

[XER] KRB ARPEIIRE ;s sIL-6R; ILPT; JLE CA-MPP; Ji51i 5 ¥4k

Application of humoral immune function, serum sIL-6R level and erythrocyte
sedimentation rate in the evaluation of changes in CA - MPP condition and

curative effect in children

CHEN Jianzhou®, WU Yungang, ZHANG Hui
(Department of Pediatrics, Nanshi Hospital , Nanyang, Henan, China, 473000)

[ABSTRACT] Objective To study the application of humoral immune function, serum sI-6R level
and erythrocyte sedimentation rate in the assessment of the changes and therapeutic effects of CA-MPP in
children. Methods Ninety-eight children with CA-MPP admitted to our hospital from January 2018 to June
2019 were enrolled. The subjects were divided into two groups according to the CPIS score. CPIS=6 was
divided into CA - MPP severe group (n=46) , CPIS<6 is divided into CA - MPP common group (n=44). aAother
45 healthy children who were selected for physical examination in our hospital were set as the control group.
The levels of IgA, IgG, IgM and C3 and C4 in each group were determined by nephelometry. The
levels of IL-6, sIL-6R and TNF-a were determined by ELISA. The ESR level was determined by automatic
biochemical analyzer. Results The serum levels of IgA, IgG, IgM, C3, C4, IL-6, sIL-6R, TNF-« and
ESR in the severe group and the common group of CA-MPP were higher than those in the control group (P<
0.05) , and the serum levels of the severe group of CA-MPP were higher than those in the common group of

CA-MPP (P<0.05). Pearson correlation analysis showed that humoral immune function, serum sIL-6R and

AR B T s E AR AR R B (2018073215)
Vet 45 . g 4 E LR, # d, d FB 473000
*BAZAEE RN, E-mail : ¢jxig5@126.com
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ESR levels were positively correlated with the severity of CA-MPP in children (P<0.05). The serum levels of
IgA, IgG, IgM, C3, C4, IL-6, sIL-6R, TNF-a and ESR in the severe group and the common group were

lower than those before treatment (P<0.05). Conclusion The detection of humoral immune function, serum

sIL6R level and erythrocyte sedimentation rate can reflect the changes of CA - MPP in children, and closely

monitoring the levels of above-mentioned indicators in children with CA-MPP is of great significance for the

assessment of the condition and efficacy of children.

[KEY WORDS] humoral immune function ; serum sIL - 6R ; erythrocyte sedimentation rate ; children

CA-MPP; condition; assessment

FENG IR L, 20 W W 8 SRR Y 505 S T UL
2RI, AR LE FR WA 2 — Tl 98 52
J5 A& (mycoplasma pneumoniae, MP) M 2 5| JL#
18 T J % 1 L 1) o S AR 22—, Bl A R R T ke
#1 X 345 M ili %8 (community acquired pneumonia,
CAP) 157 3 o1 93 A4 , L5 | 1) 32 JE A4 il % 24
JLEE AT X ARAFHE AN & 1Y 10%~40%" o SEAFR , b
B SR R AR JLEE S ) R R A B T R
B R B M L ) (R R AR o BRI S A
I 5 1 L2 it 3174 ) 0 e gk L R AR 2 P Bt i
Pk O FEFRM, IF BN EA & I E REMN
R T E S AT RE R PP e PR R 2 R G
Z R2Min T AW IE R B, 7E S R A il
R AR AL T, T 22 20 M DR S i TR
S5 TR RN RN K i, I H L
RIRIG S AAAEA R S BE DI REZEALIG 0L o v
SIL-6R J& )& T4 it N+ R e G h i s 2 [+, 78
G REPE T b A AR R Il DA R ) R
S o G T RTAE S RO AR AE Y U S bR
Z—o WG IR A s LA TR 528 Dy fig LA K i
I SIL-6R | I {70 55 AH 5 48 b ot T B B4k g 1 2
AEHEZE L,

1 ABSHE

1.1 — ek

YEHL 2018 4F 1 H % 2019 4F 6 H A BRI 9 90
%] CA-MPP JLEEAE B 5E %1 42, AR & CPIS 153K
I X 4253 Wi 4, CPIS=6 43y CA-MPP H 4 ZH
(n=46) , CPIS<6 43 ;y CA-MPP ¥ i 4H (n=44) .
CA-MPP EHE4 b, 55 27 f], £ 19 4], 4% 10 4~ A
~12 %, AR (5.53+0.64) % ; CA-MPP 3 41
o, 523 ], 421 B AR 1~12 % P B AR iR
(5.48+0.71) % ; 5 1 M [F) 01 oFe A e A4 A i) 4t S L
45 Bl o Rt R, Horb 55 22 f41], 2 23 ], AF 0%

1~11 %, 4RI (5.6120.93) % £ LHPE] A
ROk EL, 2 R RS E L(P>0.05) , H
FERNE

Py ABRUE : BILAEI 13 B LR e At 8
d, TR IRIT S, 2 Wi 7 & Gl e 4 52 LB 2
(55 8 hi) ) MPP IZWibmifE ™ s X BRI Ny A4
Jiti 9 A il ¢ sk e 14 i 8 e A 5 A0 LR
2 1E B SR DT 22 3G B, Coombs 2 56 FH 4 .
HEBR bR - BILA KR A SR i ™ &
i M B A O A B e AR i 2
¥ iR R 4 . ARWFIY R s B AR B2 Y S b,
PG BILF B MG R 1.
1.2 Jrik

CA-MPP B LT ABE H B2 0 B2 L3
TARKL Y H 328 R A T RAEF K 5 mL, £
3 000 r/min 5.0 HLE . 5 min, B2 SR T -
BOCYKAH N IRAF o HICF BL 10 2 45 20 TgA 1gG
IgM LA} C3 . C4 7K ; ELISA A% ] IL-6 . sIL-
6R . TNF-a 7K 5 4= H 8l A= 46 53 B AL & ESR 7K
o BILBISG THUR 2567 , CA-MPP 38 41
B B 25 %, 10 mg/kg, AR 1 WR/d,IG 97 1~2
YT (3 d N L7 1524 4d) ; CA-MPP HE 4]
5 T BT Ay B 2 - BT AT R 2R Y BUIRIT A4 DA M ZE K A
K T e T KO T BT A A KL 10 mg/kg, 1
WA, IBIT 2~4 DNIFFE(5 d i 1 IT R 15525 4d)
JF 05 DA FR I T b ZE R AR, 1~2 mg/kg, 1 R/, i
3 d, W 5% I T Bl ar 8 2 iRk, 1 kid L IR TT
2~ANMYFRR(3 AN LIFRR 5254 d) ST RBRE )G
BELFWH,
1.3 WEAER

IGITHT CA-MPP JL2E 5 %] I 41 L 35 i Wi = 48
BRI LS 5 VB 97 T CA-MPP L3 Il % 2% A= b 35 4%
5955 1% B AH DGR 43 AT s 16 9T HT IS CA-MPP L Ifil
W EEFEBRIY LLEL
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K H SPASS 20.0 A4 47 8540 43 A, 11 B¢
BERH (£5) 27, BIALR] LBCR H ¢ K56, Z2 41 [0
Fb 3R FH LRV R T 22 40 AT, Pearson A ¢ 14 70 1 1
WA A 2 D BE I T SIL-6R HIALIT 19 /K F 5 L
# CA-MPP Jijig 15 /™ R B Y K &R, P<0.05 25 5¢
e -8

2 #R

2.1 JRYF T CA-MPP JLZ Il 7 1LY~ 48 b FL 5K

BT RT . B L IgA  IgG . IgM . C3 ., C4 . IL-6 .
sIL-6R | TNF- a 7K *F- | ESR 7K “F Lt % 45 R .
CA-MPP H i 4 >838 2 > X f 4, 22 5 A7 G2
=X (P<0.05), WHK1,

&R 1 AJTEI CA-MPP JLE i MK FIEIRILEL (xx5)

Table 1 Comparison of serum hematological indexes of ca-mpp children before treatment (x +s)

Xd‘ ,E!ﬁ gﬂ CA-MPP %ﬁgﬂ CA-MPP iﬁ;éﬁ F {E t(iA-MPP‘}"y‘iEtfﬂ Leampp fiia teampp i P {E

-
fin (n=45) (n=44) (n=46) s A AL s A AL vs CA-MPP 11
IgA(g/L) 0.97+0.16 1.13+£0.38 1.41+0.43 19.175 6.496 2.623 2.623 <0.05
IgG(g/L) 6.23+1.58 11.27+£2.03 14.16+2.88 146.137 16.234 13.087 5.48 <0.05
IgM(g/L) 0.98+0.17 1.51+0.22 2.02+0.34 189.819  18.392 12.734 8.407 <0.05
C3(g/L) 1.21+£0.27 1.76x0.24 1.93+0.33 79.929 11.377 10.149 2.784 <0.05
C4(g/L) 0.27+0.08 0.32+0.12 0.57+0.14 87.135 12.514 2.318 9.077 <0.05

IL-6(pg/mL)  86.46x1347  123.39+12.28

134.52+15.43 150.119  15.814 13.508 3.776 <0.05

SIL-6R(pg/L)  53.61x17.45 82.17+26.68 97.86+29.23 36.562 8.744 5.99 2.656 <0.05
TNF-a(pg/mL) 71.26+11.32 81.40+14.33 89.37x14.46 20.706 6.643 3.72 2.615 <0.05
ESR (mg/L) 8.57+1.25 66.13+14.33 78.37x14.46 452.586 32.26 26.844 4.032 <0.05

2.2 JAYTHT CA-MPP JLIE I 4 A AL FR b S5 0 G
Y AH CHE 7 B

Pearson 3¢ 730 #r J5 & BR , G ¥7 1l CA-MPP
JLEE R S BE DN RE L ML sIL-6R 1ML T ) 7K -2
5 CA-MPP 3 [ /™ 5 F2 B 52 1E A OC (110=0.43 , 1ie6=
0.38, 1e;mv=0.52, 1:=0.34, 14=0.46, 11..=0.51, T . &=
0.48, rme..=0.57, 1e=0.42; P 1J<0.05) .

2.3 JRITHTE CA-MPP JLE IR 24 A AL FR bR i
XFH

FE 53 41 CA-MPP JL# & 5897 5, I
i IgA  1gG . 1gM . C3 . C4 7K - Dk JZ TL-6, SIL-6R .
TNF-o . ESR ZK-F- I TIRIT T, 2 R A g2
X (P<0.05) ;3697 J5 P 2 8L I 2 A e 48 4
TG it 2% (P>0.05), W#E2,

Fz2 BFrE 46 BIESE ca-mpp LERRITHMMFEXTEE (x+s)

Table 2 serum comparison of 46 children with severe CA MPP after treatment (x +s)

CA-MPP FAEA (n=46)

CA-MPP 338 4 (n=44)

N
il BT AR i P ATl BT T
IgA(g/L) 1.41+0.43 1.02+0.19 5.627 <0.05 1.13+0.38 0.96+0.22 2.568 <0.05
IgG(g/L) 14.16+2.88 7.11+1.06 15.581 <0.05 11.27+2.03 7.08+1.21 11.761 <0.05
IgM(g/L) 2.02+0.34 1.13+0.22 14.906 <0.05 1.51+0.22 1.08+0.26 8.375 <0.05
C3( g/l ) 1.93+0.33 1.22+0.25 11.631 <0.05 1.76x£0.24 1.20+0.31 9475 <0.05
C4(g/L) 0.57+0.14 0.28+0.10 11.432 <0.05 0.32+0.12 0.26+0.13 2.250 <0.05
IL-6(pg/mL) 134.52+15.43 91.13+12.45 14.843 <0.05 123.39+12.28 87.53+11.64 14.058 <0.05

sIL-6R (g/L) 97.86+29.23
TNF-a(pg/mL)  89.37+14.46
ESR (mg/L) 78.37+14.46

58.71+£16.87 7.868
72.42+12.16 6.085
11.62+2.83 37.854

54.18+12.56 6.296  <0.05
70.29+10.34 4.170  <0.05
10.95+3.35 24.872 <0.05

<0.05 82.17+26.68
<0.05 81.40+14.33
<0.05 66.13+14.33

3 itig

Jii 98 S AR I — A T 7 -5 AR 2 8] TG
200 HE BE 0 DL A ), RE S kR N 2R R e S AR

R, TR H R R 2 R L. BIR K
JEAR i 2 2 | RSO , (LB i 3 i 70
PURBTERE J1 1 A 2, — BB i 1 [ A2, e
DMENG PR ST AR 5, 5 BT A5 B K XFREIR T
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[ ZE] B WITEsUEEEILE LR E A (B-cad) \TFHLE y(OIFN-y) b AEKHF B
(TGF-B)FRBHE L KM TG 52, ik LHURBE 2015 4F 4 7 £ 2016 4F 4 7 5 5w 835 60 41 (75 5
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HRFAF B 107 E-cad \JFN-y \TGF-B /K-, 4041 45 1L 48 A %t By 20088 92 Wi A (B, BT 3 4F, LA ]
Il E-cad \IFN-y . TGF-B /K P B EH B 15 ML . 5% & IUSALIMTE E-cad . TGF-B /& T CIN 41 B Hi &
ZH , IFN-y It T° CIN 4 . &5 %5 48 41 (P<0.05) ; [liL 7% E-cad .IFN-y . TGF-B JE-412 W CIN . & 514 . & B AUC
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TGF-B . IFN-y = a4l ARG H AR Xt 1L, 2 R A S5 5 L (P<0.05) . 45 M4 E-cad .IFN-v.
TGF-B /K V-5 8 3 (R v 2 58 38, JF 5 5 500 R0 800 FRARR TR AE AE — 8 ARG, WIS i2 W ey 390
AR PEA B S0 AR TS VTR A R
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The significance of serum E-cad, IFN-y, TGF-3 levels in patients with cervical

cancer and its influence on prognosis

LI Xiaoyin, WU Xuewei, LU Zhijian, ZENG Daidi, CHEN Yanya*

(Department of Obstetrics and Gynecology, Dongguan People’s Hospital, Dongguan, Guangdong, China,
523000)

[ABSTRACT] Objective To explore the significance of serum epithelial cadherin (E-cad), interfer-
on vy (IFN-vy), and transforming growth factor § (TGF-B) levels in patients with cervical cancer and their im-
pact on prognosis. Methods From April 2015 to April 2016, 60 patients with cervical cancer (cervical can-
cer group) , 35 patients with cervical squamous intraepithelial lesion (CIN) (CIN group) , and 42 patients
with cervicitis (cervicitis group) were selected. The serum E-cad, IFN-v, and TGF- levels of the three
groups with different pathological characteristics were compared, and the diagnostic value of each serum index
for cervical cancer was analyzed. Follow-up for three years, the prognosis of patients with different serum
E-cad, IFN-vy, TGF-f levels were compared. Results Serum E-cad and TGF-f in the cervical cancer group
were higher than those in the CIN group and cervicitis group, and IFN-+v was lower than those in the CIN
group and cervicitis group (P<0.05). Serum E-cad, IFN-y, TGF-f combined AUC for diagnosis of CIN, cer-
vicitis, and cervical cancer AUC were greater than that of the single diagnosis. Serum E-cad and TGF-3 were
positively correlated with clinical stage, tumor diameter, and lymph node metastasis, and negatively correlat-

ed with the degree of differentiation. IFN-vy was negatively correlated with clinical stage, tumor diameter, and
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lymph node metastasis, and were positively correlated with the degree of differentiation (P<0.05). After 3
years of follow-up, there was a statistically significant difference in the survival curves of the E-cad, TGF-f3,
and IFN-v high-risk and low-risk groups (P<0.05). Conclusion Serum levels of E-cad, IFN-vy, and TGF-
are abnormally expressed in cervical cancer patients and have a certain correlation with the pathological charac-
teristics of cervical cancer patients. They can be used as potential effective factors for diagnosing cervical le-

sion types and evaluating the prognosis of cervical cancer patients.

[KEY WORDS] Cervical cancer; Epithelial cadherin; Interferon y; Transforming growth factor 8
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Analysis of the expression of LASP1 and GSTA3 in nasopharyngeal carcinoma

and their relationship with recurrence and metastasis
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[ABSTRACT] Objective To investigate the expression of LIM and SH3 protein 1 (LASP1) and
Glutathione-S-Thiotransferase A3 (GSTA3) in nasopharyngeal carcinoma and their relationship with recurrence
and metastasis. Methods A total of 117 patients with nasopharyngeal carcinoma who were admitted to our
hospital from September 2012 to May 2016 were selected as the research objects. Detection and comparison of
LASPI and GSTA3 mRNA in cancer tissue and normal adjacent tissue of patients with nasopharyngeal

carcinoma, and comparison of LASPI, GSTA3 mRNA in cancer tissues of patients with different clinical
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characteristics. Logistic multiple regression equation was used to analyze the relationship between LASPI,
GSTA3 mRNA and nasopharyngeal carcinoma recurrence and metastasis, Kaplan-Meier curve (Kaplan-Meier)
survival curve was used to analyze the survival curves of high-risk and low-risk individuals with LASP1, GSTA3
mRNA, and Pearson was used to analyze the correlation between LASPI, GSTA3 mRNA and progression-free
survival (PFS). Results In cancer tissues, LASPI mRNA was higher than that in normal adjacent tissues,
GSTA3 mRNA was lower than that in normal adjacent tissues, the difference was statistically significant (P<
0.05). In patients with relapse, metastasis, poor differentiation, and stage IV nasopharyngeal carcinoma, the
LASPI mRNA was higher than that in patients without recurrence, metastasis, moderate and high
differentiation, and stage Il , GSTA3 mRNA was lower than that of patients with no recurrence, metastasis,
middle and high differentiation, and stage Il , and the difference was statistically significant (P<0.05). In
patients with relapsed or metastatic nasopharyngeal carcinoma, LASP! mRNA was higher than that in non-
relapsed and metastatic patients, and GSTA3 mRNA was lower than that in non-relapsed and metastatic patients
(P<0.05). LASPI and GSTA3 mRNA were significantly associated with nasopharyngeal carcinoma recurrence
and metastasis (P<0.05). the PFS of patients with recurrent nasopharyngeal carcinoma was 31.17 months, and
the PFS of patients with metastatic nasopharyngeal carcinoma was 8.72 months. In patients with relapsed or
metastatic nasopharyngeal carcinoma, those with high expression of LASPI mRNA had shorter PFS than those
with low expression, and those with high expression of GSTA3 mRNA had PFS longer than those with low
expression, the difference was statistically significant (P<0.05). LASP1 mRNA was negatively correlated with
PFS, and GSTA3 mRNA was positively correlated with PFS, the difference was statistically significant (P<
0.05). Conclusion In nasopharyngeal carcinoma tissues, the expression of LASP1 is increased and the
expression of GSTA3 is decreased, which plays a positive and negative regulatory role on tumor recurrence and
metastasis, respectively, and is related to PFS.

[KEY WORDS] LASP1; GSTA3; Nasopharyngeal carcinoma; Relapse; Metastasis; Progression - free

survival
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Figer 1 Expression of laspl and gsta3 proteins in cancer tissues and normal adjacent tissues (x300)
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Figure 1  Survival curve
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Figure 2 Correlation between LASPI and GSTA3 mRNA and PFS in patients with relapsed or metastatic nasopharyngeal

carcinoma
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[KEBIA]  let-7d-5p; IL-10; F I ; TRE; HT-

Molecular mechanism of let - 7d - Sp regulating invasion, migration and

apoptosis in HPV16-positive cervical cancer cells
ZHANG Pengfei', ZHOU Baocheng', ZHOU Zhe*, ZHU Meiling®, QI Yaozhi'*
(Lianyungang Maternal and Child Health Hospital. Clinical Laboratory, Lianyungang, Jiangsu, China, 222000)

[ABSTRACT] Objective To study the effect of let-7d-5p on migration, invasion and apoptosis of hu-
man papillomavirus-associated cervical cancer cells. Methods RT-qPCR was used to detect the expression of
let-7d-5p and IL-10 in human cervical epithelial cells HcerEpic and human papillomavirus-associated cervical
squamous carcinoma cells Caski; the miR-NC group (transfected miR-NC) , let-7d-5p group ( transfected let-
7d-5p mimics ), anti-miR-NC group ( transfected anti-miR-NC ), anti-let-7d-5p group (transfected anti-let-7d-
5p), si-NC group (transfected si-NC ) , si-IL-10 group ( transfected si-IL-10), let-7d-5p+pc DNA group (co-
transfected let-7d-5p mimics and pc DNA ), let-7d-5p+pc DNA-IL-10 group (co-transfected let-7d-5p mimics
and pc DNA-IL-10), all transfected into Caski cells by liposome method; Western blot was used to detect the
expression of IL-10 protein in cells; Transwell chamber was used to detect cell migration and invasion; flow
cytometry was used to detect apoptosis; dual luciferase reporter gene assay was used to detect cell fluorescence
activity. Results Compared with human normal cervical epithelial cells HcerEpic, the expression of let-7d-

5p in human papillomavirus-associated cervical squamous carcinoma cells was significantly decreased, IL-10
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expression was significantly increased (P<0.05) ; over-expression of let-7d-5p, knocking Decreased IL-10 can

inhibit the migration and invasion of Caski cells and promote apoptosis (P<0.05) ; let-7d-5p can inhibit the fluo-

rescence activity of wild-type IL-10 cells and inhibit the protein expression of IL-10. Overexpression of IL-10

reversed the migration inhibition and apoptosis-promoting effects of let-7d-5p on Caski cells (P<0.05). Conclu-

sion Let-7d-5p can inhibit the migration and invasion of human papillomavirus-associated cervical squamous

carcinoma cells and promote apoptosis. The mechanism may be related to the targeting of IL-10, which will

provide a new target for the treatment of cervical cancer.

[KEY WORDS] let-7d-5p; IL-10; Cervical cancer; Migration invasion; Apoptosis
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www.targetscan.org/ ) £ Il £ let-7d-5p 5 IL-10 3’
UTR FEAESS A 05, O T B0 iE 3 — F50 , o IL-10
3'-UTR-WT (& IL-10 3'-UTR / B) A1 IL-10 3'-
UTR-MUT( % IL-10 3'-UTR S48 1K F By ) 56 ' 2
it 2 45 44, F8F H: 5 let-7d-5p mimics . miR-NC
FLEE L 48 h 5, FHBUE %€ O 2% I o 105 A 0 2 ok
HOFg B i 26IE Ve, DLFIE let-7d-5p 5 IL-10 J&
HHEHASE T,
1.3 Geilsaba

K JH SPSS 21.0 B AF A7 B dg 3 M o iF 5T
B (x£5) F7n , S M ZFE WECR - H R 7 2=
AT PR LLBCR K585, A P<0.05 RoR2ERA
Gt

2 FR

2.1 let-7d-5p . IL-10 £ 7 250 4H i v i 3 38

5 HeerEpic 4141 kb , Caski 21 4 ffd ' let-7d-5p
mRNA 635 i E R, IL-10 mRNA FI#E 3651 5
FETRESFAGIEE X (P<0.05), WE1,%1,

HcerEpic Caski

IL-10

GAPDH

Bl IL-10AEEEMAMPHNESRIE

Figure 1 IL-10 protein expression in cervical cancer cells

F1 1et-7d-5p. JL-10 E B FEMM A I RIE (v +5)
Table 1 Expression of let-7d-5p and IL-10 in cervical

cancer cells (x+s)

21 5] let-7d-5p IL-10 IL-10
HecerEpic 41 1.00£0.06 1.00£0.07  1.00£0.05
Caski 41 0.31+0.03" 2.86+0.02 1.68+0.01

i 30.858 76.647 40.008

PAH 0.000 0.000 0.000

2.2 let-7d-5p it F ik X E IR A MR RZEM
PAT 5

5 miR-NC 4 It , let-7d-5p 2H 411 il /1 let-7d-
S5p ik W E TR R AN BRIV R 22 40 i £ B
AL AR TR B R (P<0.05) . WK 2,

F2 WHRIE let-7d-5p M EFE AT FEFM
BRI (x£5, n=9)
Table 2  Effect of over-expression of let-7d-5p on migration,

invasion and apoptosis of cervical cancer cells (x s, n=9)

4 K (A
451 let-7d-5p % TR
FES

miR-NC4  0.99£0.05  99+7 757 6.56=0.46

let-7d-5p 41 4.12+0.04 515 35+3  18.18+1.02
A 146.647 16.740  15.757 31.155
P 0.000 0.000  0.000 0.000

2.3 let-7d-5p #[a] IL-10

AR B 2= A Target Scan 43 #1152, let-
7d-5p W] L5 IL-10 4 3'-UTR M E.Z54 WLIK 2 %¢
R WS 45 R B R, 5 miR-NC 1A L, 1 %35
let-7d-5p ) WT-3'-UTR-IL-10 41 il 1) % 't 2 il 1%
PE 5 B BRI (P<0.05) , W3 35 5 miR-NC A L,
b FR 3K let-7d-5p HY 40 ffg H IL-10 19 3% 3k W] b %

2 let-7d-5p 5 IL-10 ISR m & A AL &
Figure 2 Target binding sites of let-7d-5p and IL-10

R3 WRAZRBBEEERRNER (325, n=9)
Table 3 Double luciferase reporter gene test results

(x+s, n=9)

il WT-IL-10 MUT-IL-10
miR-NC 4 1.00+0.09 1.00+0.08
let-7d-5p 21 0.22+0.01 0.99+0.06

t{H 25.841 0.300

P{H 0.000 0.768
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i, 5 anti-miR-NC ZH A Lt , #1)1 fill let-7d-5p 19 4 fits
HIL-10 3K ) 5 T (P<0.05) o WL 3, K 4,

AV $‘$C A é:’JQ
o o v

IL-10
GAPDH

B3 IL-10MEARIE

Figure 3 IL-10 protein expression

£4  let-7d-5p X IL-10 RIZHIZM (2 =5, n=9)
Table 4  Effect of let-7d-5p on IL-10 expression (x s, n=9)

R6 TRIEIL-10 HE let-7d-5p X 'S i AT 5 .
FERMBATHZM (x£5,n=9)
Table 6 Overexpression of IL-10 reverses the effect
of let-7d-5p on migration, invasion and apoptosis of

cervical cancer cells (x+s,n=9)

AR (A
415 let-7d-5p ;% PR
L% X2

let-7d-5p 1.00+£0.08 52«5  31+3 18.97x1.24
let-7d-5p+pc DNA 0.99+0.05 50+£5  32+3  18.02+1.36

-7d-5p+
IEUTADDHP ) 991002 8526 646 9.83:0.48

DNA-IL-10
F1E 581.323 121.291 176.167  186.327
P1E 0.000 0.000  0.000 0.000

AyeH IL-10 protein
anti-miR-NC ZH 1.00£0.12
anti-let-7d-5p 41 5.00+0.52

miR-NC 2 1.00£0.11
let-7d-5p 2 0.21£0.02

FAA 590.503

PH 0.000

2.4 R IL-10 X E S50 40 LT RS AR ZE A T
Ep=Al|

5 si-NC 41 4 [ , si-IL-10 2H 41 g IL-10 &
F 205 o R, 1 A% 40 i 550RN 4= 28 40 it %03y
b 2 REAR, A UE T % 3 T R (P<0.05) o L
%5,

F£5 BURIL-10 X EEMARERS EEMBATHZME
(x+s, n=9)
Table 5 Effect of knockdown of IL-10 on migration,

invasion and apoptosis of cervical cancer cells (¥ s, n=9)

2111 K (A

25 IL-10 protein M T
% RE

$i-NC 0.99+0.05 100+9  85+8  8.35+0.78

$i-IL-10 0.22+0.02° 464 33x3  18.02+1.01

t1H 42.896 16.449 18258  22.733

PH 0.000 0.000  0.000 0.000

2.5 3 Fik IL-10 30 %% let-7d-5p X By 2598 40 il 1T
B AZZERIE T BRI

5 let-7d-5p+pc DNA 41 #fl Lt , let-7d-5p+pc
DNA-IL-10 ZH 4iiJffd ] let-7d-5p 253k 5 E PR, 1T 5
20 0 45 FT 12 22 AN M A58 S T AN TR
FER(P<0.05), W6,

3 it

miRNA 75N A FREAE 1) AR TR AR D 2L

i 3o DR A s 3 PR 4 PR VR A T o A0 5 PR ) i 4
V2 IRd % A= 4 e 1) B . Honegger 55 /7
HPVs 75 5105 S0 i F 58 o & 21, 7 HeLa 4053
WA AN IMA R e 2 E ) miRNA %58 A S 7
> miRNA, H: 1 let-7d-5p . miR-20a-5p . miR-378a-
3p.miR-423-3p 2 3 F i, miR-7-5p .miR-92a-3p Fl
miR-21-5p i L, X JLFMK 38 E6 / E7 (1) 41 W44
miRNA 5 40 i 386 55 A 145 56, % 58 42 R 9%
5 BUR FE N 19 26 3K 7] 52 06 miRNA () 263k , ;X 8%
miRNA 1 7] & 5 0y HPV FH M 27 25098 40 i 69 2
1o Zheng 55" LE B I A 55 K B, Let-7d-
3p . Let-7a-3p B9 3R ik ¥ W F B AL, JfF Hix 5 3L
E IR b 9 3R 58 AH — B0, 8 7R Il 3K Ak ik A
let-7d-3p J& I T8 8988 B AT AR B AR 4= A P i 14
WA M E 2B Y EY . AR — 2k
B, i 38 let-7d-5p AT Caski 41 MiiE #1728 ,
PREPE T, 3% 2 A E IR A i) E let-7d-5p 7E
BB R R AR RS R 2R R AR
R K let-7d-5p TE 5 U T2 W 6T T 04
HE 7800 1 RIS K 3

TL-10 A 38 2 4170 1 e P e 40 ] 181 = 7 2 41 o]
I 200 P A e T e ) A R, A PR AR
S I i — 2D AR R Berti 55 HRIE B 5
I T IL-10 ZKPABT ) T 5 SR B R i 78 K e T 1
hn, IF BAE S iR b i = T, A B R
HPV YL )5 , 1 T HPV E2 . E6 1 E7 £ (4} IL-10
HE DR B S A RV D L TL-10 ZK S48 58 | T TL-10 4
I HPV E6 #il E7 ik, K it HPV Fl IL-10 Z [0] 1)
DR EAE R A T OB TREA B T
2 rh Y S R 1 R GOA B L AR i HPV R 1 | B 2
JH A JE R B U0 . Min S5 IZER Y rp 45 SR 48 s B
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AR TL-10 F1 HPV 8 YL nl ok 3 5 31 E 7 IR A8
NI B B0 A2 6T

25 LR let-7d-5p AT 410 i B #5098 40 il 5T B
%Kﬂﬁwm;ﬂmﬁT%mLLEﬁﬁﬂ%
IL-10 F IR 56, ARG 45 5 0 '8y S50 11 3R )7 $2 44t
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RNAi T CCT8 fiklHE/ i ifides A540 gl s Fe

vk HBE
I HE
ki A HEF AE ARK

(¥ ZE] BH ITRNAL M CCTS X/ Mg AS49 QUM RIE eI . ik AS49 4
243 Control 41 .si-NC £l .si-CCT8 41 . si-CCT8+IGF-1 £ , MTT J7 21 & 4 U357 , Transwell /]v28 0 52 2
=228 3T # , Western blot il '8 MMP-9 , Vimentin . E-cadherin I p-Akt 25 13k, &R 5 si-NC 414
L, si-CCT8 ZH 4 i A 1 1 % FEAIK (P<0.05) , 4 il f=2 28 F T 75 %5 itk 25 B IG5 15 si-NC 1A 1L, si-CCT8
41 MMP-9 , Vimentin . p-Akt & [ % ik 7K F 2 3 BE AL, B-cadherin 25 FH 157K F 8 3% 7 (P<0.05) . 5
si-CCT8 4 #H It , si-CCT8+IGF-1 ZH 4l }fl A {H . f22% . iT 4 W 275 (P<0.05) . Z5iE RNAi R
CCT8 IR/ NIl AS49 HMIFLEALTERE , HAE FHALE S 8 Ak /5 B0 BB A G

[kgiA]  FE/NAfflidE ; CCTS; Akt fF

RNAIi down-regulates CCT8 to inhibit the metastatic potential of non-small cell

lung cancer A549 cells

ZHU Yingwei*, CHU Xu, QIU Jiayong, SUN Yuxia, MAO Yimin

(Department of Respiratory and Critical Care Medicine , the First Affiliated Hospital of Henan University of
Science and Technology, Luoyang, Henan, China, 471000)

[ABSTRACT] Objective To investigate the effect of RNAi down-regulation of CCT8 on the meta-
static potential of non-small cell lung cancer A549 cells. Methods A549 cells were divided into Control
group, si-NC group, si-CCT8 group, si-CCT8+IGF-1 group. MTT assay was used to measure cell prolifera-
tion, Transwell was used to measure cell invasion and Migration, Western blot was used to measure MMP-9,
Vimentin, E-cadherin and p-Akt protein expression. Results Compared with si-NC group, the A value was
significantly decreased, and the number of cell invasion and migration were significantly decreased in si-CCT8
group. Compared with si-NC group, the protein expression levels of MMP-9, Vimentin, p-Akt were signifi-
cantly decreased, E-cadherin was significantly increased in si-CCT8 group (P<0.05). Compared with si-CCT8
group, the cell A value, the number of invasion, migration were significantly increased. Conclusion RNAi
down-regulates CCT8 to inhibit the metastatic potential of non-small cell lung cancer A549 cells, and its mech-
anism is related to down-regulation of Akt signaling.

[KEY WORDS] non-small cell lung cancer; CCT8; Akt signaling; RANi
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5 TR, 25 DNA & il 2 KIS 455 %
S EAMBMESRE,CCT8 B T I AR, B35
iRt e . BT RE WK, CCT8 7E i rh ik
A, I HOH SRR AR 5 I BB iU RS AR
AR TR IS I, CCT8 eI Jigd i
15 2 IR 5 R IR 43 90 0%, TR CCT8 AT LA 244
il 2[5 96 A e P 3 T AR 28 . DA A 5 i ik
7, CCT8 TEAR/ N IR 2 40 sy ks, O HOHER
IRTKF [ fili e £ K L 25 5 8 TR (S R
AN BHETET CCT8 KR/ N4 i i 98 41 i 4=
72 L # AL B2 18] 51 4% b (Epithelial - mesenchymal
transition, EMT) I/E HA AN A o AU SZES LIFE /N
240 M i 98 AS49 A AT DA RSN S Be Xt 52, SR T
CCT8 X 4 Jf 384 5 FUEAE L AW BE 52 ), LU A
AR IR AT e PR AL TR

1 HESH®

1.1 MK

A /N4t R i s AS49 4 LI B IS A
B A FR A A 5 Lipofectamine 2000 , RNA 2 Hit i
& B sl & Ot E 1 PCROIA & W F 36
Invitrogen ; & F 2 BUAF & . 27 TR (BCA)
R & e BRI G , 4 ER - 2R PN IR B I P
7K (dodecyl sulfate, sodium salt-Polyacrylamide gel
electrophoresis , SDS-PAGE ) i 5f1] & . U FH J& () 2 s
HMTD)IAF &M H B RAEVEARGRA
F] ; Vimentin $T /& Fl p- Akt HTAAR M H 35 [F santacru-
ze; CCT8 HLAA Y [ 3£ [E Proteintech ; E-cadherin 3T
T MMP-9 HLAARIE B b SGHBHHRHE A PR A F
siRNA control ,CCT8 siRNA 1 74 5t 4 307 5 4= W) B
HARA A BTG
1.2 Zffas g

A549 21 i1 53 1 3 41, 4393 24 Control | si-NC |
si-CCT8 41 , si-NC ., si-CCT8 4143 5| 4 % Y siRNA
control . CCT8 siRNA 9 A549 4 4, Control i Al
B YL (6T IR AS40 Al . ASA9 2 i Yl Oy 4 IR
YL ¥ Lipofectamine 2000 #E17, 25 B8 5¢ 4 ¥4 R
AR UL BARE R R
1.3 Realtime PCR J5 3% #& Il CCT8 siRNA X}
CCT8 mRNA ik RN

W B 5% 4 48 h LU 1 Control . si-NC ., si-CCT8
ZLANM , 1T RNA S0 & 42 BUS RNA, S 7%
SR &G cDNA |, # B & vl D R i 7

PCR JZ )V o #4218 22" 40 HF CCT8 7K F-
1.4 Western blot J5 45 {lll CCT8 siRNA %f CCT8
R

W S 54 9 48 h LS 4 Control . si-NC . si-CCT8
ZH A0, 2 B PR EOAR S FR B ER 1T, LA BCA
ot . BRI IRS %30, CCT8 B /K F-=
CCT8 &4t K {H N2 GAPDH K {H
1.5 MTT &AM CCT8 siRNA XiF 4 it 4 58 5 i

B Control . si-NC . si-CCT8 21 5% 7= 48 h [y 40
W F HEOMITT a7 5 U B 45 2R 47 A D00 240 e 3 7
1.6 Transwell /NZE 1M CCT8 siRNA Xt 40 in {728
FIE AL 52

AR & I3 19 5% 5% W& 7% Control | si-NC
si-CCT8 ZH 41l L , #2 I 22 SR J e ) 40 it 42
FEMTRBHE
1.7 Western blot i Jlll CCT8 siRNA X MMP-9
Vimentin . E-cadherin Fl p-Akt £ [ #1552 1]

e B FE YL 48 h L5 1Y Control | si-NC . si-CCT8
AN, $2 BE 14 TR O A I 2 L R IR AR L, NS
& GAPDH.,

1.8 Akt {55 3G X T I CCTS 52 1A 4 fa 34 51 |
T R EMT 520

U Yt CCTS siRNA J5 i A549 il it , LA &4
100 ng/mL ¥ Akt 3876 7 IGF-1 [ 40 Jif 5% 3% W 1
7%, 10N si-CCT8+IGF-1, L si-CCT8 1 Jy % #e , 43
SR IR 1.4.1.5 1.6 9 5 43 5K MMP-9 | Vi-
mentin , E-cadherin fl p-Akt 25 F 15, 4 il i 5 1
=28, 20 s 5E .

1.9 SGiitsrtr

K 1 SPSS 21.0 3k 4 Gt it 43 Fr , i it %EORHH
(x +5) RN, PIALBUE IS HEAS 1 A 50, 240 1
BB & 07 224301, P<0.05 F£78 22 58 i1t 27

2 #HR

2.1 CCT8siRNA T A549 4iififiH CCT8 Fik/k
5 si-NC 2 M He , 554 CCT8 siRNA J& A549 4

Jfirfr CCT8 mRNA & /K V-3 T B 22 7 A Ge it

2FTE L (P<0.05), WLIE 1 gk 1,

2.2 T CCT8Xf A549 4t s (228 TR RN
55 si-NC 4IAH L, §% 4% CCT8 siRNA J&5 A549 4

ML A i A (E R 225 E FE RSB H 2B R R (P<

0.05), L% 2,
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o234 1234 2.3 Fi# CCT8 Xt A549 4 fift MMP-9 % [ Al EMT
. LESiHERSIS A0
5 5 si-NC 4L IL , 5 U CCT8 siRNA Ji7 A549 4
55 Jitd H MMP-9 25 [ K P BEAIK - J 5 75 28 1 E-cad-
" herin 7K - FF &5 , 18] JFo b 2 2 11 Vimentin P-kAT 7K

2 SRR (P<0.05) , 26 3 ML 2.

17

10 cers GAPDH &3 CCT8 siRNA 3L /5 A549 40 it Fh MMP-9

#A Vimentin . E-cadherin,p-Akt 7K (% = 5)
Table 3 Expressions of MMP-9, Vimentin and E-cadherin |
p-Akt in A549 cells transfected with CCT8 siRNA (x+s)

1221 24 Marker; 2 2 Control ; 3 4 si-NC; 4 4 si-CCT8.,
1 Western blot # 1] CCT8 siRNA ¥ /5 A549 40 Bl Fh
CCT8 &EAKF
Figure 1 Western blot analysis expressions of CCT8 protein

in A549 cells transfected with CCT8 siRNA

45 MMP-O  Vimentin E-cadherin  p-Akt/Akt
YFHEZH 0.47+0.05 0.53+0.06 0.31+0.05 0.31+0.04

F 1 CCTS8 siRNA 3L /5 A5490 4lffith CCTS mRNA Fi si-NC  0.48+0.03  0.52+0.04  0.32+0.03  0.33+0.06
EEKTE (+3) si-CCT8 0.28+0.04 0.30+0.04  0.46+0.05  0.16+0.02

. o F{E 22.860 22.368 10.729 13.875

Table 1 Expressions of CCT8 mRNA and protein in P 0.002 0.002 0.010 0.000

A549 cells transfected with CCT8 siRNA (x+5s)

7 5 si-NC H#,*P<0.05,

Zibil| CCT8 mRNA CCT8 #EH
it B4 1.00+0.09 0.4820.06 2.4 TECCT8 X} A549 4H L Akt {551 52 M
,5‘2228 (1)2(1)18(1)1 8‘2*?*33; 5 5i-NC 41, 5 4 CCT8 siRNA JiF A549 41
si- 40+0. .21+0.
F{E 45.573 25.517 H@EF‘ p'AktEE7KI'ZF%{E§(P<OOS) ,D—ILE 30
P1E 0.000 0.001 . . .
%2 CCT8siRNA FE /5 A540 4 A . BZ B 170 - - o
130
EBHE (x£s) X
Table 2 A value, number of invasion and number of i?
migration in A549 cells transfected with CCT8 siRNA 30
22
(¥+s)
14
21 5 AfE 1R7E25H TR H 9 p-Akt Akt GAPDH
Xf B2 0.51£0.06  95.54+10.20  138.64+12.02
si-NC 0.5020.04  97.36+9.87  140.08+11.49 &3  Western blot #ill CCTS8 siRNA 35 /5 A549 28 it fp
si-CCT8 0.21+0.03 60.17+2.05 86.95+7.53 p-Akt EAKF
F1H 42.836 19.237 24.745 Figure 3 Western blot analysis expressions of p-Akt protein
P i 0.000 0.003 0.000 in A549 cells transfected with CCT8 siRNA
12 3 4 12 3 4 12 3 4 12 3 4
180
135
100
75
63
48
35
25
20
17
11 MMP9 E-cadherin Vimentin GAPDH

1 : 1y Marker; 22 Control; 37 si-NC; 4 27 5i-CCT8,
B2 Western blot #ill CCT8 siRNA #f5 A549 28 il FF MMP-9 # Vimentin , E-cadherin & H 7K
Figure 2 Western blot analysis expressions of MMP-9, Vimentin and E-cadherin protein in A549 cells transfected with
CCT8 siRNA
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2.5 Akt {5 SEIEFIXT T CCTS MMl A549 4ifie 41 40 it MMP-9 , Vimentin & 4 7K - 7t & , E-cad-

WG AR B EMT (138 445 H herin 2 FH 7K FEA%, 40 A (H RZ2%0H fiE 5k
Akt 15 53005 ) IGF-1 kb P CCT8 siRNA %% H T+ (P<0.05) , WIK 4 Fiig 4.,

J B A549 4, 5 si-CCT8 ZHAH I, si-CCT8+IGF-1

1 2 3 1 2 3 2 3 1 2 3 1 2 3 1 2 3
300
250

180
100

100
70

50

40 MMP9 E-cadherin Vimentin p-Akt Akt GAPDH

#:1 24 Marker; 2 Jy si-CCT8; 3 Jy si-CCT8+IGF-1,
Bl 4 Western blot ¥l Akt {55 #{i&FI 1 CCT8 siRNA ¥ /5 A549 4H i1 p-Akt, E-cadherin . MMP-9, Vimentin & H 7K
Figure 4 Western blot analysis expressions of p-Akt, E-cadherin, MMP-9, Vimentin protein in A549 cells after Akt signaling
activator and CCT8 siRNA transfection

T4 AESHEFIF CCTS siRNA 5 A549 i A B . EZE 4B . iE#% 21 B 0 p-Akt.E-cadherin, MMP-9 Vimentin
BEBKF (x£5)
Table 4 A value, invasion number, migration number and p-Akt, E-cadherin, MMP-9, Vimentin protein levels of

A549 cells after Akt signaling activator and CCT8 siRNA transfection (x+s)

21 5] p-Akt/Akt MMP-9 Vimentin E-cadherin AfH R2EHH T EE
si-CCT8 0.17+0.03 0.29+0.03 0.2820.04 0.500.06 0.22+0.04 62.81+£3.60  87.98+9.62
si-CCT8+IGF-1  0.410.05 0.52+0.06 0.4420.05 0.310.04 0.450.05 85.1426.34  127.42+11.73
tl 7.129 5.939 4.328 4.564 6.222 5.272 4.503
P 0.002 0.004 0.012 0.010 0.003 0.006 0.011
3 it JIi i 210 AL PR SR A B AR 8 4 ) CCT8 Al fE &

CCT8 5 g st & , 9% B/~ , CCTS 7E T4l
Mg b Rk, 5 HUS A R A K, siRNA UL 2k
CCT8 1l 4t L 145 58 - BEL VeI 240 Ak A S 18 ZE T
S 2 3T IR CCT8 AT LA KA i 4 i i A% Fn {2
ERE N, WA I KL CCTS 76 ik B 45 55 R 1Y
B BRI R R A U h R R, 5B E
TG AN KRNI 2475 A0 5% 5w IR CCT8 8 1 9 15
- WL B (RN B~/ 28 1 0 o) 65 Il DR 400 i 9 4
MR AR 28 AEdEA R T, ARSI R, T
& CCT8 AT LATE A SN0 ] A /N 20 e Jii S 248 i 1 3
e GER AR SR X SR B R e
8 CCT8 il A MRS AR 22 R VE AR . ie A
W58 &I CCT8 -85 BUAF R BN 3 M 461 47 f A
ST N, (EARSLIARAST CCTS X HE/IN
21 Al A0 B U T s R Db 2 AR SR B
CCTS8 FEFE 4T T AT GEAE A —1> e {2 it A HE e AR
o ASZigt 5 R F I CCT8 HA Mkl HE /N

A BARBTAE /N i i R i A o

F i 4> J& 2 F 1 9(Matrix metallo proteinase-9,
MMP-9) J2JE 77 4 J8 £ 1 R S5 i o, A AP SE
oSk P DSR40 L &7 I I o e A2 e s 240 2
I SEREFIFT R A1 . A WFFE il MMP-9 7R3
/N it v R e 3, 5 R 0 0 SOk L A e R G
REY), H 5= 2257 2 IEAHDC™ . A
R AR/IN L R 4 21 E-4% %8R 11 (E-cadherin)
Rk I (Vimentin) 5 2630k, 768 1) = 28
FIE RS 1 F ke S B4 4E Y B-cadherin A1 Vi-
mentin & EMT 7K-F-2U2 iFR S , EMT 7K1 B R s
MRS BE 71 i, A WY i L I 15 EMT 7]
PRI A MR 2R R RS RE ) . AU AE Rk
W], N CCT8 W] LI MMP-9 ik , {2 E-cad-
herin 7515, 3 N Vimentin Fik7KF .

25 I, CCT8 A RS2 AF /N2 it it 62 97 1) A 3L
HUAR B 1] 0 ) CCT8 Rk AT LARBFAGAE /)N 240 it fii 9
A0 M EE B TR AR ZRFEMT, (4% 909 1)
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I TK1 . VEGF i1 AFP k& B S M e 12 7 K P
Ja VEAR O

AR L EHAS

(8 =] B SOT s Mo 1 (TK) i i A K I F (VEGF) | H G 25 71 (AFP) K
JE % R (PHC) 12 W7 K TR WEAS B9 B . 77 3% EH 73 4] PHC 3% (PHC 41) .95 ] KLV 9 i
CRAEAL) B 50 i) e ok B 4 (@ R4l ) M R o %) 42, % L 3 4 I 3 TK1 . VEGF #l AFP /K V22 5, il i
ROC if ¢ 43 #7 If. 3% TK1 . VEGF 1 AFP 3l %} PHC f12 W {8 , #8 %K I 3% TK1 . VEGF #ll AFP £ ik 5
PHC [ 34ETRHIE R, SR PHC 41 175 TK1 . VEGF M AFP /K -3 i 2 T B R4 M fd 4
(P<0.05) . IfiL7E TK1,VEGF J AFP i # ik & 5 8 PHC % 4= 09 & 2L fa & &K (P<0.05) o Il 7% TK1 .
VEGF K AFP £ Il %§ PHC 2 Wi i) ROC [ 2 T i FL43 Jil 24 0.888.,0.868 . 0.861 , 5 i AL{EL 435l oy 2.25
pmol/L .150.11 ng/L .25.85 wg/L. Il TK1.VEGF & AFP &6 % 5 65 3 7 T4 38 b 2 A6
(P<0.05) , TN Bk A R 0 46 S 8 55 P A 0 22 57 TR B8 12 3% L (P>0.05) . TK1,VEGF J AFP 53541 3
AR E AN TG A A, AR AR A/ N FARR A (P<0.05) . 4518 IlL7E TK1 . VEGF J AFP 5
i85 PHC 9 & A= % UIAHOC , BRGK i TK1 . VEGF M AFP A 15 W] £ =5 PHC 2 W R BU% , B A B TIF
il B U o

[R@iA]  JFRMERFE; T ims 1 s AR BiREA

The value of serum TK1, VEGF and AFP in diagnosis and prognosis

evaluation of primary hepatocellular carcinoma

HU Yanhong'*, GU Yanhong®, WANG Xinmei’

(1. Department of Laboratory, Hospital of Tradition medicine LS.SC, Leshan, Sichuan, China, 614000 ;
2. Department of Laboratory, Leshan People’s Hospital, Leshan, Sichuan, China, 614000; 3. Department of
Laboratory, Sichuan Intercontinental Gastrointestinal anal Disease Hospital, Chengdu, Sichuan, China,
610000)

[ABSTRACT] Objective To investigate the value of serum thymidine kinase 1 (TK1) and vascular
endothelial growth factor (VEGF) and alpha-fetoprotein (AFP) in diagnosis and prognostic evaluation of pri-
mary hepatocellular carcinoma (PHC). Methods 73 patients with PHC (PHC group) , 95 patients with be-
nign liver disease (benign group) and 50 healthy volunteers (healthy group) were selected as research objects.
The differences of serum TK1, VEGF and AFP levels in three groups were compared. The diagnostic value of
TK1, VEGF and AFP for PHC was analyzed by ROC curve. The relationships between serum TK1, VEGF
and AFP expressions and survival status of PHC patients were explored. Results The levels of TK1, VEGF
and AFP in the PHC group were significantly higher than those in the benign group and healthy group (P<

AR B v g B A fe it &) A F AR (17PJ017)
AEF Az 1 RoL TR EERARFA, W, &L 614000
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0.05). High expression of serum TK1, VEGF and AFP is an important risk factor for PHC (P<0.05). The area
under the ROC curve of TK1, VEGF and AFP for PHC diagnosis was 0.888, 0.868 and 0.861, with the opti-
mal critical values were 2.25 pmol/L, 150.11 ng/L, 25.85 pg/L, respectively. The sensitivity of TK1, VEGF
and AFP combined detection was significantly higher than that of individual detection (P<0.05), while the
specificity of combined detection was not statistically different from individual detection (P>0.05). The 3-year
survival rate of the high expression group of TK1, VEGF and AFP was significantly lower than that of the low
expression group, and the survival time of the high expression group was also lower than the low expression
group (P<0.05). Conclusion The high expression of serum TK1, VEGF and AFP is closely related to the
occurrence of PHC. Detection of TK1, VEGF and AFP can improve the diagnostic sensitivity of PHC and help

to evaluate the prognosis.

[KEY WORDS] Primary hepatocellular carcinoma; Thymidine kinase 1; Vascular endothelial growth

factor; Alpha-fetoprotein

J& & P 98 (Primary hepatocellular carcinoma,
PHC) J2&: IIffi R b — i U (%) 3G 1 e g, JHL ks S8 67
S 4 B S IR 5 5 A, SE TSR R = PHC
TR A R R, B AR A0 T TR DK, 15 LT
FIKIERE . PHC B , 28083 F TCAR AT
PRAEAR , S i2 I 1 O & J 2= rh e b, 2k KA EHF
AL anfel Je HUaf 12 F4e =52 Wi % & PHC iR
JT W) O . O I 1 (thymidine kinase 1, TK1)
JE 2 0 DNA 3458 o0 #% v i JCSHEml , AT AR R P4 48
MO FEIR L LB S B AR R . A N AR K T
(vascular endothelial growth factor, VEGF) J& — Fi
T LA PN B ARG A TR T BE AR E 1A PN B
A SN A B, 25 2 R0 I R 1 R
A, H R H (Alpha-fetoprotein, AFP) 2 I PR
2 W7 PHC 1 B 2L IR AR S W), 124 30%PHC 84
ML AFP SILZRIA T840 B Sk 5 28 8 1 v
AFP £ ik T+, 580 AFP 4G 75 PHC 1261 )7 Ifi
A EA BR ™ o ARS8 8 23 BT 1M 3 TK1 . VEGF
S AFP JKF-5 PHC 1 & 28 K U Y G &, i PHC
() SRS W AT PPAG B AR

1 ABSHE

11—k

VEHL 2014 4F 1 A % 2016 4F 6 H A BEIIA T 73
%] PHC 35 >4 PHC 41, Ho 55 40 ], % 33 1] ; 4
1 40~71 %, -1 (56.35+9.68) % . HEHLF]HH 95 4
KPS R R AL, Hod 3B 56 9], £ 39 Bl 5 4F
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i, I AR 42 461, JHFRUE 16 191, 36 BB R A
AR 50 il fa Hed , Forh 55 25 4], £ 25 ] ; 4R
W 40~73 %, F-1(55.13210.13) & . 3 4 5LAl R}

e, 22 g it 22 L (P>0.05) AT He:

GAFRUE: OFFE T E YU 232 /Y PHC 12
Wi K2 o3 bR o, 2895 BG4S 16 12 5 @ Child-pugh
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B : QOC it B D Re ™ o [ i 2 5 Q%E Il M) g Fi fe
95 R G590 5 ; B)Child-pugh 43 4% C 2% ™ JIT 1)
RER 53 s @I TR | B w0 bk i e =i 1 i XL
B R AL ZE 3 s QA IR AN R 5l 5 P
H ; ©TACE 28 S sk AT 25 i B0
1.2 Rk

TACE Bt & & HidEJei6Y7 : KR L R Seldinger
AR A WS bk 2 ], 4fi A 5.0 F RH 545 2 )i
TR AT Bl k1 52, L2 b Je il A 155 50 B 1T # ik
T AROCAE o B R AL I 30 ik a2 R i A 2%
P2 10 AR 259, 5- 50K wE e (AR i 35 1 24
H31020593) 0.25 g. B > F 41 ( 5% & il 25 ,
H20093167) 50~100 mg, % & kb 2 (8 Hm i 24,
H20000496) 10 mg; B /5 1 A 100~300 wm fBRAe %€
iy 1 A5, o 5 4 BEL BT A9 2E 2 A8 S 45 LR TR
SEMF A [FAIEF T ARZE$iEJE (Bayer Pharma AG,
H20130137),400 mg/¥%,2 ¥/d, IR H 8 Ji LA L.
1.3 5k

OGETT EE W S5 Ll 7R R AR
2 T 2F T KA 12 B 0 S AR K 1 s @ AR I BRER
Bl VT, iR B EHE ARG 3 AE N A L @R 42K
A5 B AN I 4 mL, % i #E 30 min, 1 000 g fik
B0 15 min, YSCBE I3 157 4 5 R FH TBAREEK 58 T f
1 (ELISA ) #: 1l IfiL % TK1 . VEGF /K F , % H 1k 2%
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Wy A, 4 A SRR (A 5k 800 #4) Il T BIO-
RAD A7), 4 A s A4k 73 BT X (C16000 %) I H 56
FEHE RS A
1.4 SeitEork

K SPSS19.0 F Ao #r , AT BB LA (R +5) 32
LR KR BT 22 0 AT s TR B n (%) 3R
7, P KB 2R TAERAIE B2 (receiver oper-
ating characteristic curve, ROC) %3 #r TK1 . VEGF
AFP K5l % PHC #Y12 Wi i {E , Kaplan-Meier 15 5341
TK1.VEGF } AFP ik 5 PHC 3 3 4FA4: 47
RO FR 5 P<0.05 A 2R A G XL

2 FR

2.1 34113 TK1 . VEGF & AFP /K- [L 45

PHC 41 B & IfiL 7% TK1.VEGF K AFP /K [t
B PHC >R MA>ERA, 2R A% 12 E X
(P<0.05), W31,

#1 34AME TK1.VEGF & AFP K F b5 (x£s)
Table 1 Comparison of serum TK1, VEGF and
AFP levels in 3 groups (x+s)

20 5] n  TK1(pmol/L) VEGF(ng/L) AFP(pg/L)
PHC4 73  3.66£1.27  221.07+63.26 45.44+23.25
RPE4 95  1.2240.64  95.25+36.18 19.73x11.92
fEfEd 50 0.67x020  41.69+13.24  5.03+1.98

F1E 236.911 282.910 107.315

P1E 0.000 0.000 0.000

2.2 Logistic [F1IH 4347

Logistic [71 5 43 # & 7~ , Il 7 TK1. VEGF &
AFP /KT8 J2 S8 PHC A B G KR N &
(P<0.05), WL#E2,

% 2 Logistic B34

Table 2 Logistic regression analysis

fetr BfH SE  Wald P{i OR{E  95%CI

TK1 -1.421 0342 17.271 0.000 0.241 0.124~0.472
VEGF -0.170 0.051 13.990 0.000 0.983 0.974~0.992
AFP —0.260 0.062 21.929 0.000 0.974 0.964~0.985

2.3 il TK1.VEGF K& AFP & il %t J5 % 1 i g
i W E

DL PHC 41 WA 4, DL R 4 R i 1 2 o)
W&, I3 TK1 ., VEGF A AFP £ %F PHC 2 W7 )
ROC 14k T i fH L %5 , TKI>VEGFE>AFP, Bt & #

M 52182 1L 7% TK1 . VEGF }2 AFP /K, B T
— 5 FHMEAE S PHC B2 Wibr o | 356G 9 2R
BE 5 3 T 45 6 AR A I 22 S A GE iR L
(P<0.05) , T 15 A5 A6 000 A 5 5 55 Bl ez 0 2% 5 G
GiiteEE X (P>0.05), WH 3,

£ 3 I TK1.VEGF & AFP #& % PHC 2 BT M &
Table 3 Diagnostic value of serum TK1, VEGF
and AFP in PHC

pope W RUE KRS Youden
YRmEME (%) (%) f5%

AUC  95%CI

TK1 225pmol/L 79.5 86.3 0.658 0.8880.836~0.940
VEGF 150.11 ng/L 78.1  84.8 0.629 0.8680.814~0.923
AFP 25.85pg/L 781  80.0 0.581 0.8610.799~0.922
ey

Wl 93.2 0.863 0.795 0.9350.902~0.968
VA

2.4 IiL7E TK1,VEGF M AFP £k g 5 & &
FERBLI K R

TK1.VEGF } AFP @& #3iA 4 3 4FHE A7 R 0 2%
INFARR IR AL, H = B4 4 A A7 ) /N F
R4 (P<0.05), W34,

®4 AEIME TKI.VEGF K AFP RiZERSBE 3 F4&E
FRILB(n(%) ]
Table 4 Comparison of 3 years survival rate of patients with
different TK1, VEGF and AFP expressions (n(%)]

S0 ik n EEE S - PIE

TK1 E#ik 37 5(13.51)
K&k 36 17(47.22)
VEGF @ik 37 5(13.51)
k35 36 17(47.22)
AFP  mFis 37 7(18.92)
k355 36 15(41.67)

25.687  0.000

25.687  0.000

12.478  0.001

3 itig
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A B TR AN M3 2 G & S WIAS B, TK1 7K
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TKL 0 7T AF S 3% Pk B 8 0 & 09 w58 A W 4R
PR, VEGF S {& #F IfiL 48 P K 38 58 1) 22 9 5
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Study on relationship between serum Copeptin level and levels of glucose

metabolism-related indicators in patients with PCOS
ZHANG Xianfeng*, XIAO Dan, GUO lJia

(Department of Obstetrics and Gynecology, the 967 Hospital of the Chinese People’s Liberation Army, Da-
lian, Liaoning, Chian, 116041)

[ABSTRACT] Objective To explore the relationship between serum Copeptin (CPT) level and lev-
els of glucose metabolism -related indicators in patients with polycystic ovary syndrome (PCOS). Methods
A total of 160 PCOS patients (observation group) with abnormal oral glucose tolerance test (OGTT ) and/or in-
sulin release test (IRT) who were treated between January 2016 and June 2019 were selected as the research
subjects, and another 60 patients with normal OGTT and IRT treated during the same period were included in
control group. The patients in observation group were divided into hyperinsulinemia (HI) group (n=72), im-
paired glucose tolerance (IGT) group (n=74), and type 2 diabetes mellitus (T2DM) group (n=14) according
to the OGTT and IRT results of patients. The general data, CPT and disease-related factors were compared all

groups, and the correlation between CPT and PCOS indicators was analyzed, and the ROC was used to evalu-
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ate the efficacy of CPT in diagnosing glucose metabolism abnormalities of PCOS. Results There were no sta-
tistically significant differences in the age and systolic blood pressure among the HI group, IGT group, T2DM
group and control group (P>0.05), and the BMI in the HI group, IGT group and T2DM group was higher
than that in the control group (P<0.05), and the diastolic blood pressure and WHR in the T2DM group were
higher than those in the control group (P<0.05). The levels of FINS, HOMA-IR and CPT in the HI group,
IGT group and T2DM group were higher than those in the control group (P<0.05), and the levels of FPG and
HOMA-IR in the IGT group and T2DM group were higher than those in the HI group (P<0.05), and the FPG
level in the T2DM group was higher than that in the IGT group (P<0.05), and the levels of FINS and CPT in
the T2DM group were higher than those in the HI group and IGT group (P<0.05), and the TG level in the
T2DM group was higher than that in the control group (P<0.05). Pearson correlation analysis showed that
BMI, WHR, FPG, FINS, HOMA-IR and TG were positively correlated with CPT (P<0.05) , and HDL-C
was negatively correlated with CPT (P<0.05). ROC curve showed that the area under the curve, optimal cut-
off value, sensitivity and specificity of CPT in the diagnosis of glucose metabolism abnormalities (IGT and
T2DM) of PCOS were 0.756 (95% CI: 0.689~0.823) , 13.699 pmol/L, 53.41% and 83.33%. Conclusion

CPT is correlated with multiple glucose metabolism indicators in patients with PCOS, and is an effective indi-

cator for predicting glucose metabolism abnormalities in patients with PCOS.

[KEY WORDS] Polycystic ovary syndrome ; Glucose metabolism ; Hyperinsulinemia; Serum Copeptin
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Table 1 Comparison of general data of each group (x+s)

— R HI 2 (n=72) IGT A (n=74)  T2DM 4 (n=14) Xt R ZH (n=60) F1H P

() 27.86+4.88 29.32+3.70 29.76+4.26 28.26+3.90 2.439 0.065
BMI (kg/m?) 26.60+3.57" 26.74+4.06" 28.105.79° 22.67+3.99 15.224 0.000
WHR (cm) 0.83+0.15 0.85+0.16 0.92+0.15" 0.83+0.10 4.960 0.006
e 45 & (mmHg ) 124.96+12.70 125.24+17.94 124.96+13.43 120.69+15.87 1.143 0.333
#F 3k (mmHg ) 81.20+10.20 83.98+12.85 85.65+10.98" 79.02+10.26 3.822 0.011

1 SX AR, P<0.05,
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CPT /K V34975 T X BB 4H (P<0.05) , IGT 2 . T2DM 4
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20 FPG /K -1 T IGT 4 (P<0.05) , T2DM 4 FINS
CPT /K15 F HI 41 1 IGT 4H (P<0.05) , T2DM #H
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2.4 CPT 27 PCOS i 554 1) ROC £k
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(IGT 1 T2DM) #y fth £ °F T A2 4 0.756 (95% CI
0.689~0.823) , i 1 I 5 {A 13.699 pmol/L . f{ /2% i
53.41% ¢ 53 83.33%
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PCOS J2 i #5558 Ml it 1% PR320 52 i) i 3 20
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2 FHHBKRFBHEHXEZERCPT 3T (v+s)

Table 2 Comparison of disease-related factors and CPT in each group (x+s)

=2 HI 2 (n=72) IGT 41 (n=74) T2DM 4 (n=14) X R 2H (n=60) F1{i P1H
FPG(mmol/L) 4.92+0.53 5.87+0.67% 7.73+1.31% 4.74+0.53 150.669  0.000
FINS (IU/L) 13.40+4.54° 13.56+3.07° 19.09+4.18™ 9.91+2.18 60.340 0.000
HOMA-IR 2.72+1.09° 4.06£5.02" 5.42+4.94% 1.6520.67 11.435 0.000
TG (mmol/L) 1.97+0.80 2.02+1.03 2.22+1.06° 1.65+0.75 3.607 0.027
TC (mmol/L) 4.40+0.48 4.32+0.61 4.37+0.67 4.2620.59 0.588 0.623
LDL-C (mmol/L) 3.31+0.53 3.47+0.56 3.62+1.13 3.35+0.72 1.780 0.152
HDL-C (mmol/L) 1.36+0.38 1.29+0.28 1.25+0.28 1.37+0.32 1.786 0.151
FSH(IU/L) 5.73+1.77 5.72+1.90 6.60+2.68 5.61+1.97 2.602 0.053
LH(IU/L) 9.08+5.68 8.98+4.33 7.34+4.68 9.97+5.51 2.548 0.057
T(nmol/L) 2.35+0.95 2.13+0.85 2.37+0.90 2.050.87 1.745 0.159
CPT (pmol/L) 12.89+2.53" 13.20+2.96° 15.55+3.10"™ 7.51+1.69 91.607 0.000

TE - S X I X, *P<0.05 5 5 HLZH X% L, "P<0.05; 5 IGT 44} Eb , °P<0.05.,

%3 CPT5PCOS B2&&IERMIERXME
Table 3 Correlation between CPT and PCOS
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BMI 0.674 0.000
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FINS 0.520 0.000
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TG 0.326 0.007
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The effect of co-treatment with GnRH-o and LNG-IUS on serum ENA-78 and

MCP-1 levels in post-operative patients with endometriosis

MA Xuelian', LI Haiyan®*

(1. Department of Laboratory , Dongying District People’s Hospital, Dongying, Shandong, China, 257000 ;
2. Department of Laboratory, New District Hospital, Dongying District, Dongying City, Dongying, Shan-
dong, China, 257000)

[ABSTRACT] Objective To analysis the correlation between serum ENA-78 and MCP-1 levels after
co-treatment of Gonadotropin-releasing hormone agonist (GnRH-a) and Levonorgestrel intrauterine sustained
release system (LNG-IUS) in post-operative patients with endometriosis. Methods 140 patients with endo-
metriosis were analyzed retrospectively, which divided into group A (post-operative application of simple
GnRH-a ), group B (post-operative application of simple LNG-IUS ), group C (post-operative application of
GnRH-« and LNG-IUS) and group D (just accept laparoscopic surgery ). The changes of serum ENA-78 and
MCP-1 levels in each group were monitored at the 6th postoperative month. Results The serum ENA-78 and
MCP-1 levels in the group A, B and C were apparently decreased compared with the group D (P value were
all <0.05) after treatment, and difference between the group C and the group B in ENA-78, difference be-
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tween the group C and group A in MCP-1 were statistically significantly (P<0.05), however, no differences
exist between the group A and B in MCP-1 levels (P>0.05), but different in ENA-78 (P<0.05). Additional-

ly, further analysis revealed the positive correlation between serum ENA-78 and MCP-1 levels in the group A,

B, and C. Conclusion combined administration of GnRH-a and LNG-IUS were better than single treatment

and shows a synergistic effect in post-operative patients with endometriosis, significantly reducing the serum

ENA-78 and MCP-1 levels in patients. This can provide a reliable theoretical basis for clinical treatment.
[KEY WORDS] Endometriosis; GnRH-o; LNG-IUS ; ENA-78; MCP-1
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AK 78 (epithelial neutrophil - activating peptide - 78,
ENA-78) & — M HA G-I R 508 K 7, BAZ 40
g ¥ fk 2 H - 1 (monocyte chemotactic protein 1,
MCP-1) J& — P BLA% R 058 248 A5 S 7o 6 PR 1
A G54 E R 0 B ) SRR R T A EM &
Joa AIL ) e Y Y AR O, BOR B2 SR E AT
FM, HAET,EM E2LLFARYIBRIEIT N E, LA
PRV J 93 2= RS TS0 R 30 77 (gonadotropin releas-
ing hormone analogues, GnRH-a ) 5%, 2 bR 175 22 il By
N 2% B & 4t (levonorgestrel - releasing intrauterine
system, LNG-IUS) 55 25913497 , 10 76 WA 1 19 L 35
. ALBTEE EM ARG B H 4L GnRH-a |
LNG-1US % GnRH-a+LNG-1US J7 M2 Ifil 7 ENA-
78 .MCP-1 /K- V- Z [ E &, A Ak EMIGYT I %
PRI PRI | b B AR I T i

1 X&5FZ

1.1 W4

PEHUABE I =8 2016 4F 1 H £ 20174F 1 ARy
140 151 EM A J5 835 AR 98 5 Bhia sy ik e i A
2H (R J5 246 1% ] GnRH-o) \B 2H (AR J5 B4l 7
LNG-1US) .C #4 (A J5 1§ GnRH-a F LNG-1US)
MDA (a5 FA), #4150 598 40,
40 .30 F1 30 f71] ; 4E- 1% 24~41 %, L4520 5B AR |
G R LR, ZR TR I E X (P>
0.05) , LA . AR 2B oiTFAR,
ARBA N SR IGIT , ARG R 8EI6 7 ik
HRLIAT, BE ARG IS SR8 BN O

iR o AR E XN R B4 2% 51 I
IR B E A B SR, OB IR E
1.2 REHRIT

GnRH-a H (A 4) : TARE 1 JH NG T iES
IKFEMAELR, 3.75 me/3, 1 W/dL 4 T 1R, E 6
H ; LNG-1US 4 (B 4 ) : R J5 57 Bk # 5 N LNG-
IUS ; GnRH-o +LNG-TUS(C4) : RJ5 1 F N4 T
3.75 mg IR AEMER ST T L4 8 1k, 36 I, 152Y
J& 1 H NCE B N LNG-TUS ; D 41« AT A ik 34
1.3 WL bR

SRR TR RIT IR 1 AR TER AR A, 4y
SR AR BB 3 A5 IR # ik UL 5 mL, 3 000 r/min , 5.0 10
min, B IV W&, R FH Tl 56 B 22 W Bf) 52 56; (Enzyme
Linked Immunosorbent Assay, ELISA) | %& Il i
ENA-78 .MCP-1 /K~ , "™ #% #% i ENA-78 .MCP-1
o 43 AT R0 G U8 B 13 (18 5] R&D A W) ) 1745
Y, B bRA Il 2 £1, BCHCE- 448, 4 450 nm ¢
AN WA, I AR o AR 2R B Bl BURE AR ENA-78
MCP-1 FHE .
1.4 GEit=5r T

K SPSS 16.0 Geit#Fik1r ge it ab 21, 3t
BRI (xs) Fon, ZA M LB R AN KT
22087 , 41 9] 2 8] % H Post-Hoc 43 #T , #H 5 P i 2%
H spearman ¥ 5 . P<0.05 £/~ 22 51 4 i 2%

2 #R

2.1 AYEBEFIRIT TG INE ENA-78 /KA1 i

A .B.C 345 D4 ENA-78 /KFE-FEI6 Y7 A L
B, EZRHEIT#E XL (P>0.05) ;69T G A B,
C 3415 D 41 ENA-78 /K Ftois , 2R HA G it
BEX(P<0.05), WK1, #F—L0PraiREnR, A
HE5BA AHNS5DY BASCH BAHASDAHK
CHYE DAz I, HA G127 (P<0.05) ,
k2,
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F1 AAEREBTHEHME ENA-78 K F TR 2.2 A BFEMIMNHE MCP-1 /K F A2 AL 1E

[(xs), pg/mL] A .B.C 345 D4 MCP-1 K FFEIRITF 1 22

FRG I3 X (P>0.05);8I7T A B.C3
205 D4 MCP-1 K- 2 7 A G il ¢ E 8

Table 1 Changes in serum ENA-78 levels before and after
treatment in the 4 groups of patients [ (x+s), pg/mL ]

ZEil n THITHT {GHAS] (P<0.05), W33, dt—H e RE R, AN
A 40 3.22+1.35 1.09+0.21 o 1 o L RSE A Ty S i ]

B 41 10 3.3541.54 1.59+0.75 C 4L MCP-1 7J‘( £$ ~A 815 D S MCP-1 K
CcH4l 30 2.96+1.29 0.79+0.35 V- B45 D 4y MCP-1 /K- C 415 D 4
D4 30 2.83x0.97 2.66x1.14 ¥H MCP-1 /KA Ee 3 22 B 5B G811 22 (P<0.05)
F1H 1.10 43.68 e

Pl 035 0.00 Tk Ao

R2 AHEBHEBTEHME ENA-78 K ERILLE

Table 2 Comparison of serum ENA-78 levels in the 4 groups of patients after treatment

A B4 C4 D%
95%CI P{H 95%CI P{H 95%CI Pl 95%CI Pl
AH - - 0.098~0.902  0.008 0.734~0.134 0.279 1.136~2.004  0.000
B4  0.098~0.902 0.008 - - 1.234~0.366 0.000 0.636~1.504  0.000
C4H  0.734~0.134 0.279 1.234~0.366  0.000 - - 1.406~2.334  0.000
D4 1.136~2.004 0.000 0.636~1.504  0.000 1.406~2.334 0.000 - -

F3 AEBERE LN E B M iE MCP-1 7k F 2.3 HIRIT AL ENA-78 5 MCP-1 /K- Z 1] 11
TUER [(v£s),ng/L] FH

Table 3 Changes of serum MCP-1 levels in 4 groups of A (r=0.368, P=0.028) .B (r=0.536, P=0.009) .

C(r=0.675,P=0.001)3 41 & & IAJ7 )5 [l ENA-78

patients at different monitoring periods [ (x+s),ng/L ]

sl n {AYT R (G R] 5 MCP-1 /K4 HA TEA K R (P{H15<0.05) .

A4 40 154.97+32.55 125.67+25.97

B 40 165.41+42.34 114.55+42.31 3 it

c4l 30 155.42+32.18 08.88+21.46 o i i

D4l 30 167.53+36.62 154.19+33.37 BN SR LRE Y e AL AN e A

FAH 112 15.92 [ AP35 AR EM 0 0 HR 0 IR R R I A

piit 035 0.00 55 v 2 A 08 0 R0 R T (0 S R S R Y

Fz4 AHEBHEERITERMEMCP-1 KEHLLE
Table 4 Comparison of serum MCP-1 levels in the 4 groups of patients after treatment
WA A4 RITIE B4 WWITIE C4 RITIE D4
205
95%CI PAE 95%CI P{H 95%CI P 95%CI P

Al - - 20.897~7.657  0.416 47.072~6.509  0.004 8.239~48.802  0.002

B4  29.897~7.657 0.416 - -
CH  47.072~-6.509 0.004
D4l  8.239~48.802 0.002

35.952~4.612 0.190
19.359~59.922  0.000

35.952~4.612 0.190

19.359~59.922  0.000
33.628~76.992  0.000
33.628~76.992  0.000 - -

i Js JRa 8 A 2 S AE R , ENA-78 55 MCP-1 7£ T8
PR RS S 179 & ML rh i E B AR 00
R £ SCHRHR 18 A S5 5 L GnRH-a 8% LNG-IUS 1]
PLEIT R, AR /K S ENA-78 5 MCP-1 W/ My 80
fiF5457 . EM O RYERAS (A EGRE B
EH AL T AL, b5 E RS G EYET
R IR R RRI R E Bl 45 T GnRH-«

o & LNG-IUS 397 I A LALLM 2 % .
GnRH-o 1E 0 H A3 HARIRI T 259, — J7 1 nl 41
) T 2 - B9 SRy 7 ol AR R R R RRAIG L 5
— 7 T LA A 2E EM 20 6 3 T 00 61 200 f 3 5 1)
YRR AR L5 1R 04 P 43 0 7 T 1) BI04 FH % A 446
SRR T ARG R R R . B NS LNG-
IUS &7 EM, —J7 TSR P 0% E 22 7K - TC W S
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SO, 55— T — YO0 AT AR SR I P K3k 5
A AT R E R AT A, BRI, ARSI B TEXT
CATF 5 RS0 5 TR 19 B85 %l ) GnRH-«
LNG-IUS . GnRH- a +LNG-1US Z§ ¥ 1697 |5 5
ENA-78 5 MCP-1 7K V- AH G , 1T RS RICR 1
25, AL EM RS I6 7 HRALIE R HE

T8 3 5T 45 B4 78 GnRH-« V497 EM #5 B —
FARDIBER SR E R Af . FE EM ARG EER
FH B — LNG-1US % 697, Ui 5. H GnRH-a 5
LNG-1US ¥ n] £ i R J5 EM & BI6)7 7 %, I
PRIE A T AU i 2 N R G e i A R E 25 .
AN, i 34K GnRH-« 5 LNG-IUS BESAE A5 =
Fhil BIIG YT , ENA-78 5 MCP-1 /K V-1 @A T 2.2
IGIT PRI G LT B — 12y, A a7
o HI, EM ARG B # H23Z GnRH-o 55 J5 R H
LNG-IUS {697, Al A %042 = 5 Bh 25 W06 97 0CR .
TE 1135 ENA-78 5 MCP-1 /K F- 2 [a] (I AH 6 E )7 T
W TEIRYT Ja B IEAH G R B 24 0 i 1 AR
e e b, F ool ge A INFEBR R, T2 ik —
5 BERH S50 R BHIE

AR Z AT T iz o H e B Al
55 AN Rl B IR TT 7 % 5 115 ENA-78 5 MCP-1 /K
R O FR A G KO AR AR Kk B BHIR T
RIS AT 255 % I8 R 2 8U7E 697 R
82 R T HoAh I i, LT 2 L A8 bR S5 K 2, ki
FIEIRITROR s IR FEA R 2K, ERg A A
[FGYT 7 R 5 &SR Z M N AE B R | (150556
S5 W HAKYEE ST AT B, S AR R
FTIFTE] 43 B, A BB & MR AN [R) 4 Bl 25 90 3R 97 19
EM AR5 8 3% ENA-78 5 MCP-1 /K- 76 A [m] B[]
B AR Ol

MM H 2, GnRH-o 5 LNG-IUS ¥ A /E 1697
FARGEM WA 25%) . B4 GnRH-a 155
J5 LNG-IUS 577 , ENA-78 5 MCP-1 /K F- T [ i
JEE R T — 2§ YRIT RO . R, W25 %
JEA AR R G B E B RN A IS RIT TR
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miR-155-5p ¥} FNDC3B & [Fl i3k NF-«B 155 1H %
DR B G VTR ER T AN BRI 1

B BAAT FE WA

(# ZE] BH I miR-155-5p X BT R PR ARG HT R T 152 Ko Fhlil . Ak o
BRSO AN, BB IR (NC)2H 4/ Z-18 (IL-1B)4H . 1.2.3 4.5 4 . S2mf9% )% 5E # PCR(RT-gP-
CR) M miR-155-5p 1 I 150 2T 4 3% 432 25 11 45 #4125 1 3B (FNDC3B ) mRNA 235 7K - 5 5 14 5 B 378 (West-
ern blot) 46l FNDC3B . £l it & 401 25 11 D1(Cyclin D1) £ 16 2 bt 22 2 R 2% 2 R 45 1 i -3 ( Cleaved-cas-
pase-3) BRI p65 (p-p65) R 1k 4% [Fl F kappaB #l il #5 11 « (p-IxBo) £ F1 33k ; A 407 & 8
(CCK-8) R 4 B A7 15 2 5 i 2R B AAG I A0 B A T 5 XEE 2R B A5 S 40 40 31F miR-155-5p Fl FNDC3B [¥)
MR, R IL-1B8 S A 41 miR-155-5p 5 #1% (3.1220.31 vs 1.00+0.10) , FNDC3B mRNA
(0.36£0.03 vs 1.03x0.11) F14E 1 (0.40£0.04 vs 0.88+0.08) K 21k (P<0.05) , H IL-1B 7] i75 S 50H 40 M Ja 7
(20.46%2.05 vs 6.33+£0.60) , 1] miR-155-5p &3k , IL-1B -5 A 50 41 I v 41 MO 77 1% 28 71 155 (83.12+8.30
vs 49.0524.91) , 40 i 8 T ZL A (9.86+0.98 vs 18.26+1.80) (P<0.05) ; 1t #ik FNDC3B, 41 il 17 1% % T 5
(89.058.90 vs 50.77+5.10) , 4L 4 - 2L A% (10.66+1.08 vs 19.89+1.95) (P<0.05) , miR-155-5p #{1 i & 14
FNDC3B ; fll il miR-155-5p 235 7] il il p-p65 . p-IkBa 3% ; (K715 FNDC3B 1] LA 4318 % miR-155-5p 1
FERNT IL-1B 175 S A0 B AN 4 PR T % NF-kB {5 5 BE AU, 518 M1 miR-155-5p F3k T g
i [ 15 FNDC3B i iff IL-10 175 5 (4 B A 3 4, 30l 40 i v, HLG W] B85 NF-wB 553 J A ¢ .

[3£483A] miR-155-5p; FNDC3B; H ¢ & ; FB AN ; BI5H; J1°; NF-«B {55 #%

miR - 155 - 5p targeting FNDC3B gene regulates osteoarthritis chondrocyte

proliferation and apoptosis through NF-kB signaling pathway

XIE Jin', SHU Lili**, SU Qian', XIAO Xiong'

(1. Department of Orthopedics, Guangxi International Zhuang Medical Hospital, Nanning, Guangxi, China,
530021 ; 2. Department of Respiratory Diseases, Guangxi International Zhuang Medical Hospital, Nanning,
Guangxi, China, 530021 )

[ABSTRACT] Objective To investigate the effect of miR-155-5p on the proliferation and apoptosis
of osteoarthritis chondrocytes and its molecular mechanism. Methods The chondrocytes were isolated and
cultured, and the control (NC) group, interleukin-1@ (IL-18) group, 1, 2, 3, 4, 5 groups were set. Real-
time fluorescence quantitative PCR (RT-qPCR) was used to detect miR-155-5p and fibronectin type Il do-
main containing 3B (FNDC3B) mRNA expression. Western blot was used to detect FNDC3B and cyclin D1
(Cyclin D1), Cleaved caspase-3 (Cleaved-caspase-3), phosphorylated p65 (p-p65), phosphorylated nuclear
factor kappaB inhibitor protein a (p-IkBa) protein.Cell counting kit-8 (CCK-8) was used to detect cell surviv-

al rate; flow cytometry was used to detect cell apoptosis; dual luciferase report experiment was used to verify

AEeRA 78 A %K P ELASRM(GZZ2C2019019)

F s S BEREEEREGA, @, d T 530021
2.7 {EREE ERSFRBA, B, & T 530021

*BAFHEH AT H A, E-mail : 349653959@(q.com
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the targeting relationship between miR-155-5p and FNDC3B. Results L-1f induced high expression of miR-
155-5p in chondrocytes (3.12+0.31 vs 1.00£0.10) , low expression of FNDC3B mRNA (0.36+0.03 vs 1.03+
0.11) and protein (0.4020.04 vs 0.88+0.08) ( P<0.05), and IL-1B can induce chondrocyte apoptosis (20.46+
2.05 vs 6.33+0.60). Inhibition of miR-155-5p expression, IL-1B-induced chondrocyte cell survival rate was in-
creased (83.12 + 8.30 vs 49.05 + 4.91) , cell apoptosis rate was decreased (9.86x0.98 vs 18.26 + 1.80) (P <
0.05). Overexpression of FNDC3B, the cell survival rate was increased (89.05 + 8.90 vs 50.77 + 5.10) and
the apoptosis rate was decreased (10.66 + 1.08 vs 19.89 + 1.95) (P < 0.05). miR-155-5p targeted regulation of
FNDC3B, inhibiting miR - 155 - 5p expression can inhibit p-p65 and p-IkBa levels. Down regulation of
FNDC3B can partially reverse the miR-155-5p low expression on chondrocyte proliferation, apoptosis and the
influence of NF-«B signaling pathway induced by IL-1B. Conclusions Inhibition of miR-155-5p expression
may promote IL-1(-induced chondrocyte proliferation and inhibit apoptosis by up-regulating FNDC3B, and it

may be related to the NF-kB signaling pathway.

[KEY WORDS] MiR-155-5p; FNDC3B; Osteoarthritis; chondrocytes; Proliferation; apoptosis; NF-

kB signaling pathway

BT ROZRIT AR, S R i T
PEREIR , B0 ST R A T I AR 00 A R 15
P& s BB T R B SR,
miRNA 52 Wi B 5677 R I B & J& | rTAE b i ¢
TR ALA: PR R R ST RG> A
FEIRE , FE RO R AN ST R B E W A 4U0h
miR-155 ik . ERIE Y R B L5 o miR-
155-5p ik , HgRik K Al AR 2 MR JE T 4212
W I B0 R LS AR, miR-155 38 A 411 4 B 4
FELA LTI 7R 23 4 AR 1 S5 R B 11 3B (fi-
bronectin type Il domain containing 3B, FNDC3B )
FENL T YL (6K 3g26 |, T FNDC3B I [ AI% 5
TRAN A 3G 5 R A2 RE 1 SR miR-155-5p
F ENDC3B X 515 5 200 338 58 R 8 1 1 52 e S
miR-155-5p #& 7518 11 18 45 FNDC3B 5% il 50 B 4 it
WAL AP TR M ANE R . F1 40 % -1 (Interleu-
kin-1B, IL-18) & —FP 4 & K+, H A5 50 4
PTG, AR S5 3 A AT A 2 -18 (Inter-
leukin- 1@, IL- 13 ) &b P 1 40 A 37 B OG5 4 5
Y, AF5E miR-155-5p Xof O 5 4B 4 ML 5 A 11
s e AL & 75 5 FNDC3B A Ko

1 MREFE

1.1 —eweR

PEHL 2017 4F 1 H & 2019 4F 12 A e AR BidT %
THEBARBE X REHAL 56, Lo 53
], 2ot 2 )5 AR A (62.1+5.23) % 5 B 675 R A2
P e 2 B8 S8 T XN 2 & R B T R 2 Wi bs
HES o HEBR s o B At ] 52 e OG5 R 1S 1 &

JEIE , B 83 2] 2 HLAVE -
1.2 R

DMEM ¢ & 15 37 3 (5 10% i 4= 138 ) 1 B b
R EA YR A RA R HHEEEW A L
TE A YR A BR S | 5 T8 1 R 1 36 15 Sigma
o] RSB HRGESE AR AR AR A A
F A R -18 (IL-18) W A R gl B AE R A
PR ] 5 Trizol 3071 | S e sl 7 6 9O 1 i 7
& A 22 [E Progema /A ] ; - 1] T2 (bicincho-
ninic acid, BCA) i & .RIPA i H 24 /i ik Ity B £
= RAEYFARBFT BRI V-SSR IO R
(Annexin V-FITC) FIlAL P8 £ (P1) 33057 & Xt
F RS DA ) £ [ b 5T Solarbio 24 H] .
1.3 HCE ML o B 5 7

WO OB 2, Fe R i TR A5 HA 241 21 )5 5
BRI, PBS #h 56 3 RGO & 0.25% Y [ 28 1 it
HIE AL 30 min, 7 0.1% 7 11 i Bt 914 46 30 min,
THALJS FH 200 H 5 P 08 70 25 S T 5 1%
H#E % Z 1 DMEM 5¢ & 15 = 3 WF T 37°C .5% CO,
FRER WG 2~3 AN T IR 22505
1.4 Hakb IS 5040

F1 10 ng/mL TL-18 4b BEECE 41 24 h #E 57 5¢
TR ALY 0N TL-18 4, IEF 55 3R 1 40
JLAE R %) B (NC ) 4H 5 #% anti-miR-NC ,anti-miR-155-
5p .pcDNA-NC . pcDNA-FNDC3B % Yt 2 4 15 4 ifd
W5 H 10 ng/ml TL-18 4L B, {24 1 (IL-1pB +anti-
miR-NC) i .2 (IL-1B+anti-miR-155-5p) £ . 3 (IL-
1B8+pcDNA-NC) 4 .4 (IL-1B+pcDNA-FNDC3B)
ZH 5 # anti-miR-155-5p 5 si-NC . si-FNDC3B /% Ju
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ZHCE 40 5 P 10 ng/ml IL-18 4L 3,38 K 5
(IL-1B+anti-miR-155-5p+si-NC ) 2 . 6 (IL-1B+anti-
miR-155-5p+si-FNDC3B ) 41 .
1.5 SEBFPEEE & PCR(RT-qPCR) £l miR-155-
5p #l FNDC3B mRNA 23k /K-

Fie SCHR I 35 i AT #4F . miR-155-5p
FNDC3B 4%k U6 fl GAPDH A N £,
1.6 ZERENE (Western blot) 3246l FNDC3B .Cy-
clinD1 Cleaved-caspase-3 .p-p65 .p-IkBa F 13534

P SCHER 7 HEA TR . Hoh — PR Rk
9 1:1 000, —Hrhi BRI 1:2 000,
1.7 CCK-8 K1l i ff A7 35 R

K597 48 h (W 4n i, & FL A 10 pL CCK-8
WAL EE 2 h J5, B bR ORI £ 25 44 i 490 nm
WK AL B FE(E (OD) o 40 A7 76 R (% ) =5
¥4 OD {H/%5 14 %} IR 4] OD {x100% , 5246 # 42
1.8 it 4 A SRS 248 L 97 1 B WU e 2R AT A
S5 S

Ki g% A8 h 4 i, PBS 52 0% 2 YK, 43 3l Annex-
in V-FITC #l P1 45 5 wL, 8RR 41, & Bt &
15 min, AR, SCIE A 31K,

FIHES AT miR-155-5p 454 v 5. ENDC3B-3'
UTR B A= R Ko 58 A5 g 5 e DR 48044, 7 300 B 4
Hh#E Yt miR-155-5p mimics Al ENDC3B H 4 I J% %€
ARG S Ak, LYk 48 b, AR RN B U
WA I ¢ 56 25 W6 7% o FF miR-NC . miR-155-5p .
anti-miR-NC , anti-miR-155-5p % Yt £ 8B 40 g v,
Fi2 1.5 WP 5 A6 ENDC3B 5 [ # ik .
1.9 Gt

K FH SPSS 20.0 A 74012530, THEBOR
(& +5) 3R, B HUEEA T e K56, 2240 0] Fb R F
NZE 250, VA P<0.05 NGS5 L,

2 #R

21 FEIL-1B 5 M 40 b, miR-155-5p 1
FNDC3B ik

5 X IRALAR LG, TL-18 ZH 0B 2 Jfd rf miR-155-
5p %1% KF-TH i, FNDC3B mRNA 1% [ 3£ ik K
R 2E T A G E R L(P<0.05) . LE1, 1,

NC IL-1B

FNDC3B 133 KDa

B-actin 42 KDa

B 1 Western Blot #ifll FNDC3B & H &%
Figure 1 Western Blot detection of FNDC3B protein

expression

*1 IL- 13 BFSHHE M H miR-155-5p #1 FNDC3B
HRIE (x +5,n=9)
Table 1 Expression of miR-155-5p and FNDC3B in
chondrocytes induced by IL-18 (x +s5,1n=9)

ZH%] miR-155-5p FNDC3B mRNA FNDC3B protein

NC  1.00£0.10 1.03£0.11 0.88+0.08
IL-1p  3.12+0.31 0.36+0.03 0.40+0.04
i 19.525 17.629 16.100

P{H 0.000 0.000 0.000

2.2 IkF K miR-155-5p X IL-1B 4bF A4 550 41 it
S P ER N DA |

50 R AR L, TIL-18 2 %KCE 40 il miR-155-
5p 3K /K T+ , CyclinD1 # ik K &A% , Cleaved
-caspase-3 FIR 7KV T, A LA TG ZE KRR, 4t
TR I (P<0.05) 3 5 1 A H, 2 4B 40 i v
miR-155-5p F kK F-FEAL, CyclinD1 & ik K- F+
15 , Cleaved-caspase-3 7 ik 7K - F#AG , 41 i A7 15 %
Thes, A TR FER (P<0.05) . WLF 2,

&2 ERRE miR-155-5p R A B A AILTE, MBI HBT (x+5,n=9)

Table 2 Low expression of miR-155-5p promotes chondrocyte proliferation and inhibits apoptosis (x +s,7=9)

ZH 5 miR-155-5p CyclinD1 Cleaved-caspase-3 MIAETE R (%) MIEHET R (%)
NC 1.00£0.12 0.72+0.07 0.40+0.04 102.11£10.01 6.33£0.60

IL-1B 3.21+0.32° 0.34+0.03" 0.95+0.10° 52.13+5.20° 20.46x2.05*
141 3.16x£0.30 0.36x0.04 0.98+0.08 49.05+4.91 18.26+1.80
24 1.42+0.14° 0.61+0.06" 0.58+0.05" 83.12+8.30 9.86+0.98°
F1& 211.488 115.064 141.820 106.311 185.624.
P{E 0.000 0.000 0.000 0.000 0.000

. 5 NC A, 'P<0.05; 5 IL-1B+anti-miR-NC H&, P<0.05,
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2.3 [E 71K FNDC3B X IL-1B 40 FH i) 450 F 40 if 14
BE AT T 1 520
53 4IM L, 4 415K 4Bl FNDC3B ik /K

SEF 5, CyclinD1 35K F+ 5 , Cleaved-caspase-3
AR A REA, AR AETE 28T, 20 L 0 1 R BTG
(P<0.05), %3,0K 2,

=3 BFRILZFNDC3B X IL-10 B S HMEEFUE TR (x+5,0=9)
Table 3  Effect of high expression of FNDC3B on IL-1B-treated chondrocyte proliferation and apoptosis (x +s,n=9)

205 FNDC3B CyclinD1 Cleaved-caspase-3 MM E (%) AT (%)

34 0.42+0.04 0.34+0.03 0.99+0.10 50.77+5.10 19.89+1.95

44 0.74x0.07 0.60+0.06 0.55x0.03 89.05+8.90 10.66x1.08

tE 11.907 11.628 12.643 11.196 12.422

P{H 0.000 0.000 0.000 0.000 0.000

£ 4 miR-NC 5 miR-155-5p 5§ & B £ 48 B 40 A
e D BB S EEEMRA (v+5,n=0)
CyclinD1 36 KDa

Cleaved-caspase-3 19 KDa

B-actin 42 KDa

1. IL-1B+pcDNA-NC;; 4. IL-1B+pcDNA-FNDC3B.,
& 2 Western Blot #ill FNDC3B . CyclinD1 #A Cleaved-
caspase-3 R AR %
Figure 2 Western Blot detection of protein expression of
FNDC3B, CyclinD1 and Cleaved-caspase-3

2.4 miR-155-5p #L[1] FNDC3B

starbase ¢ #& & W P i /R miR - 155-5p 5
FNDC3B f-7E 45 G mi (Bl 3A) o 9t R MR i
SIS R, 5 miR-NC 414 e, miR-155-5p 41 H %
Y FNDC3B BT Az AU 2 44 19 41 i ¢ 5t 2= i 35 1
Z AR (P<0.05) ;5 i i Y« FNDC3B 5 45 % 2% 1K (1)
MO EME LR EER(F4) ., 5 miR-
NC 414 k. , miR-155-5p 41 FNDC3B & ik /K *F- [
& (P<0.05) , 55 anti-miR-NC 41 #H [t , anti-miR-155
-5p i FNDC3B A 7KF- Tt (P<0.05) (¥ 3B ) .

FNDC3B 133 kDa

B-actin 42 kDa

1 : A iy stabase X} miR-155-5p I ENDC3B 45 45 iff 17 Fl il 7 5 &
B & Western Blot £ il FNDC3B #iA & . 1. miR-NC; 2. miR-
155-5p; 3. anti-miR-NC; 4. anti-miR-155-5p .
B3  miR-155-5p #8[6)i# FNDC3B &ik
Figure 3 miR-155-5p targets FNDC3B expression

Table 4 Detection of double luciferase activity after co-

transfection of miR-NC or miR-155-5p with reporter plasmid

(x+s,n=9)
DGR TG
2 51

WT MUT
miR-NC 1.00+0.11 1.03+0.10
miR-155-5p 0.4120.04 1.01£0.12

t1H 15.122 0.384

P1E 0.000 0.706

2.5 k715 FNDC3B i LL #4335 miR-155-5p
IR IR TL- 13 A 34 %) 0 40 A 34 40 0 1 1
20|

5 5 4LAH I , 6 4H FNDC3B % ik /K F [ A%,
CyclinD1 &k 7K - [#AIK , Cleaved-caspase-3 ik 7K
T A0 A TS AR, A0 A T A T (P<
0.05) WL 4,% 5,

1 2
FNDC3B 133 KDa
CyclinD1 36 KDa
Cleavedcaspase-3 19 KDa
B-actin 42 KDa

¥ : 1. IL-1B+anti-miR-155-5p+si-NC ; 2. IL-1B+anti-miR-155-5p+si-
FNDC3B .
& 4 Western Blot #:ill] FNDC3B ., CyclinD1 #A Cleaved-
caspase-3 & H &K%
Figure 4 Western Blot detection of FNDC3B, CyclinD1 and

Cleaved-caspase-3 protein expression

2.6 IL-1P AbFHAYAKE 4 i NF-«B {55 518 #AH
KB A
514, 2 A F i p-p65.p-IkBa
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Fz5 {KFKIZEFNDC3B T AER S i % miR-155-5p R FIAXT IL-18 &b IR A 4K B HARIE A ANBA T BRI (x+5,n=9)
Table 5 Low expression of FNDC3B can partially reverse the effect of miR-155-5p low expression on IL-13-treated chondrocyte

proliferation and apoptosis (x +s,n=9)

21 51 FNDC3B CyclinD1 Cleaved-caspase-3 RAFTE R (%) MIHT R (%)
54 0.74+0.07 0.63+0.06 0.55+0.05 84.55%8.50 9.03+0.90
64 0.53+0.05 0.42+0.04 0.86+0.08 61.07+6.11 15.67+1.53
il 7.324 8.737 9.858 6.729 11.222
P1H 0.000 0.000 0.000 0.000 0.000

R (P<0.05) 5 5 5 2 EE , 6 4L 5501 4 i b
p-p65 .p-IkBa F ik /K- T (P<0.05) . ILEL 5,
1 2 3 4

p-p65 65 KDa

p-IkBa 39 KDa

B-actin 42 KDa

1 : 1. IL-1B+anti-miR-NC ; 2.IL-1B+anti-miR-155-5p; 3. IL-1B+anti
-miR-155-5p+si-NC; 4. IL-1 +anti-miR-155-5p+si-FNDC3B ., 4
IL-1B+anti-miR-NC FL %57, *P<0.05; 55 IL-1B+anti-miR-155-5p+si-NC
38, "P<0.05,
& 5 Western Blot #& il p-p65.p-IkBa & H &Ki&
Figure 5 Western Blot detection of p-p65 and p-IkBa

protein expression

3 it

O BB W IR By DG 48 EE ELRRAE A A
M TR A R A A TR
KR REZEMN . FREV mRNA S ST
OO R BCE A0 MBS A L 0E T S de i R E
U MRS HRGE FEOR B A IR T S I O R R
# 1 miR-155-5p F kK F-FEAL . miR-155-5p
FRACE AR TIE TR, AL
g5 R W IL-18 1755 B9 48 4 g tf miR-155-5p
1 283K 5 M miR-155-5p 35 , IL-1B i S 4K
4 il CyclinD1 #& ik 7K - F+ 15 , Cleaved-caspase-
3 FARIKOV-FEAR , 4 B A 05 5 Tt e, A A T
A o U8 WI4  miR-155-5p 3235 Al {2 #F IL-1B i
S A R A I AR T Ak — P
5% miR-155-5p 5% el $ B 240 M 364 8 8 T iy L
A SZIG M T miR-155-5p ] fE A # mRNA , 4%
7R, miR-155-5p 7] #8 [1] 3 % FNDC3B, A< 5% 5
g5 R WoR IL-1B8 5 5 19 2KCH 40 M th FNDC3B fi%
Feik ;i F38 FNDC3B A {2 i TL-18 i 5 i #0
Y0 e A, A AR R T HAR S A K AR R
ik FNDC3B 1] L #B 43 3% #% miR-155-5p Ik & ik X

IL-18 Ab B A 4KCB A0 3G 5l DR T g 2
miR-155-5p A fg i i I ¥ FNDC3B 5% i $% 5 4
L35 AR T

W 5% ¢ BH % A T - kB (Nuclear factor kB, NF-
kB) 15 53l J% S 5 I JR = 508 A0 i i 4 L oAk
AT ET R R EE R RS Ty 2
FFE ™ A He 238 2 P ] NF-wB 385006 855 RE
IABE T 5B 200 L 356 IO I A R 20 L T, R B R A
HEER™ . miR-155-5p A i# i 5345 NF-«B 4
FRRMIRAE T R RAEFRR o AL L5 R
7, M miR-155-5p ik, p-p65 . p-IkBa ik 7K
25 AR 5 BB ] miR-155-5p 22 34 AT 411 i) NE-
kB {5 5 F G o MR 35 FNDC3B # J5 i 5%
T miR-155-5p {2235 % NF-kB {5551 i i 40 i 7
Mo #2278, miR-155-5p 7] g 18 i 9% ¥ FNDC3B i
M52 NF-kB {5 538 %

ZE Rk, 40 ) miR-155-5p 2 34 A BE i it
I % FNDC3B {i& # IL-1B i 5 19 415 40 A 1%
B, 40 B T, T BB 5 NF-«B {5 5 i
A K

5% STk

(1] w8, pR gt B SC T RIRYT s M E et e 1], I
52, 2019, 34(9) : 900-903.

(2] R b, AR, BRER, 4% . miRNAs X JC 1Y 48 I 4 (1 BF
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embedded synovial tissues of patients with rheumatoid arthri-
tis and osteoarthritis[J . Virchows Arch, 2016, 469(1): 93-
100.
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FIRAKCEAESE KR SCTT RAZTT i i RN FH AT [T ]
PRE I e 22k, 2017, 38(18) 1 2607-2600.

[5] D’Adamo S, Alvarez-Garcia O, Muramatsu Y, et al. Mi-
croRNA-155 suppresses autophagy in chondrocytes by modu-
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S S TNST ] . PDK-1 EAEREEY RS
I A 38 BREFAIE . 190 (R AH e Pk

FEAET BRME RKIAE

[ ZE] BB FiTEmREKIE N 1(TNSL) B LB 8 85 1 (PDK-1) B M3k
T S A BURRAE R BARSEE . AR R 112 ) 8 0 R I O BRERE, Ui R R E R R
S TR IO 9 55 2 AU B2 AR AS AT S s A AU e ke L R SR G T 1 R 4 40 5 0 55 41 41 TNS]
1 (PDK-1 2 [ B 223k, B 9 4120 TNST & 11 . PDK-1 4 [ 3% 35 5 6 AR 55 38 7 AiE S BUS A6 ¢
o ER HEAL01 TNS PDK-1 8 1B R 5 R m T o2 414, 22 55 oA G2 B L (P<0.05) ;
B B R W A R R R T A B A e 41 20 TNST R [ B PR ah A L, 22 S B Giit
SL(P<0.05) ; ' 9 FR 3 S [) I Jue K LA G B2 43 TMIN 23 309 T TR 3 J e P b L 2 e 35 5 1 1
N2 PDK-1 2 [ PR SR8 A L, 22 2 GeiT 2538 L (P<0.05) 5 B 414 PDK-1 2 (1 PHYE %A% 3
AR R A A AR T BAME 35 # , TNST 28 (1 B P 235 % 3 48 Bk A A7 TR ME Rk 3 (P<0.05) .
2 B LS PDK-1.TNSI 2K 2 i RS, H 7 5 0 I PR B AE A 56 , 46000 15 9 20 40
PDK-1.TNS1 & 135X} B 5@ B BUS WA A B2 5 3 .

[%#iR] H4&; Tensinl Z [ ; PDK-1 & [ i AR ERARAE ; TG

Significance of TNS1 and PDK-1 protein expression in gastric cancer patients

and their correlation with clinicopathological features and prognosis

LI Weiwei*, YANG Qinghui, CAI Weimei

(Department of Oncology, the First Affiliated Hospital of Xinxiang Medical College, Xinxiang, Hennan,
China, 453100)

[ABSTRACT] Objective To explore the significance of positive expression of tensin 1 (TNS1) and
phosphoinositide-dependent protein kinase 1 (PDK-1) in patients with gastric cancer and their correlation with
clinicopathological features and prognosis. Methods The clinical and pathological data of 112 patients with
gastric cancer were selected, and the postoperative gastric cancer tissues and corresponding histopathological
specimens were collected for immunohistochemical staining. The expressions of TNS1 protein and PDK-1 pro-
tein in gastric cancer tissues and adjacent tissues, the correlation between the expression of TNS1 protein and
PDK-1 protein and clinicopathological characteristics and prognosis in gastric cancer tissues were observed and
statistically correlated. Results The positive expression rate of TNS1 and PDK-1 protein in gastric cancer tis-
sues was higher than that in adjacent tissues, and the difference was statistically significant (P<0.05) ; lymph
node metastasis in patients with gastric cancer compared with the positive expression rate of TNS1 protein in
cancer tissues without lymph node metastasis, there was a statistically significant difference (P<0.05). Com-
pared with the positive expression rate of PDK-1 protein in gastric cancer tissues, the maximum diameter,

pathological grade, TMN stage, invasion depth and lymph node metastasis of gastric cancer patients were sta-

K AR B T AHE £ B (201702123)
VB #l5 . 3 % EFRE —WEERIE N —mKX, T, % 453100
*i@AZ Ve 45 4% , E-mail : 13837384916@163.com
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tistically significant (P<0.05); PDK in gastric cancer tissues the 3-year overall survival rate of -1 protein posi-

tive expression was lower than that of negative expression, and the 3-year overall survival rate of TNS1 protein

positive expression was higher than that of negative expression (P<0.05). Conclusion After gastric cancer,

PDK-1 and TNSI proteins are highly expressed, and both are related to the clinicopathological characteristics

of patients. Detecting the expression of PDK-1 and TNSI proteins in gastric cancer tissues has an important sig-

nificance for the prognosis of gastric cancer patients.

[KEY WORDS] Gastric cancer; TNS1 protein; PDK-1 protein; Clinicopathological characteristics ;

Prognosis
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B Z PR, PBS & BLp vk, 1 SEHT A TNS1 £
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(1%) , AT, A ZH1 (1gG) , il 30 min, £ 5
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®1 WATNSIEA.PDK-1 EAMAMRIER (n(%)]
Table 1 positive expression rates of TNS1 protein and pdk-1
protein in 2 groups [1(%) ]

21 5 n TNS1 & [ PDK-1 & [
B 112 92(82.14) 84(75.00)
S R 112 47(41.96) 2(1.79)

Paic] 38.392 126.911

P{H 0.000 0.000

2.2 TNSI1.PKK-1 # H %155 H 95 I AR BRERE
AR
ANTEVAES R0 R e K AR W B2 A )

TMN 3 S = i TR BE AR B s 41 21 v TNS1 & A
PHAME SRR A L, 22 R 4124 X (P>0.05) , B
i RE R AR G55 5 R R R S5 R B R
H 21 TNST 8 IR R IR R A, 22 R A 51T
=Y (P<0.05), W2,
2.3 FViMALEIE N

B 4120 PDK-1 2R [ PHME SR IR 3 4F Sk
AR TR IR S, NS S MR IAE 3
ERRAEA R E TR E S ER A5
BX(P<0.05), WFE3 K1,

#&2 TNS1.PDK-1 EBRIZEEBEIGKRFEFEEXE (%) ]

Table 2 correlation between TNS1,PDK-1 protein expression and clinicopathological features of gastric cancer [1n(%) ]

I PR g BHA HE n TNS1EHHER P H P1H PDK-1 & H FH %R PAIEN P
P51 5 79 84.71(67/79) 77.22(61/79)
E’s 33 75.76(25/33) 13000254 69.70(23/33) 0-702 - 0.402
A iy <65 % 76 80.26(61/76) 72.37(55/76)
) ) 2. :
=65 % 36 86.11(31/36) 0.570° 0.450 80.56(29/36) 3000124
i K AR <5 cm 62 79.03(49/62) 64.52(40/62)
=5cm 50 86.00(43/50) 0916 0.339 88.00(44/50) 814l 0.004
LI S (3 4 29 68.97(20/29) 44.83(13/29)
ok 33 87.88(29/33) 4680  0.096 81.82(27/33) 19.405  0.000
=tk 50 86.00(43/50) 88.00(44/50)
TMN 4338 I~T 53 79.25(42/53) 54.72(29/53)
m~v 59 84.75(50/59) 0.576 0.448 93.22(55/59) 22075 0.000
R Joizi 30 70.00(21/30) 53.33(16/30)
BE<1/2 46 91.30(42/46) 5710 0.058 76.09(35/46) 12.873  0.002
BiH=1/2 36 80.56(29/36) 91.67(33/36)
MEEERE & 46 63.04(29/46) 91.30(42/46)
19.41 ) 11. }
& 66 95.45(63/66) 9413 0.000 63.64(42/66) o7 0.001

&3 PDK-1ZEA.TNSI ZEARZESEES FLEEFRMYEXME

Table 3 correlation between expression of pdk-1 protein and TNS1 protein and 3-year overall survival rate of gastric cancer

S TNS1 & [ PDK-1 &1
4
FHAE: (n=92) B (n=20) FHAE: (n=84.) B (n=28)
AR AT 62(67.39) 8(40.00) 45(53.57) 25(89.29)
718 5.259 11.429
P{E 0.022 0.001
HEAE AT M R R HEAF 5T PR AL s
1.0 1.0 3 'l:‘-.'-'lo/l’:
0.8 0.8
.. . BT R, Tensin 8 F )12 25 A0 MO FH KT 44
& & 0 N VIR w, s,
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B 1 TNSI.PDK-14£FS#
Figure 1 TNSI1.PDK-1 survival analysis
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The expression changes and clinical value of IL-8, IL-6 and hs-CRP before and

after operation of ischemic cerebrovascular disease
REN Yinggiao'*, LI Zhanzeng®, WU Shuling’, LU Yanhui*

(1. Neurology Dept, Tangshan Likang Hospital, Tangshan, Hebei, China, 063000; 2. Neurology Dept,
Tangshan People’s Hospital, Tangshan, Hebei, China, 063000)

[ABSTRACT] Objective To investigate the expression and clinical value of interleukin-8 (IL-8), in-
terleukin-6 (IL-6), and hypersensitive C-reactive protein (hs-CRP) before and after operation of ischemic
cerebrovascular disease (ICD). Methods 122 cases of ICD patients in Tangshan Likang Hospital were select-
ed as the observation group, and 120 healthy persons in the same period were selected as the control group.
The observation group all received intravascular interventional therapy. The levels of serum IL-8, IL-6 and hs-
CRP between the two groups were measured and compared. The change trend of serum factor levels in the ob-
servation group were analyzed before operation and after 1, 2, and 3 courses of treatment. Followed up for 1
year, subjects were divided into the survivors and deceased groups, clinical data of patients with different prog-
nosis and serum factor levels were compared during preoperative and postoperative 1, 2, and 3 courses of treat-
ment. The risk factors were analyzed for death of ICD patients after 1 year, Kaplan-Meier curve was used for

survival analysis. Results The serum levels of IL-8, IL-6 and hs-CRP in the observation group were higher
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than those in the control group (P<0.05). The serum IL-8, IL-6 and hs-CRP levels in 1, 2 and 3 courses after
surgery were lower than those before surgery and showed a decreasing trend (P<0.05). The survivors’ serum
IL-8, IL-6 and hs-CRP at 1, 2 and 3 courses after surgery were lower than those before surgery and those who
died before surgery (P<0.05). Logistic regression coefficient analysis showed that vascular stenosis, hyperten-
sion, diabetes, smoking, and serum IL-8, IL-6, hs-CRP levels were independent risk factors for ICD progno-
sis (P<0.05). The survival rate of those with high expression of serum IL-8, IL-6 and hs-CRP was lower than
those with low expression after 3 courses of surgery (P<0.05). Conclusion The development of ICD is af-
fected by many factors, among which the serum IL-8, IL-6, hs-CRP has are closely related to the prognosis of

ICD patients, and can be used as an auxiliary indicator for disease diagnosis and prognosis prediction.

[KEY WORDS] Interleukin-8; Interleukin-6; Hypersensitive C-reactive protein; Ischemic cerebrovas-

cular disease
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Table 1 Comparison of serum IL-8, IL-6 and hs-CRP levels
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RIG 2P 122 52.49£10.11 59.49+5.26 5.08%1.22
ARG 3T 122 44.38+6.39 54.38+5.03 3.81+1.06
F1H 239.814 147.933  229.677
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Table 4 Changes of serum IL-8, IL-6 and hs-CRP levels before and after operation in patients with different prognosis

45 n AHT NERE ARG 24971 Y NERE
IL-8(pg/mL) HFH 84 81.97+14.78 60.42+10.20" 48.77+9.03" 42.15+6.34"
ST H 32 82.59+16.03 70.39+11.44" 62.26+10.17" 50.23+8.79*
t{H 0.197 4.548 6.942 5.486
P{H 0.844 <0.001 <0.001 <0.001
IL-6(pg/mL) A 84 74.36x11.14 62.08+8.37" 57.83+6.24" 53.36+4.29"
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P{H 0.850 <0.001 <0.001 <0.001
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P{H 0.704 <0.001 <0.001 <0.001
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Table 5 Multivariate analysis of ICD prognosis
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SR BRI 104> WAL 35 Bk , R 50 Bk . £ M E Logistic /M 45 £ B . KI5 5
ok TR T 534 5 980 R B 9 S0 B IR VR 3 % 2R B Bk LA T S (P>0.05 ) 5 171 K i J& sl ke i JE 25 LA
F B A R RIS S5 A R YN fER R 2R (P<0.05) . 87 Bl B34, 30 il 2 TF R Ik, 20
(66.7% ) e A5 BEDT A B Rankin B F21F00<2; 57 fl 45 T AR IEIRTT , 50(87.7% ) 9 3 A5 BE ik
K Rankin 5 £ 1T/r<2(P>0.05), 458 KWJ5 s IR 145 L K F s ELAT o it P i L 7505 1 Bk K
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Posterior Cerebral Artery Aneurysms rupture risk factor and treatment

Outcome

CHEN Jienan', ZHOU Xinwei’, PENG Donghong', HUANG Zhongqing®*

(1. Department of Medical Image Center, Zhuhai Maternal and Child Health, Zhuhai Guangdong, China,
519000; 2. Department of Medical Image Center, Yuebei People ’ s Hospital, Shantou University Medical
College , Shaoguan, Guangdong, China, 512025)

[ABSTRACT] Objective To explore the risk factors of posterior cerebral aneurysm rupture and its
therapeutic effect. Methods eighty seven patients with cerebral aneurysm from July 2008 to March 2018
were recruited. All patients underwent CTA and /or DSA examination after admission, and geometric
parameters of aneurysm were collected on CTA and /or DSA, including tumor width, tumor neck width,
tumor height, parent artery diameter and aneurysm shape. The family history of hypertension and
cerebrovascular disease were collected in the electronic case bank. Multivariate logistic regression was used to
analyze the risk factors of aneurysm rupture. According to whether the posterior cerebral aneurysm ruptured or
not, it was divided into ruptured group and unruptured group to determine the risk factors of ruptured
aneurysm; according to the treatment method of the posterior cerebral aneurysm, it was divided into surgical

clipping group and interventional embolization group, and the treatment effect was evaluated by the modified

AAR A ) A4 EPHHR B (A2017043,A2018146) ; 2Rk [E 57 T A A X B (20171009E030051) 5
A T AT A AR B (Y18092) ;42 % WAL B3 B (2017 CX/010)
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Rankin scale. Results A total of 121 aneurysms were found in 87 patients, 94 posterior cerebral aneurysms
(17 with anterior circulation aneurysms and 10 with vertebral-basal aneurysms), 35 aneurysms in the ruptured
group and 59 aneurysms Aneurysm. The results of multivariate Logistic analysis showed that the rupture of the
posterior cerebral aneurysm was not related to the width of the tumor, the width of the neck, the height of the
tumor, and the diameter of the artery containing the tumor (P>0.05) ; Family history of cerebrovascular disease
are risk factors, there is a correlation (P<0.05). Among 87 patients, 30 were given surgical clips, 20 (66.7% )
patients were followed up with modified Rankin scale score <2; 57 patients were given interventional
embolization therapy, and 50 (87.7% ) patients were followed up with modified Rankin volume Table score <2
(P>0.05). Conclusion The shape of the posterior cerebral aneurysm and the family history of hypertension
and cerebrovascular disease are the risk factors of the posterior cerebral aneurysm rupture. The patients with

posterior cerebral aneurysm treated by surgical clipping or interventional embolization can get a good prognosis.

[KEY WORDS] Posterior cerebral aneurysm; Rupture of aneurysm; Risk factors; Imaging

assessment; Treatment

R I Bl P TR 2 i R i 2l bk PN 1) Jeg BR A
SRR G R B B KR B — Bl AR S IR
52 2 W RN 3l JkoTes 22 8 i s ke B g
e KA BB 55 J A g 3 e 5 R AT | 4
it 2 i A PR O T Js A f) 3 R X
TR RRIA<T mm #9/NEUR Bl OR , LR AR
BAR , BRI SFIRIT™ o ARk, B R A
A AN BT e 8 0 TN A B SR A i 7, /N B Bl fpk
TR ARG H R i, HL A BRISCAR 5N 3 OR f8E
66% N /NSRS o 5 it PN AU R 52 A 3 ke A
Fe, R i 3 Jior e R A5 /b W HL B R A i
PRAE R o PRI A RIS AR I 3 KR J8 1
IOE IR/ DN VERZI LIS RS i CAISEPNE AL o
PG A, RIELT

1 AR

1.1 IR BE

e+ 2008 4E 7 H & 2018 4F 3 H K il 3 k97
B 8T HIE X4, iy 8 A B 5 2458 % CTA
FI/5E DSA K #F , I 7E CTA HI/5; DSA | %4 3 ik
S JLART 2 S50, A4S R R VT BE R B OE B R A
=B B Sk AR R B KA . AEH T )
J2E v [l Ji P SR 4R BB o O M L I A s K R
o ARHT, MR B o 2 5 ik 2453 ol ik 24 4l Ak
W2 o WA 32 4, 55 11 ), Lo 21 ), A R
(27~84) % , V-2 (56.11+4.53) % ; KM Z14H 55 1],
519 41, 42 36 #, 4E % (26~84) %, 15 (49.79+
4.58) % .

PAFRHE : OB LI AR B DSA K2 i 12
QFF & F AR I A A FEIRYTE NIE, BB H

Bl sz QB EEHERECEEAEREA;
WA E] 6~14 1~ H o HEBRAR#E : OFMIH: B ik
S s QFF & I 2 s likos | 58 W B & @ 3h ik B
RS ML B AR I B (D 7 ol B 17 B
AR 64 H
12 Hik

(DCTA . DSA £ 45 77 % [5) 3R A1 04 B A3 $i2 386 AH
it @QFRIMBIT  RHAEMEFIKE
A4 BRI, WRUBE T R B3 SIS, LA
Wi =5 D) 3e o R AR BT 8 TR AR )R R
U5/ i 28 2R A i, 3 i ) i DG S R R R R AR
Jed Sh KA Sty o SO T 0 TR, 40 B OB B
RHL K7 2898 g ok , 2 S5 AH SR Bl ik V28 S2 A8 X &R
B A B Bl ks B 5 R A A U e 5E A B
Je A, e A 5 e I R P S SE IR B A . A A
2 BB 4 B iR KRB L >R A Seldinger £ K,
26 e ko WA A, B S K 45 A CTA Jefr &
il 14 1 5, B 0 2 KR i AR AL L KN OB AR OF
PLICTE AN [ 6 96 7 SR s - QO T 38 4R 3 ik
R FAE HA T P1 P2 BEA, DUl 47 8R4l 5 55 ] 42
He2E ISR ST, W AT ER Rl S A B ke 2 R
AR AR Sk X T P3 P4 B sl kg, 5 ok
P58 B8 sl ik, v A7 208 sh Ik A %€ . Q% TP
BRKIE , e AT B kR 38 R 2E T iR JE IR
T4 JEAT EE B K P ZE 5 X% DA 2E 200 3N ik XL
BB KA, AT S 2R B e s ok ol S 3R
AR
1.3 Gitsrtr

K H SPSS 18.0 #4715 ds s Ar Ab B, 14k
TR (%) R AT KR T TR (r+s) R



© 930 - DTEHISIRIT RS 202047 A

%124 574 J Mol Diagn Ther, July 2020, Vol. 12 No. 7

I I L BAT K, SR Logistics 811940 4 K
ki J5 2 Tk Jeg 1) 1 244G I R 2R 5 A2l R Rankin 5%
P43 (modified rankin scale, MRS) PEAL #iJ5 . P<
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Table 1  Single factor analysis of the risk of posterior cerebral aneurysm rupture [ (x+s), mm ]

4151 RIRTEE  RIEE Rk

RRAIKER  BEEER)  MIE AERZOED

W (n=35)  3.20£0.69  2.89+0.73  3.44+0.64
RBEHH (n=59) 3.19+0.68  2.90+0.75  3.45+0.66
Ve RIE] 1.213 0.756 0.993
P1E 0.632 0.598 0.772

2.19+0.23 19(54.3) 16(45.7) 14(40.0)
2.00+0.43 13(20.0) 11(18.6) 11(18.6)
6.413 5.141 6.985 6.412
0.044 0.001 0.005 0.023

*2 XMEZHEKEHAEER % EE Logistic |3
Table 2 Multivariate Logistic Regression of Risk of

Posterior Cerebral Aneurysm Rupture

®3 KEEHBEFTER (n(%)]
Table 3 Treatment results for posterior cerebral aneurysms
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EMT AN LN AcrAb . Spl17Ab K F-
Y xR A AW RGO LHE OE £ A&

(8 ZE] BR HWIHFERERAE(EMT) A2 B E TSP IAE HEEHUAR (AcrAb) Bk &
F 17 LR (Sp17Ab) K- K3 X, ik BEI 2017451 H E 2018 4F 12 A fEARBEIAIF 1) EMT A4 %
110 7 (WEEA ) , Horp r-AFS B4 1 ~ 113158 49 491, I~V 301 61 491 ; [ k-39 BB 4 B 75 % & 7k 110 167
VB g %of B 5 K P 4 1ML 75 AcrAb  Sp17Ab /K, [l BE U LA ARG 1 ARG URTE O . S5 5R  WLE4m
& AcrAb Sp17Ab 7351 4 (3.38+0.68 ) ug/L 1 (5.82+1.00 ) pug/L , W i 5 T X3 B4 (P<0.05) ; WEE4H T~ 11 1)
AL~V 1) 8 2 175 AcrAb  Sp17Ab /K- He A 22 08 24 L (P>0.05) s WAL B AR JF B 15 1 4F, H
rh R ) A iR B 52 B 5 B IR F ARG 1A 3 A L AcrAb  Spl17Ab K43 51 K (2.61+0.67) pg/L
F1(2.03£0.63) pg/L, (4.71£0.93) pg/L F1 (3.72+0.99) ug/L , B 5 AR T 1 I 25 W (P<0.05) 5 WLEE 4L A )
AcrAb . Spl7Ab 7KV B A MT IR U R LK 2 F A% 2 L (P>0.05) . &8 EMT AF B H M
AcrAb . Sp17Ab /KB 5 T, HoR G AT i 5 A AR RS A % .

[XER] FEABROE; AYE; JUTUARE ARSI POFE S 175K

Serum AcrAb and Sp17Ab levels in patients with EMT infertility and their

significance
TANG Yuan*, LIU Xiaojuan, LIU Xiuli, LIU Fang, MA Yue, XIE Jia, LI Xin
(Department of Obstetrics and Gynecology, Panzhihua Central Hospital, Panzhihua, Sichuan, China, 617067)

[ABSTRACT] Objective To investigate the level and significance of serum anti-acrosin antibody
(AcrAb) and anti-sperm protein 17 antibody (Spl17Ab) in infertility patients with endometriosis (EMT).
Methods 110 cases of EMT infertility (observation group) in our hospital from January 2017 to December
2018 were selected, including 49 cases of stage I —1II and 61 cases of stage -1V in r-AFS standard stage.
110 healthy women of childbearing age were selected as control group. The serum levels of AcrAb and Sp17Ab
were measured in both groups, and the pregnancy of the observation group was followed up for one year after
operation. Results The serum AcrAb and Spl17Ab in the observation group were (3.38 + 0.68) pg/L and
(5.82 = 1.00) pg/L, which were significantly higher than those in the control group (P<0.05). There were no
significant difference in serum AcrAb and Sp17Ab levels between patients of stage I —1II and stage M-IV in
the observation group (P>0.05). The patients in the observation group were followed up for 1 year, including
52 cases of successful pregnancy. The serum levels of AcrAb and Sp17Ab in successful pregnancies at 1 and 3
months after operation were (2.61+0.67) pg/L and (2.03 = 0.63) ug/L, (4.71 £ 0.93) pg/L and (3.72 = 0.99)
ug/L, which were significantly lower than those in failed pregnancies (P<0.05). In the observation group,
there were no significant difference in pregnancy success rate among patients with different AcrAb and
SP17Ab. Conclusion The serum levels of AcrAb and Sp17Ab in EMT infertility patients are significantly in-
crease,, which may be related to the pregnancy after EMT.

[KEY WORDS] Endometriosis; Infertility ; Anti-acrosin antibody ; Anti-sperm protein 17 antibody
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T FE WS AL AE (EMT) A 22 f 5 AcrAb.,
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ABE 2017 4 1 H % 2018 4F 12 A WiHAIF Y
EMT A4 838 110 BIFE R WER AL, FLrb R4 58 [ A4
Ao 1Y - AFS AnifE s 91, 1 ~ 11 49 441,
M~V 61 7, GAbRHE: ODZWIFF & (T E NS
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TR OB E R FIEANE R . HEBRbRE : OF
B WU S5 A IR s @46 I HUAR IR gk
W H B E MR B D RE R i A A A
WH A THFAREE . SIRE AR A o
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Table 1 Comparison of general data between 2 groups ( X +s)

il n AR (%) PR FFE KL (kg/m?)
WELH 110 29.02+5.58 23.12+3.28
YR 110 28.73+6.05 23.02+3.40

HHE 0.370 0.222

P{H 0.712 0.825

1.2 36y M BBk
B R U B T AR T, B BURS e A
(VA ESVASW =N WA 13 SRUE TSI 11 IR EaN T

DL R E T FEERAT , T ARG IE N 0, SR FH L8 T %
PR SO kR AT S BR , o0 B 7B H W s M Fh e
J A T S, W ZE I AE R R S5 R, R S SR H
BT A5 308 Wy 155 150, SR FH A B R 7K wp e 4 s O It G A
YIRS B 1R K E TP B o MR L3 AcrAb  Sp17Ab F
IR o L Z2 AL 53 WA TR) 2 50 2% 4 iR 17
1.3 Kk

TR a5 IEEH KL 5 mL LA 3 000 r/min &5.0
15 min 325 037 , 2R FH B G002 W B XU A et i
I 52 H8E AcrAb FI SpI7Ab He B AR fk | ™ 4 ¢ IR 3t
& U I B4 (F 98 [ USCNLIFE A &l 77 .
1.4 Gl

K H SPSS 19.0 # 4, i+ S 9B R H (R £5) 3
AT R, Y P<0.05 Bon ERA G FE X,

2 #R
2.1 LG BRAL IS AcrAb . Sp17Ab /K-
WEELH LT AcrAb ., Sp17Ab B i = X HE4H
ERAGITFE X (P<0.05), L% 2,
R2 FHAMTE AcrAb.Spl7Ab K ELLE: (F+s, mg/L)

Table 2 Comparison of serum AcrAb and Sp17Ab levels
between 2 group (x+s, mg/L)

G| n AcrAb Spl17Ab
NREEA 110 3.38+0.68 5.82+1.00
XJ HRZH 110 1.43+0.40 3.67+0.91
tH 25.924 16.678
P 0.000 0.000

2.2 AR AFESHABA MTE AcrAb . Sp17Ab /K-
WELH T ~ TR ~ IV 3 58 35 1L AcrAb,
Sp17Ab /KA RIS =A i X (P>0.05), W33,

®3 NBARESSHEEMFE AcrAb,Spl17Ab KFLLEK
(x+s, mg/L)
Table 3 Comparison of serum AcrAb and Sp17Ab levels in

different stages of patients in observation group (¥+s, mg/L)

gl n AcrAb Spl7Ab
I~ 49 3.44+0.73 5.77+1.01
I ~1V 1) 61 3.33+0.80 5.86+0.95

tHH 0.745 -0.480

Pl 0.458 0.632

2.3 WLE AL AR 5 B T AT U AT R O WA Il v
AcrAb  Sp17Ab 7K H 4%

WEELH B AR BT 1 4F, Hor ol i iR s
52 B, Gk R O WU E 58 15 T i iR AR S 1A
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A 34 H LT AcrAb ., Sp17Ab /KB A% T 4 Uk

I (P<0.05), W34,

R4 VRAREHINEIRFEYRK B E MF AcrAb,Sp17Ab K FEELE (x+s, mg/L)
Table 4 Comparison of Serum AcrAb and Sp17Ab Levels between Successful Pregnancy and Failed Pregnancy in

Observation Group (¥ +s, mg/L)

4l . AcrAb Spl7Ab
AT AF14MA RE3MA NG AF14MH RE34MH
BRI 52 3.32+0.82 2.61+0.67 2.03+0.63 5.80+1.03 4.71+0.93 3.72+0.99
UL IR 58 3.43+0.70 3.00+0.54 2.67+0.71 5.84+1.00 5.22+0.81 4.62+0.73
il -0.759 -3.376 -4.976 -0.207 -3.074 -5.463
PiE 0.450 0.001 0.000 0.837 0.003 0.000

2.4 MBI AcrAb ., Spl7Ab 7K H i
DI IR A

SRR R B AR IR D R L 22 R e S it
X (P>0.05), L% 5,

x5 MBAREIME AcrAb.Spl7Ab 7K F B H B I IR
RILB [(n(%) ]
Table 5 Comparisons of Successful Pregnancy Rates of
Patients with Different Serum AcrAb and Sp17Ab Levels
in Observation Group [n(%) ]

ikl n MEIREIIR yH PMHE

AcrAb=3.38 mg/L il
Spl7Ab=5.82 mg/L

AcrAb=3.38 mg/L I
Spl17Ab<5.82 mg/L

AcrAb<3.38 mg/L Fl
Spl7Ab=5.82 mg/L

AcrAb<3.38 mg/L i
Sp17Ab<5.82 mg/L

37 21(56.76)
25  12(48.00)

1.516 0.679
22 11(50.00)

20 8(40.00)

3 itig

AT B2, 55 A S 0 8 Ji A Y
5 AR A A A P RR AR W A5 o S R Y
TE A B PRI N e B AL T E AN T
B BRI 3 e 1 R A S B N R
B o H RN 55 PR S LA [ AN 2 5
R, TEH WIRE Z R R 2 R BURHIRE IR
R H E R A HRIE L G EMT 35 U0 B 41 ) o
SR R R il R KR TR

A FE AT TR L BT U R L PR
T 17 ACFRAL, I BRI, 1
TE T S5 320K i e rh AT H 8 5 SRR 54t
J5L, T 5 T B R AR [ AN 220 14 kA AT BT 1 G
HR oML ST UAC SR R 22 R FA e, B
A 12 F R MR AR, 7 ORI R R

A& 1Y PPA SE I AR IO S 0 et i vpoeT D[R RS
T TR N B A TR 2 iR 25 & 2 58 F 2
T, TR B EAT PTG PR A, 2R T &
P BT P A AR 67 25 5 55 O A0 o P A R B 1 32
REEEEE GO s e bt o8 & TR 9
B THUAAC 28 Do A 3R 38 28 T IR e 3 e /) B T
PR Z R B IS /N BV BB 9, DRI ESE 1 T3
REX TR AR RS & AR, i /N A4
RAEY, OB FEANTR TR T A58
TSR A, T L RS R A A
i, AR TR 1 S5z 1o Ao i Hp ] LRI B 200 B a7 BH Ay %
TR R K A & IR SS SRR s SR e 1 o Bt
WF&EA 17— 7T DR IR O R A 31
S 6 1] P R B, A R RS R B IR 2 R 2R 35
B AT 45 61 51— 7 1 Spl7Ab 2 F Rk &
FEATF R S G/ A, v RS2 A B A4 5 Wy
G B 3 T M 4 T R RORE TR S N 5
T3 BRI K AR A AT LITTEA A AR B g
B AFEAR , B I R BT 8 A B RE ) I AR
Pz,

ABEFE BN, WSS I AcrAb, Sp17Ab B i
TR, B EMT A2 58 5 TP 7 7E AcrAb .
Spl7Ab W EFHE . ARMFFEILIHAAETUESE T AcrAb,
Sp17Ab K-F-1E EMT A28 (5 & TP A A S i 3k, T
H5R7 G B TR 56 EA —E X R, Mk
IRA FEPEM IR YRR A TS A BB At 1 B o ] 58
)7 FLED 2 EAa bR (B R A 5 A L% A B, Bt U5
), R 5 9 e A i KB DT IR A5
ik

ZE TR EMT A4 B35 1L AcrAb  Spl7Ab
KB B T, HR S K1l 685 HBE R R iR
A K,

(T4% 955 1)
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IfiL 75 PTX-3 . CTRP9 . MIF JK *F- 55 i ifi P i 2 v e
fheaohae N IR )G &

ZRAE A EZEI

[ ZE] BB HihmiEEALRENS 3(PTX-3) HMAE Clq iR IR FHIECHE E 9(CTRPI) L H
W 210 T B 1 4 R F (MIIF) 7K 7 5 st i P i &= v R M ThRE IR TS M R . ik SEIURBE
2017 4% 7 H 2 2018 4 7 F WA B Bt 1 v A vh R s 180 B S BIF S8 0 4 AR 4 b 6 T B SeA 15 0 43K
EIE (n=56) B (n=76) R BE (n=48) . LA AS [A] 28 1) g S48 it B2 B AN [R]85 78 3% 1l 8 PTX-3 .
CTRP9 . MIF /K- | 3¢ 8 [ 37 1A i 5% B 2 o i 36 (NIHSS) #4348 Mr 1L 7 PTX-3 . CTRP9 \MIF 5 NI-
HSS B R J)7F 43 (mRs) W43 1 AE M, 52103 TARRRIE (ROC) 12k B2 ROC [ 4k T 1 FR (AUC) 43 Hr 4%
MLV H5 AR R I TS B AN . 455 175 PTX-3.MIF 5 NIHSS .mRs 43 & 1E 456, CTRP9 7K
£j NIHSS .mRs P14 22 11 4 5C (P<0.05) 5 TN 4 #3005 19 AUC : ¥/ 97 5 d PTX-3>1/Y7 5 d MIF>IRY7 5 d
CTRPO>I4Y7 3 d MIF>JAY7 3 d CTRP9>IGYT 3 d PTX-3, 2% 54 G it2# 15 L (P<0.05) ;1697 5 d [ 1% PTX-3
CTRP9 . MIF BX 45 T I 6 1 715 19 AUC & 0.915, K TI397 3 d 11 0.887(P<0.05) . £5i  IMi% PTX-3.
MIF 5 §e ifin P I 2 v 8 8 1 2 T BE I 705 22 15 A G , CTRPO 7K-F 54 2 T BE L I i s &2 fof oG, =
H A RE T SE TR AR S .

[X#iR] PTX-3; CTRP9; MIF; Sl M:GA< b ; ML DIRE; TS

Relationship between serum PTX -3, CTRPY9, MIF levels and neurological

function and short-term prognosis in patients with ischemic stroke
YUAN Dahua, DU Pu, WANG Yukai*
(Department of Neurology , Foshan First People’s Hospital , Foshan, Guangdong, China, 528000 )

[ABSTRACT] Objective To investigate the relationship between serum polypentamin 3 (PTX-3),
complement Clgq tumor necrosis factor-related protein 9 (CTRP9) , macrophage migration inhibitory factor
(MIF) levels and neurological function and short-term prognosis in patients with ischemic stroke. Methods
180 patients with ischemic stroke admitted to our hospital from July 2017 to July 2018 were selected as the re-
search objects, according to the neurological deficit, they were divided into severe (n=56), moderate (n=
76) , mild (n=48). Compared serum PTX-3, CTRP9, MIF levels and National Institutes of Health Stroke
Scale (NIHSS) scores for patients with different degrees of neurological deficits and different prognosis , Pear-
son analysis of the correlation between serum PTX-3, CTRP9, MIF and NIHSS, viability score (mRs)
scores, the receiver operating characteristic (ROC) curve and the area under the ROC (AUC) were performed
to analyze the predictive value of each serum index for short-term prognosis. Results Serum PTX-3 and MIF
levels were positively correlated with NIHSS and mRs scores, and CTRP9 level was negatively correlated with

NIHSS and mRs scores (P<0.05). The AUC to predict short-term prognosis: PTX-3 level after 5 days of the

E A B b R IR (20190031)
Ve 4s bl T — AR ERAYZ N4, 7 &, #6L 528000
*BAEHEH 2 YL, E-mail : wykai2012@gmail.com
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treatment >MIF >CTRP9 t >MIF after 3 days of the treatment >CTRP9 >PTX-3 (P<0.05). The AUC of serum
PTX-3, CTRP9, and MIF combined to predict short-term prognosis for five days of the treatment was 0.915,

greater than that of three days of treatment (0.887, P<0.05). Conclusion Serum PTX-3 and MIF levels are

positively correlated with neurological function and short-term prognosis in patients with ischemic stroke,

CTRP9 level is negatively correlated with neurological function and short-term prognosis. The combination of

the three can reliably predict the short-term prognosis of patients.

[KEY WORDS] PTX-3; CTRP9; MIF; Ischemic stroke ; Neural function; Short-term prognosis

I B A v 24 o A R AR R Y 87% , A2
AE BRI EE R IR SO N AR KB
PRI E T DA R 26 D) e sl AR R R T
J5 B UIA G, R B PP Al B8 3 b 22 T RE L Pt i
F UG X RDLR T X EKR, IERHREN3
(Pentraxin-3, PTX-3) J2& 81 it & 30 (1) —F 48 P b i
Yy, FE IR BT R A R 3R GA TR AR . #b
1A Clq I Jg R 38 R+ A0 3¢ 8 11 9 (Complement Clgq
tumor necrosis factor-related protein 9, CTRP9) J&—
i 105 55, 7 TCARE R TR 20 ook A A Ak 8 8 rh 3
IRECIE R NBERRAR Y o B 4 i 3 B8 1 ) Y 5
(Macrophage migration inhibitory factor, MIF) H. 4
AR F R TR, & — S5 R 1 2 3 e
T A0 R TR S LB R R E R 2 R
Y, HETSETF ML PTX-3 .CTRPY MIF 5 ifi o4
ik 7 vh B 3 ph 2 Dy g R TS OC R i D,
AT ATV, Sk o

1 FBRFAE

1.1 — %R
PERUAR BE 2017 4F 7 H 2 2018 4% 7 H IR HY Bk

I i 2 v BB 35 180 LR R I ST X 4, MR AR
I RE B B0 43 R H B (n=56) W (n=76) 5%
& (n=48)3 4. AWF5E LA B0 BE 2 51 45 W 4%
oL RE A B SRR E S ARWED6E
PoURE B RRE T ] AR R T AR B R AR
1 ST @ I AN A P e A VA S i B 23 o 8
B RS, 22 5 4 it 2% B L (P>0.05) , ¥ fiif v]
o W1,

A BRI - OFF A 20 Sl ik i 55 55 12 W
B 5 QT HE A K T AR A S8 52158 2 AR 5 BN
CT A 25 $2 7% To /i 9 HY Il s @ %2 9 if ) <6 h; B By
W RIE o HEBRBRAE : DI/ <100x10°7/L 34
Q@AY JEAFAEA Ty FE 38 0 1k 1l ; @R A7 7F ik
W BT s L s D VB IREAS 2 DA
YT 3 A H AR K M L s O AL 2 fil#E52
i KRGNBLFARE s @ ALLRT 3 A A7 IR R G0k
B RGO A A A D REFR A | AR
DIResy s OFEth S8 o
1.2 Fik
1.2 BREYIRE B PPN

38 o 52 ] [ 37 T3 A 5T e A Hp i 3% (National

F1 3ARKFRIILE [n(%),x+s]

Table 1 Comparison of clinical data between the 3 groups [n(%) ,x+s]

TR I HBE (n=56) T EE (n=76)  RBEBRHE (n=48) Fly i P
TEI(#) 58.07+5.94 57.69+5.68 56.88+5.72 1.507 0.225
R 34/22 50/26 30/18 0.377 0.828
M 5 AU (kg/m?) 22.46+2.41 22.53+2.52 22.38+2.48 0.161 0.852
KR EABER R (h) 44+1.36 1~(3.61+1.47) 3.52+1.42 1.227 0.296
eikd 28(50.00) 34(44.74) 24.(50.00) 0.487 0.784
MR s 24.(42.86) 40(52.63) 22(45.83) 1.334 0.513
Jigi 95 A% 4(7.14) 6(7.89) 2(4.17)
ik ﬂiﬁﬁ 8(14.29) 12(15.79) 10(20.83) 9060 0.814
FER TR 40(71.43) 48(63.16) 30(62.50)
B 56 IR 3 A 4(7.14) 10(13.16) 6(12.50)
1= Mg Il 5 50(89.29) 72(94.74) 40(83.33) 4.297 0.117
W PRI 28(50.00) 34(44.74) 20(41.67) 0.760 0.684
Lo I 12(21.43) 20(26.32) 14(29.17) 0.853 0.653
1R I 38(67.86) 44(57.89) 27(56.25) 1.848 0.397
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Institutes of Health Stroke Scale, NIHSS) " ¥ fiti &
B BE 28 Dy e sk PG 050k R B TR R R
B3 3 A 9 fiE )1 PF 49 (Modified Rankin Scale,
mRs) TFAl 30 d T )5 15 4, TE B4 : mRs 714 <2
A3 WG A B :mRs PEA 2~6 57 o
1.2.2  frACRAE Sk

KA B ABERT AT 3.5 d S5 B K L 5
mL, 3 000 r/min 0> 10 min, 7358 i3 FiEEAAE
YR A R A A SR T EF VR A R A ]
SCSEFERHH A B2 ) T E e I3 WA R 3ok 3 7] e A )
134 PTX-3 .CTRP9 .MIF /K-,
1.3 WEE bR

LU B ] A 28 1) i ok 43 72 5 A8 3 1L PTX-
3 .CTRP9 , MIF | NIHSS %5, 43 #r IfiL & PTX-3 .
MIF , CTRP9 5§ NIHSS P43 HH Pk o Ho AN [ 1
J& H 3% % PTX-3 . CTRP9 . MIF . mRs ¥ 4% . 43
Mr IfiL 3% PTX -3, CTRP9 , MIF 5 mRs ¥ 43 #H %
PE . ZFHT I PTX-3 . CTRPO . MIF T3 45 15 7l )=
A BT (A L BURE CRE S B e AT g PTX-3.

CTRPO . MIF 1 £ 000 J&7 197 790 J %) 2 097 {1 sk
FERESEE
1.4 Gait#irik

K FH SPSS 22.0 Ge 2 R4 ab BEEUH | 1R BE
BEL (R £5) Fom , Z AL LR DL R 7 225017,
PR 3 L e K, RO B n (%) Rom L K
55, >k H Pearson #E17 AH S 20 AT, B2 i & B R
fiF. (Receiver operating characteristic, ROC) [l £k f&
ROC T 1fii f ( Area under the curve , AUC) 73 #7175
FAE bR A TS B BN E . P<0.05 R 225 H
gt X

2 #R

2.1 N[ 2 D) fig i 4R AR M T PTX -3,
CTRP9 MIF NIHSS P53

T HRE LY PTX-3 \MIF K& T
JE B, CTRPO KPR T VB2 /3%, NIHSS
Worm T RERE, ZERASIT¥FE L (P<
0.05), Il 2,

®2 AEHEI)EEERIRTEE B & ILiE PTX-3.CTRPIMIF NIHSS #43 LL 5 (v+5)
Table 2 Comparison of PTX-3, CTRP9, MIF and NIHSS scores in patients with different degrees of neurological impairment (xs)

4 5 n PTX-3(mmol/L) CTRP9(mg/L) MIF (pg/mL) NIHSS #F-43 (43)
EHEE 56 12.81+2.70 0.40+0.11 1 502.26+229.46 16.83+1.72
HEEHRE 76 10.65+2.39 0.52+0.13 1 324.51+201.83 10.76+2.44
BERH 48 8.54+2.06 0.64+0.15 1155.30+172.34 4.81£1.05

FAH 40.673 44.168 37.643 501.539

P{H 0.000 0.000 0.000 0.000

2.2 A[FEHG HH M PTX-3.CTRP9 . MIF . mRs
oy

HAE 30 d TR 15 040 MBS BRI U
AREE ., I6)7 3.5 d)G, G RAfFH 5 M55 PTX-3 .

MIF 7KK F FilJe A B &, CTRP9 /K- & T il
JEAREE mRs AR THE AR BREESRH
GiiteriE L (P<0.05), L3 3,

%3 AEWEEEMLE PTX-3.CTRPOMIF . mRs 4 LE 3L (v+5)
Table 3 Comparison of PTX-3, CTRP9, MIF and mRs scores in patients with different prognosis (x+s)

it i) 5 n PTX-3(mmol/L) ~ CTRP9(mg/L) MIF (pg/mL) mRs P4
WiE BRI 146 8.62+1.53 0.57+0.08 1 207.41£101.97 3.07£1.13
- WEANRE 34 10.14+1.81 0.51+0.06 1 310.26+110.85 4.43+1.42
t{H 5.034 4.109 5.210 6.006
P <0.001 0.001 <0.001 <0.001
s R4 146 7.11+1.29 0.6420.10 1 012.68+124.62 2.46x1.05
s d B AR H 34 9.23+2.20 0.54+0.07 1 229.07+220.31 4.05+1.64
A 7.417 5.519 7.232 7.065
P1E <0.001 <0.001 <0.001 <0.001
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2.3 i PTX-3 .CTRP9 MIF X & AT 5 po ftill - 2.4 BeA i

NI JAIT 5 d Il PTX-3 . CTRP9 . MIF Hk & il Il
ROC &1 s IRY7 5 d PTX-3 A TR A9 AUC KFIRYF 3 d, W& 5. E 1,

s AUC fE R, WA 4.

&4 ROCHITLER
Table 4 ROC analysis results

¥ebr AUC 95%CI 7553t W H

HRE (%) FERE (%) P{H

HIr3d  PTX-3 0.625 0.517~0.725 1.822 >8.07 mmol/L 94.12 31.51 0.046
CTRP9 0.719 0.614~0.809 2.946 <0.52 mg/L 70.59 67.12 0.003

MIF 0.730 0.626~0.818 3.571 >1 271.64 pg/mL 64.71 75.34 <0.001

iHIr5d  PTX-3 0.779 0.679~0.860 3.620 >8.67 mmol/L 64.71 90.41 <0.001
CTRP9 0.739 0.635~0.826 3.754 =0.55 mg/L 64.71 71.23 <0.001

MIF 0.775 0.675~0.857 4.207 >1 136.19 pg/mL 70.59 73.97 <0.001

£5 I PTX-3,CTRPY.MIF Bt & Tl (&
Table 5 Combined predictive value of serum PTX-3, CTRP9 and MIF

YebR AUC 95%CI 718 HURBE (%) TSR (%) P1H
VBIT3d =H B 0.887 0.803~0.944 8.845 94.12 75.34 <0.001
VBIT 5d =F S 0.915 0.837~0.963 13.017 88.24 80.82 <0.001

BT 3d = HKA BT 5 d = HKA

100 100

80 80
E 60 = 60
# g0 40
# 8

20 20

0 0

0 20 40 60 80 100 0 20 40 60 80 100

100-55 5% (%) 100-45 51 (%)

1 =FBSWNROC ML
Figure 1 ROC curve of the 3 joint predictions
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NIHSS P53 40 1

Pearson AP0 #7 , 1L PTX-3 (7,=0.463 , r,=
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0.534 , ,=-0.638, P=0.000) 7K *F- 5 mRs ¥ 53 .
NIHSS 1532 1A 5 (P<0.05) .

3 Tt
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Koo ABIFE K 8L MIF 0] 52 i it i A A 4 v 2 i
ZERBAE R TS . Wang G 2 WF5T 8 HY , MIF
SR EA K, REHEYT 5 d J5 MIF 15 4
WITUS 1) AUC KFiR97 3 d i, BE A I R 191 0 28
ARt RS %,

PTX-3 F SAF SN PN B A B 2T 24 24 i
LTSy, 5 B koo R R AL | 40 YA T 2 R EH
" M4 Rodriguez-Grande B %542 i , PTX3
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Lp-PLA2. Hey B S1008 %of i ifin P ivi A5+ i VD 1) i
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$HEET AWML FHW

[ ZE] B8y FitmigIesE A e A2(Lp-PLA2) | [A] T It & 82 (Hey ) K S1008 X Ifi.
PR TS MRS (VD) TN . 773k 1EEL 2016 4F 3 A 2 2018 4 10 A A BRI 200 il
I A A v B R S 28 () U e B ARG 25 30 B4 A o AL, A% 1 75 Lp-PLA2 \Hey J S1008 7KF-, e i 1
Wiz B 3 A AR KIE R 538 & VD 40 VD 4 K NVD 4, He #8454 1ML 35 Lp-PLA2 \Hey & S1008 7K
T2 5 R MMSE 1150 VD 4B & o W h B R LR AR R VD R K I T Lp-PLA2
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Study on the predictive value of Lp - PLA2, Hcy and S100B3on vascular

dementia after ischemic stroke
HAN Yuhua*, ZHOU Lihong, LI Yanli
(Department of Neurology II, Xinxiang Central Hospital , Xinxiang, Henan, China, 453000)

[ABSTRACT] Objective To explore the predictive value of Lp-PLA2, Hcy and S100 { in vascular
dementia (VD) after ischemic stroke. Methods 200 cases of patients with ischemic stroke in our hospital
were selected from Mar 2016 to Oct 2018, and 30 healthy people in the same period were selected as the con-
trol group. levels of Lp-PLA2, Hcy and S100 B were measured in serum. Patients with ischemic stroke were di-
vided into the VD group and the NVD group according to whether VD was complicated after months, levels of
Lp-PLA2, Hcy and S100 B in serum were measured in each group, patients in the VD group were divided into
mild , moderate and severe condition according to MMSE score, levels of Lp-PLA2, Hcy and S100 in VD pa-
tients were compared in different condition. Pearson test was used to analyze correlation Lp-PLA2, Hcy and
S100 B with MMSE score in VD patients. The ROC curve was drawn to analyze the predictive value of Lp-
PLA2, Hcy and S100 B for VD after ischemic stroke. Results The results of serum Lp-PLA2, Hcy, and
S100p in the three groups of patients: the VD group >the NVD group >the control group. The difference was

AR A Td s EEAH LR B (2018062142)
VeE e . Ma B4 TP ERMNZNH=,Td,# % 453000
*BAFHES R4 Fomail : 353624439@(q.com
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statistically significant (P<0.05). Comparison results of serum Lp-PLA2, Hcy and S1008 in patients with dif-

ferent cognitive impairment VD: severe > moderate > mild, the difference was statistically significant (P<
0.05). Serum Lp-PLA2 (r=-0.547, P=0.000), Hcy(r=-0.511, P=0.000), S1008 (r=-0.628, P=0.000) of
VD patients were significantly negatively correlated with MMSE scores. The difference was statistically signifi-
cant (P<0.05). The Lp-PLA2, Hcy and S100B levels were detected separately to predict the AUC value of
VD after ischemic stroke were 0.726, 0.768, 0.794, and the combined detection predicted the AUC value of
VD after ischemic stroke was 0.892. Conclusions Serum Lp-PLA2, Hcy and S1008 levels are elevated in

patients with ischemic stroke and related to the severity of VD. Joint detection of Lp-PLA2, Hcy and S10083

has a good predictive value for VD after ischemic stroke.

[KEY WORDS] Vascular dementia; Lipoprotein - associated phospholipase A2; Homocysteine;

S100beta; Nucleotide binding oligomerization domain-like receptor protein3
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Clinical diagnostic value of TCT, HR-HPV and colposcopy cervical biopsy in

cervical cancer
YANG Dongbin*

(Department of Pathology, the first people’s Hospital of Ningyang County, Ningyang, Shandong, China,
271400)

[ABSTRACT] Objective To investigate the diagnostic value of high-risk human papillomavirus (HR-
HPV) , Thinprep liquid cytologic test (TCT) , and colposcopy cervical biopsy for cervical precancerous le-
sions and cervical cancer. Methods The data of 1 400 outpatients with cervical cancer screening were ana-
lyzed. All patients underwent HR-HPV, TCT, colposcopy cervical biopsy, and histopathological examination.
Results  All patients received 1400 TCT examination, the results of 322 cases of patients shown as ASC-US
and more severe lesions, positive rate was 23.00% (322/1 400). A further pathological examination was per-
formed on the 322 positive patients, and the results indicated that 124 ASC-US, 73 ASC-H, 57 LSIL, 43
HSIL, and 25 SCC. The positive detection rates of cervical lesions by TCT, TCT + HR-HPV, and TCT + col-
poscopy for cervical lesions were 38.51% (124/322), 54.04% (174/322), and 68.63% (221/322), respective-
ly. The positive detection rate of TCT + HR-HPV and TCT + colposcopy cervical biopsy was higher than TCT
alone, the difference was statistically significant (P<0.05). The positive rate of TCT + HR-HPV + colposcopy
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cervical biopsy was the highest, being 76.71% (247/322) , which was significantly higher than the other three
groups, and the differences were diagnosis of ASC-US, ASC-H, LSIL, HSIL, and SCC was 95.42% ,
96.54% , 98.24% , 100.00% , and 100.00% , and the specificity was 72.15% , 75.33% , 65.24% , 41.35% ,

0.00% , respectively, which were significantly higher than those using HR-HPV or colposcopy alone, and the

differences were statistically significant (P<0.05). Conclusions

HR-HPV and TCT combined with colposco-

py for cervical biopsy can significantly improve the detection rate of cervical lesions and cervical cancer in the

clinic, at the same time improve the sensitivity and specificity of detection, which is important for early diag-

nosis, treatment and Improve prognosis of patients.

[KEY WORDS] TCT; HR-HPV; Colposcopy; Cervical cancer; Cervical precancerous lesions;

Screening ; Accuracy rate ; Misdiagnosis rate
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1.3 WEEHE b

LB 035 A e B 4 Al 4 bs o, 6 L SR
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HPV-+ [ 38 B2 16 A5 0 FEEAS 1%
1.4 Sil2eorik

K HH SPSS 20.0 X £ 47 73 Mr L 1HECE R
n(% )L FRR, R @R 8#17 5581, DL P<
0.05 Fm 25 HA G E L,

2. #ER

2.1 TCT ki zh i

FIAT 1400 filiids #4552 TCT Kty , ASC-US
DA R AR BHEAS HY Rk 322(23.00% ) o KiFiX 322 4]
BHAE 235 SR 4G s 38 3 — 20 AT g B A 2, 45 R4
7, ASC-US 124 1] , ASC-H 73 ], LSIL 57 {4 , HSIL
43 1], SCC 25 4.,
2.2 B IS FHAS A L

F5E 45 R E W, TCT+HR-HPV 5 TCT+i# 4%
B ST A B PR A 23 T B TCT B BH A
WK, 25 A G2 5 L (P<0.05) ; 1fif TCT+HR-
HPV+ ] 18 55 2 200375 A5 1) BH A 0 23 1 28 o T
K3, 2R YEA G FE L (P<0.05), WK1,

*2 FRELHHEX ASC-US, ASCH, LSIL,

2.3 A[Alk A7k R T R A

5 ¥ R F HR-HPV | B 1 5% 46 A 41 kb , HR -
HPV Ik A [ 18 55 #5212 W ASC-US . ASC-H.,
LSIL i) REE AR R RS, ZERARIT¥E X
(P<0.05) ; % T2 Wr HSIL, HR-HPV B4 BH 18 55 k6
A 114) R IR S B R A B o T BBl ] HR-HPV
B B R A, 22 5 A gt B X (P<0.05) .
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F1 AELEHEETHREMIRERHEXL (2(%)]
Table 1 Comparison of positive detection rates of cervical

lesions by different diagnostic methods [1n(%) ]

il n IE®/RIE  CIN/SCC
TCT 322 198(61.49) 124(38.51)
HR-HPV 322 178(55.28) 144(44.72)
TCT+HR-HPV 322 148(45.96) 174(54.04)*

TCT+PEE B #IEMH 322 101(31.37) 221(68.63)°
TCT+HR-HPV+[A1E %%
B G K
¥ :a: 5 TCT .HR-HPV Mt , P<0.05;b: 5 TCT+HR-HPV L,
P<0.05;c: 5 TCT+IJiE 5% 2 S R AH L, P<0.05,

322 75(23.29) 247(76.71)¢

3 it

KETRATR TRV SE R 25 5L R B, HPV 1Y
FRE R T 8Os TR A A R BRI JLTAE
Fi A B SR A A rh AT RS I B HPV e B
DNA . HRIEHL LR AR, HPV 1] 43 A Bz 1k 78 A1
FHRREAY 12 38 R RN I AR LI L R AN, 5
i FPE A, J5 3 SORT 43 2R e BRI fa A
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51.52.56.58.59.68 .73 F1 82 ,ATAa LA 5 £ ) Je&
YLHER AT fig T 2 CIN, o 15 2 o i oA 12 11 280 °F 3
. TCT KA i 4ok )iz I H TG IR L F 3
WAy, S50 R A H, TCT #EXT 35 T8
B, UM J7 8, AT DL RE R AR A 19 A7 B 1), 9 5L AT
DIFE— € R BE L vk i i, (R AR e — SR

HSIL, SCCiZHIRIRBE . $FRELRETLL

Table 2 Comparison of sensitivity and specificity of different diagnostic methods for ASC-US, ASC-H, LSIL, HSIL, and SCC

pon ASC-US ASC-H LSIL HSIL Nee
) RYE  FRE RE RRE O REE O NRE O RE O RNRE O RWE BRE
HR-HPV 81.35 2038 8061 2111 81.22 5234 8554 27.34  100.00  0.00

FHIE B A 2 88.64 68.54 89.52 70.34
IR o 05.42% 7215  96.54"  75.33"

90.24 57.24 100.00 39.64 100.00 0.00
98.24* 65.24°  100.00° 41.35 100.00 0.00

W :a: 5 HR-HPV ML, P<0.05;b: 588454484 L P<0.05,
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A B 1Y 63 A 24 @ 4L, HL# M 4H Hey \FIB K CRP 7K F K e O 4 % 167 RS Hey (FIB
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SEEMIETRITHT, 225 HA G208 L (P<0.05) 5 Uy I R B AT 5% N 84.13% , 5% 33 $1(52.38%) , 47
220 1 (31.75% ) , ToL 10 6 (15.87% ) ; AL 5 AF 2 IR logistic [FIABIR A3 Hr 45, 4E 1 A = MU AE \Hey |
FIB ,CRP 7KV /& B2 M 29 W5 7 I R 7 3 22 AL S B P R (P<0.001) o 518 SRS O &7 38 e 57 S0
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A o AL PAGRAE B 7 S AR PR 2R, MR BB A e, vo] 8 o AR I AT A T IR
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Changes of Hcy, FIB and CRP in patients with coronary heart disease and

angina pectoris treated with Guanxinshutong capsules and their correlation
DAIYi', LIU Li', OU Yan?, ZHOU Liguo**

(1. Administrative Office of Chongqing Qijiang District People’s Hospital , Chongqing, China, 401420 ;
2. Department of Pharmacy, Chongqing Qijiang District People’s Hospital, Chongqing, China, 401420)

[ABSTRACT] Objective To analyze the changes of C-reactive protein (CRP) , fibrinogen (FIB) ,
and homocysteine (Hcy) levels in patients with coronary heart disease and angina pectoris after treatment with
Guanxinshutong Capsules and to analyze the correlation. Methods 63 patients with coronary heart disease
and angina pectoris admitted in our hospital from April 2019 to February 2020 and confirmed by CT angiogra-
phy or digital angiography were selected as the research subjects (coronary heart disease group). Another 63
healthy patients who underwent health examination in our hospital at the same time were selected as the health
group. The levels of Hcy, FIB and CRP in two groups and the changes of Hcy, FIB and CRP levels of patients
in coronary heart disease group before and after treatment were compared. The prognosis of patients with coro-
nary heart disease after treatment and related factors affecting its efficacy were analyzed. Results The levels
of Hey, FIB and CRP in the coronary heart disease group were significantly higher than those in the healthy
group, and the difference between the two groups was statistically significant (P<0.05). After treatment, the

levels of Hcy, FIB and CRP in the coronary heart disease group were lower than those before treatment (P<
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0.05). In the coronary heart disease group, the total clinical effective rate was 87.30% , 33 cases were signifi-
cantly effective (52.38% ), 20 cases were effective (31.75% ), and 10 cases were ineffective (15.83% ). Anal-
ysis by non-conditional multi-factor logistic regression model showed that age, hyperlipidemia, Hcy, FIB,
and CRP levels were independent risk factors affecting the poor clinical efficacy of drug treatment (P<0.001).
Conclusion The treatment of patients with coronary heart disease and angina pectoris with Guanxinshutong
capsules can effectively improve their clinical symptoms and reduce the levels of Hcy, FIB and CRP. The ex-
pression levels of Hcy, FIB and CRP have a certain correlation with their efficacy. By familiarizing with the

risk factors that affect the efficacy, and actively taking defensive measures, the clinical treatment effect of pa-

tients can be improved.

[KEY WORDS] Coronary heart disease and angina pectoris; C-reactive protein; Fibrinogen; Homo-

cysteine ; Guanxinshutong capsule
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mocysteine , Hey ) 7KV 284k Kz 55 HY7 80 A DG 1 ik
177 30, LR = e AR 51290 7K
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K H 2 K, 2T Logistic 1715 4347 5 10 5500995 .0
20 P R I PR ) ik ST AG I TR R L LA P<0.05 3
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2 #R

2.1 4 Hey .FIB }2 CRP /K HL 45

5eE.0 5 2H Hey (FIB Az CRP 7K IH I i Tt e
A, iR 2= R B Gt 8 L (P<0.05) , L
*1

&1 T4 Hey FIB R CRP KELLE (v+s)
Table 1 Comparison of Hcy, FIB and CRP levels between
the 2 groups (x#s)

®3 EMAMETHRETRERNARESH (%) ]
Table 3 Single factor analysis of factors influencing the

prognosis of drug treatment [1n(%) ]

BRI BURY

215 Hey(umol /L) FIB(g/L) CRP(mg/L)

TR (n=63)  15.69£527  4.32+1.36  6.45%3.44
A (n=63) 8.37+2.09  2.74+1.03  1.98+0.87
1l 10.248 7.351 9.999
P 0.001 0.001 0.001

2.2 gk A1 HCE 25 iR YT T JE Hey (FIB 2
CRP 7KF725 4k

IRIT G, 00 4 fR 4 Hey (FIB S CRP 7K -
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F2 BVHFEEEAYIEITEIE Hey JFIB & CRP 7k F
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Table 2 Changes of Hcy, FIB and CRP in patients with

coronary heart disease before and after drug treatment (x £s)
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I =34F  23(46.40) 6(60.00)
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Table 4 logistic multivariate analysis of the factors influencing the prognosis of drug treatment

AR EIEEY4 FRifEiR Wald/y* {8 P OR (95%CI ) {8
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PESETT 9 B34 1) RDW DD KBt CCP HUiAR £ 2 15 H 35 (14305 S A B A7 6 UH 08 A MR DG, — 3 B A5 R e i
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Analysis on the value of RDW and DD combined with of anti- CCP antibodies

in the diagnosis of RA and in the evaluation of disease activity

YANG Bo, XU Lei, JIA Wei, WANG Shuang*

(Department of Nephrology, Endocrinology and Rheumatology , 960 Hospital of the People’s Liberation Ar-
my, Zibo, Shandong, China, 255300)

[ABSTRACT] Objective To analyze the application value of red blood cell distribution width
(RDW), D-dimer (DD) combined with anti-cyclic citrulline peptide antibody (anti-CCP antibody ) in the diag-
nosis of rheumatoid arthritis (RA) and in the evaluation of disease activity of patients. Method 45 patients
with rheumatoid arthritis treated in our hospital from January 2019 to January 2020 were selected as the study
group, and 36 patients without rheumatoid arthritis who underwent physical examination at the same time were
selected as the control group. The expression levels of RDW, DD and anti-CCP antibodies between the two
groups were measured and compared, and the application value of these three indicators in the diagnosis of
rheumatoid arthritis and in the evaluation of disease activity of patients was analyzed. Results The RDW,
DD, and anti-CCP antibodies in the study group were significantly lower than those in the control group (P<
0.05). The specificity and sensitivity of RDW, DD, and CCP antibodies alone were all significantly lower
than those of the combined examination of them. The RDW, DD, and anti-CCP antibodies of patients with
rheumatoid arthritis in the active stage were significantly higher than those in the stable stage (P<0.05). Ac-
cording to Spearman correlation analysis, RDW, DD and anti-CCP antibodies in patients with rheumatoid ar-
thritis were positively correlated with patients’ disease activity (P<0.05). Conclusion The levels of RDW,

DD, and anti-CCP antibodies in patients with rheumatoid arthritis has a significant correlation with the patient’s
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activity level. The combined detection of them has important value in the diagnosis of the disease and is worthy

of popularization and application.

[KEY WORDS] Rheumatoid arthritis ; Red blood cell distribution width; D-dimer; Anti-cyclic citrulli-

nated peptide antibody
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%1 W4 RDW.DD. i CCP IR RIXKFLLE (x=s)
Table 1 Comparison on expression levels of RDW, DD and
anti CCP antibody between 2 groups (x +s)

RDW DD Hi CCP Hitk
(%) (pg/mL) (pg/mL)
W9 45  16.3524.27 275.80+67.58 76.42+13.27
YHEA4] 36 4.57+2.19  136.01%£35.16  2.81+2.05
tH - 15.034 11.251 31.983
PE - <0.001 <0.001 <0.001

2H 5] n

2.2 B34l RDW DD it CCP Hi #4465 M R 4 1
JRe PG O
RDW DD #T CCP Hi {& LA J¢ = # Bt A kil
b IBC A I A R R B R SRR R I T —
i, UL 2,
&2 WARLZARDW.DD. i CCP ki il 1E 5t tb 5

Table 2 Comparison of detection of RDW, DD and anti
CCP antibody in the study group

Rl RES RENE(R)  FEHPE(%)
RDW 84.44 73.50
DD 82.22 78.44
Bt CCP HiiAk 71.11 97.13
RDW+DD+#i CCP HiiR & 95.56 97.45
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Table 3 Comparison on RDW, DD and anti CCP antibody

levels of RA patients in different disease activity (x+s)
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SRTEREEZ] 25 12.4623.89 159.64+37.55 10.97+4.23
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Hl - 4.207 8.139 23.742
Pl - <0.001 <0.001 <0.001
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The predictive value of serum E2 and P1NP levels in the risk of osteoporotic

lumbar fractures in postmenopausal women
FANG Bing*, CHENG Hanlin, YU Honglin, CHENG Jie, CAO Jing, LI Yaozheng, HONG Yu
(Department of Orthopaedics, Huangshan Shoukang Hospital , Huangshan, Anhui, China, 245000 )

[ABSTRACT] Objective To investigate the predictive value of serum estradiol (E2) and procollagen
type 1 amino-terminal propeptide (P1NP) levels in the risk of osteoporosis combined with lumbar fractures in
postmenopausal women. Methods A total of 62 patients with osteoporotic lumbar fractures after menopause
who were diagnosed in the hospital from August 2015 to August 2018 were enrolled as fracture group. 62 pa-
tients with osteoporosis but without lumbar fractures after menopause in the same period were included as non-
fracture group. The bone mineral density (BMD) at hip and lumbar of both groups were detected by X-ray
bone sonometers. The serum E2 and PINP levels were detected by electrochemistry method and luminescence
method. The logistic regression analysis was used to explore the risk factors affecting postmenopausal osteopo-
rotic lumbar fractures, and the receiver operating curve (ROC curve) was used to analyze the predictive value
of serum E2 and PINP on the risk of postmenopausal osteoporotic lumbar fractures. Results There was no
significant difference in hip or lumbar BMD between the two groups (P>0.05). Serum E2 level in fracture
group was significantly lower than that in non-fracture group, while serum PINP level was significantly higher

than that in non-fracture group (P<0.05). The logistic regression analysis showed that low levels of E2 and
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high levels were independent risk factors for postmenopausal osteoporotic lumbar fractures (P<0.05). The area

under the receiver operating characteristic (ROC) curve (AUC) of serum E2 and PINP for the diagnosis of

osteoporosis combined with lumbar fracture after menopause was 0.836, which was higher than that of either

of the two (0.765 and 0.773, P<0.05). Conclusion Serum E2 and PINP levels are closely related to the oc-

currence of osteoporotic lumbar fractures after menopause. The combined detection of the two is of high value

in predicting risk of osteoporotic lumbar fractures after menopause.

[KEY WORDS] Estradiol; Procollagen type 1 amino-terminal propeptide ; Menopause ; Osteoporosis ;

Lumbar fracture
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2.2 YR MG E2 X PINP K-F LA
BT RS G B2 K AR TR B4l R

LM PINP KFE & TR E 4, 2 53 H

G eFE L (P<0.05), k2,

x1 MABRE-RABLR xs)

Table 1 Comparison of general data between the 2 groups (x s)

gt n AR (%) G (em) AR (kg)

BMI(kg/m*) ¥ BMD(g/cm®) B BMD (g/cm?®)

BT 62 6827725  155.26£5.33 60.37+5.54

BT 62  68.97+8.33  156.34+4.87  59.64+6.03
t1H 0.499 1.178 0.702
P{H 0.619 0.241 0.484

26.35+3.36 0.57+0.05 0.68+0.05

26.52+4.54 0.56+0.04 0.69+0.06
0.237 1.230 1.008
0.813 0.221 0.315

®2 WHAZFMEE2 K PINP KELLE
Table 2 Comparison of serum E2 and PINP levels between

the 2 groups (x+s)

215 n E2(pg/mL) PINP(ng/mL)
EPrdl 62 20.23+2.92 39.76+14.27
Bl 62 17.56+2.03 58.36+15.47
2N 5.712 8.516
PAE 0.000 0.000

2.4 WA B bR b

W5 21 2 3 1L N-MID |, Ca** K F 6 B & 25 5+
(P>0.05) ; H YT 4L B H ML B-CTX K- FAEH
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®3 WABREFBREEIREER (vxs)
Table 3 Comparison of bone metabolism indexes between

the 2 groups of patients (x =s)

B-CTX N-MID 25-(OH)VitD  Ca*
(ng/mL) (ng/mL) (ng/mL) (ng/mL)
AEHIT4 62 0.4420.21 19.82+4.31 25.63+7.39 2.31%0.15

BT 62 0.59+0.23 21.26£5.27 20.49+6.12 2.28+0.13

HE 3.792 1.665 4.218 1.190
Pl 0.000 0.098 0.000 0.236

HH  n

2.5 25 E BB B K AR NEHE S 2 R R [l
Gk

DU A e 2B e 4 A AR o, DL B3R 4
rh 2 A AR BH W 25 5 9 LR (I E2 . PINP ., B-
CTX.25-(OH) VitD) iy A 28 i , #£ 17 Logstic 27T
1 73 B, 45 R 7 K P LT PINP L B-CTX
IR 1L B2, 25- (OH) VitD J& 48 28 J5 8 B A
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x4 BERBRARBEREEEESERLEASN
Table 4 Multivariate regression analysis of lumbar spine in

postmenopausal osteoporosis patients

Wald/
gl
E2 -0.352 0.151 5.434 0.703 0.020 0.523~0.946
PINP  0.621 0.203 9.358 1.861 0.002 1.250~2.770
B-CTX 0498 0.225 4.899 1.645 0.027 1.059~1.645

ZS;I(SDH) -0.275 0.127 4.689 0.760 0.031 0.592~0.974

W&  BH SEH ORMH P  95%CI

2.6 Il E2 & PINP 7K -7l 46 25 J B o0 i A%
P AR B 3T B

I3 B2 BRG PINP 12 Wi 46 28 Ji5 - 00 6 A8 P e
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10 24 0
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08 1L B2
%A
0.6 BHL
0.4
0.2
0.0
0.0 0.2 0.4 0.6 0.8 1.0
1 4
1 MiEE2.PINP R FHEBG IS AZTEREHRME
FEHE S 47 # ROC Bh 2k

Figure 1 ROC curve of serum E2, PINP and their
combination in the diagnosis of postmenopausal osteoporotic

lumbar fracture
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In vitro diagnostic reagent innovative product clinical trial comparison method

selection and case analysis
XU Chao*, FANG Li, LI Ran
(Center for Medical Device Evaluation. NMPA , Beijing, China, 10081 )

[ABSTRACT] With the development of technology and in vitro reagent industry, there are many
innovations in this field. The National Medical Products Administration issued a series of policies to encourage
innovation. Many products have achieved the transformation from laboratory to clinical. During the research
and development of innovative products, product verification and confirmation are inseparable from clinical
trials, and clinical trials of diagnostic products are generally conducted by clinical comparison. Because
innovative products do not have similar products on the market or have significant differences in performance
from similar products on the market, the choice of clinical trial comparison methods has been a problem.
Based on the requirements of current regulations and the development of clinical trials of approved products,
this article discusses the selection of comparison methods for clinical trials of such products and provides
references for clinical trials of related products.

[KEY WORDS] In vitro diagnostic reagents ; innovative products; clinical trials ; comparison methods
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PCT. CRP TEili & ¢ P A il R B)Lvb g 4k e 5
MP-IgM PLiAsir % £

YT Arm oy’ XA FAER!

(& E] BH HEEFESEIE(PCT) . C MK I (CRP)TE il 4 3¢ JF Rl 4 (MPP) (L i) 2
kK5 MP-IgM BUIARI E Z . ik BEIUAREE 2016 4F 5 7 2010 4F 5 F fifi % 5 )L 116 645} T 58 %
%, Horh MPP (8L 82 BIAE LA AL, s 5 I e M il 5% 34 4 Sy X HEZH o R DU X B 9 4 1 7 PCT . CRP
KA, SR A2 TR R A i 28 (ROC i 4% ) & ROC T T A1 (AUC) IfiL & PCT , CRP K I & A6 i) X
MPP 55 55 25 8 e M i 2 (14 2 5132 Wi {8 . X EAS [5] MP-TIgM 0 4 3% B i L I 3% PCT  CRP /K -,
Spearman 43 #7 Ifil i PCT . CRP 5 MP-IgM i /K ¥ B2 AH OGP o L 3EAS [ 97 3% 8 LR 7 BTG 1L PCT .
CRP /KA #a %y, S8R WZH I %E PCT .CRP . MP-IgM Hi R /K - 15 F X i 4H (P<0.05) ; PCT £ B
MPP ) AUC *}y 0.744 , CRP 2 §f MPP ) AUC Jy 0.787 , PCT+CRP 2 i MPP [/ AUC 7 0.840 ( P<0.05) ;
1M 7% PCT . CRP 7K - i MP-IgM 7t 14 % & 3% i 2 AS W T 735 44 4 (P<0.05) ; 1L 7 PCT . CRP 5 MP-IgM
PO I IE A E (P<0.05) 5 4755 B LR YT 3.5, 7 d JR I 3E PCT . CRP 7K FAILF & 4 54 L (P<0.05) .
£51% PCT.CRP 7t MPP & L 3R E W] Tk, AlAE A2 W MPP 597 04k 946 47 , H PCT .CRP % ik
5 MP-IgM ik A %

[EEEIR] BRI CRIME M ; MR IR i ; MP-IgM $ifk; ROC

Expression of procalcitonin and C-reactive protein in children with Mycoplasma

pneumoniae pneumonia and its relationship with MP-IgM antibody

ZONG Xuefeng'*, ZHONG Lifang®, LIU Daolu’, ZHOU Guirong'

(1. Department of Pediatrics, Suixi County Hospital, Huaibei, Anhui, China, 235100; 2. Department of
Laboratory Medicine, Suixi County Hospital, Huaibei, Anhui, China, 235100; 3. Department of Pediatrics,
Suixi County Hospital, Huaibei, Anhui, China, 235100)

[ABSTRACT] Objective To investigate the expression of procalcitonin (PCT) and C - reactive
protein (CRP) in children with Mycoplasma pneumoniae pneumonia (MPP) and the relationship with MP-
IgM antibody. Methods 116 patients with pneumonia in our hospital from May 2016 to May 2019 were
selected as the research object, of which 82 cases of MPP children served as the observation group, and 34
cases of viral infectious pneumonia served as the control group. Serum PCT and CRP levels were compared
between the 2 groups, the value of the receiver operating characteristic curve (ROC) curve and the area under
the ROC (AUC) of serum PCT, CRP and combined detection was used for the differential diagnosis of MMP
and viral infectious pneumonia. Comparing serum PCT and CRP levels in children with different MP - IgM

antibody titers, Spearman was used to analyze the correlation between serum PCT, CRP and MP-IgM antibody
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titers. The changes of serum PCT and CRP levels before and after treatment in children with different therapeutic
effects were compared. Results  Serum PCT, CRP and MP-IgM antibody levels in the observation group were
higher than those in the control group (P<0.05) ; the AUC for MPT diagnosis by PCT was 0.744., the AUC for
MPP diagnosis by CRP was 0.787, and the AUC for MPP diagnosis by PCT+CRP was 0.840 (P<0.05). Serum
PCT and CRP levels showed an increasing trend with increasing MP-I1gM antibody titers (P< 0.05) ; serum
PCT, CRP and MP-IgM antibody were positively correlated (P<0.05) ; the levels of serum PCT and CRP in
children who improved after treatment for 3, 5, and 7 days after treatment were lower than those who did not
improve (P<0.05). Conclusion The expression of PCT, CRP and MP - IgM antibodies is significantly

increased in children with MPP, which can be used as an indicator for the diagnosis of MPP and the evaluation

of therapeutic effects. The expression of PCT and CRP is related to MP-IgM antibodies.

[KEY WORDS] Procalcitonin; C-reactive protein; Mycoplasma pneumoniae; Pneumonia; MP-I1gM

antibody ; ROC

fili & 37 J5L 4K fifi % (Mycoplasmal Pneumoniae
Pneumonia, MPP) & fili % 37 J& {& (Mycoplasma
pneumoniae, MP) 5| 2 1 Jifi 48 , J& 5 BOL 2 A B Y
B, DA R A5 R RR B, AT RS
oy AN R PR A A R R LR A e R
W2 W R . DRI MK | S5 S i
i T A 5 il 8 S SR AR 292 B MPP | 4 BR 4 L (L
MP 355575 2 J8 22 47 50 28 BRI R, N ) I R
Wiz W 1iE e 5 R 0 02 12 B MPP iy 22
i, Horh MP-IgM B2 MPP 5 1 3L BBk
TERE J5 AT ORERF 1~3 A~ H 2 A ], % 3
A St 58 S S ARBT ARG B 2 4 B DL 3G I
Al #1128 MPP, fH i FILE RZE IR EH, 5-
AU RE T 3R, 0T A b B T R s AR B T
A, 52 2 W 2 S e 1, TR RS 25 A HAZE A
Z g C g % 1 (C-reactive protein, CRP) J&
SPERTAHER A, FE LRI A B R S rp 2
FEiR0 ) BE4E Z R (Procalcitonin,, PCT) 72 {8 Bl A
A 1 BE AR T 0.05 ng/mL, S 12 W7 R YL 28
I ) BRI R Ao (HAE MPP (8L B9 33k K
55 MP-IgM HiL IR (19 G & L 5 MP-IgM HTiR B &2 75
REFE 5 I R I2 W o 6 o AN B, A B0F 58 X6 e R A 7
it ST

1 AR

1.1 —RFR

PEHUARE 2016 4 5 H 2 2019 4F 5 H fili ¢ f L
116 BifE R g 4, Horp MPP £ L 82 19l /E S W
G, 5 T L R i 4 34 A g X B2, o
LA 42 1), 55 40 B, - IAEIS (5.74+2.55) % 1

IR (24.55+9.18 ) kg; XF BR 4 & 18 4], 55 16 4],
P (5.68+2.50) %, F- K (25.16+9.01)
kgo PHALYER] AR WS A A GRS M AT LG (P>
0.05) o ABFFEALLLE WA AR 5E N 2501
H A N R 1

9y AKRE : DFFE MPP 12 Wrbr i ; @ A4
RIEZ M IRYT s OF =05 % ; T H Bk
P s & A FTIC HA R GE I K 9E s © &0 2B ABE
BFE] 3~7 do HEBRARIE : OF I R TG
QFE MRS s OB I E ;s @A LT
W 3 A AR AP s A IR & 5 ©F] B
A R &
1.2 ik
121 RIT L

W22 40 25 3 W] 27 85 25 30 U (AR b il 245 4 1A
T BH 58— 25 FR 2 W], [ 24 1E 5 H20000426) 10
mg/(kg-d) , 5% % M 1: 1 Ho 9 Bc A1/ s , 4 1]
5~7 d, F MR 4R B UILIETE 45 TR VB IR SRR 4 IE
FLfiff T 25 L WP I S R SRR VR T, T KO 2545 1k
(4 R ) J5 MR HRp 1 5 225 1 Bl 45 8 2 (Aedb il 2y
AR A, B 2 4 : H20090060) 10 mg/(kg-d) ,
FURl, 1 k/d, HE 2525 3 o [R]ES A B Rk g 2,
ils AS i K i B 5 W W 3, 4 T A M s 1R R B
W (LK 55447, H20140475) AL A, 1 mg/ 32,
1 3/ 1~2 % H 37 d,
1.2.2  JrRTAL

U IRIT IR RIRR 2 IE R W e L LSk
SR R o) S5 DRAE R BH S 22 A, B 1R 2E R T
W 30 ARE B ST WS 5 AR AP IR YT TR R IR AR &
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OFEIRHF X2 : PCT .CRP X H| & ( Fig%
%) s MP-IgM 357 & (i 55 i A8 W RH A BR A
A ) 54 A 3 A4 BT A (3 E ALCYON300 ) .
QKM T 43 T ABE AT 3.5.7dJ5 R4
JiF 3 #6 Bk 0, 3 000 r/min &5 .0 10 min % 4 A
Bl A Ak a3 BT A B Ak 2 R G RE )2 BT I R I
15 PCT . CRP 7K -, >k FH i 156 G S22 W B 125 Az 0]
MP-IgM .
1.3 WEHE xR

O B 4L I3 PCT,CRP /K. @% 3T
i# PCT .CRP K Ik A 461 X MPP 5 9% 27 2% e M fii
REVENZWNE . IR MP-1gM HL A%
J¥ LI % PCT . CRP K F ., @4 it 1liLiE PCT.
CRP 5 MP-IgM $iL iR M Kt . B HuisAS [R50 8
JLIAYT G I PCT .CRP /K-,
1.4 Silrik

K H SPSS 22.0 Ge it 25 3 A 3E i | T B¢
BEUL (2 +5) Fom , ZAL] ELER DL T 225001, IR L
L e K T ERORH T n (%) 2R, 2 K5, R
32 E TAERHE #h 2k (Receiver operating charac-
teristic, ROC) 1 2k & ROC F 1 # ( Area under the
curve, AUC) 43 #7 IfiL i PCT .CRP . MP-IgM 1A %
B¢ 512 W MPP [ 2L fiE , R F Spearman 43+ A7 IfiL 1%
PCT .CRP 5 MP-IgM HTiR I AHCH: . P<0.05 2
SAEGIEE L

2 #R
2.1 P PCT .CRP MP-IgM $i {4 7K F-

WLEL 2 1L 7 PCT . CRP . MP-IgM i {4 /K °F &
TXF L] (P<0.05), WL 1,

*®1 WAME PCT.CRP LLE (v+5)
Table 1 Comparison of serum PCT and CRP between the
2 groups (x+s)

205 n PCT(ng/mL)  CRP(mg/L)
Pk 2S4E| 82 0.76+0.20 22.79+5.13
XTI ZH 34 0.52+0.13 10.18+1.05

A 6.447 14.176

P{H <0.001 <0.001

2.2 WL A [5] MP-IgM it 44 i 5 8 L i v
PCT .CRP /K
WL ZH AN ) MP-IgM $t 4435 B 2L IfiL v PCT .

CRP /KA, 22 A G i 2F 2 L (P<0.05) ; LG
PCT ,CRP 7KF-ifi MP-TgM i 1< i Fi£ 38 fin 52 A 187 7
At L 2,

®2 WEARE MP-IgM ki & £ JLf1iE PCT.CRP
KE (xxs)
Table 2 Serum PCT and CRP levels of children with different
MP-IgM antibody titers in the observation group (x+s)

MP-IgM #ii/&3%% n  PCT(ng/mL) CRP(mg/L)

1:80 24 0.60£0.14 17.80+4.13
1:320 33 0.7520.16  22.41+4.69

1:1280 25 0.9320.18  28.08+5.94
Fii 25.852 26.468
PiA <0.001 <0.001

2.3 [fili# PCT .CRP 5 MP-IgM HiiA A 3k
Spearman AH & PE4 T, L1 PCT (r=0.606 , P<
0.001) ,CRP 5 MP-IgM (r=0.645, P<0.001 ) $7T & &
IEARG
2.4 Ifil7E PCT .CRP JHk A A5 X% MPP 595 7 8%
YU fii 4 () 2 52 W 1
M4 1.3 PCT .CRP 5 MP-IgM $i 1A /K -2l
ROC £k, PCT i2 It MPP 1) AUC 2y 0.744., CRP 2
r MPP 1) AUC 4 0.787, PCT+CRP £ B MPP 7
AUC 4 0.840 (P<0.05) , 45 38 A5 X 17 11%) 8% B L | 5
R SRR L K 3,

100 100 WIEBA
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100-45 544 (%) 100-455:1(%)
B 1 Mi&PCT.CRP REXAMX MPP 5 & R4
Fifi ¢ B 45 5112 i (B
Figure 1 The value of serum PCT, CRP and combined
detection in the differential diagnosis of MPP and viral

infectious pneumonia

2.5 WLEL A [T AR LR YT AT IS ML PCT .
CRP

TR YT HT, WER AR [T A5CR LA BE B I
PCT.CRP it , 2 5 G245 L (P>0.05) ; 155
BILIRIT 3 d BT 5 dJ5 JRYY 7 dJE IS PCT.
CRP KPR T AR b4 L (P<0.05) , IL3R 4.
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Table 3 The value of serum PCT, CRP and combined detection in the differential diagnosis of MPP and viral infectious pneumonia

err AUC 95%CI Z 4553t FWTE WU (%) FE53E (%) P1H
PCT 0.744 0.654~0.820 5.185 >0.65 ng/mL 63.29 79.41 <0.001
CRP 0.787 0.701~0.857 6.553 >15.57 mg/L 69.51 76.47 <0.001

[ERISE 0.840

0.760~0.901

9.525 - 69.51 94.12 <0.001

F4 VNBARRTHEILATEIEMNE PCT.CRP K FEEE (x+s)

Table 4 Comparison of serum PCT and CRP levels of children with different efficacy in the observation group before and

after treatment (x+s)

Ei=kn 21 51 n APBEH WIr3diG BIT5dE WIr1dig
I L 67 0.75+0.21 0.26+0.07 0.18+0.05 0.13£0.03
KUk IL 15 0.80+0.24 0.34+0.10 0.35+0.09 0.32+0.07
PCT (ng/mL)
HH 0.812 3.680 10.089 20.421
P{H 0.419 <0.001 <0.001 <0.001
IfEE L 67 22.72+6.04 15.39+4.17 9.17+3.01 4.68+1.19
Kl L 15 23.10+5.69 20.44%5.25 21.80£6.20 18.33+5.06
CRP(mg/L)
{8 0.223 4.038 11.733 20.106
P 0.825 <0.001 <0.001 <0.001
3 i M7 CRP K3 i, 58X 0 v 46 il — 3K, 1A

PCT & i T Y B4R 11pl5, 4, % 5% J5 78 H R
I 08 6 55 440 6 REL T 1A 5 T PN R 5 R A A 2 I I
A, 78 IR 22 BRI AE ] R 42 i PCT, AR FLIRZS TR 1L
WAL ARERE R I 2], AR B R RAE
WY T, £420 85 JL-F Y6 0w
PCT™' . A5 7~ , WA I3 PCT & T X I8
2, & 78 MPP & JL PCT & & ¥ 7K . Neeser OL
4504 58 W R, PCT 76 MPP (8 L 2 &5 35k, %
MPP H A7 5 &5 i 1000 A0 i, A B 92 0 5 2 4
. MPP % J5 , 7 MP | # F , PCT # K& &
B, HLKF 0 4 R YL A B ™ 8, 2 MPP AR
JLA B[] 2 B8R e I ) S8 4 1) e B R R0
J5 8259 ROC 23 M4 75 PCT 7] /F 12 W MPP () —
MG A5 EY . (B PCT K19 FH v W T £
5 O, T 45 A I PR B0 547 40 152, ik oo e g i 3
FLARPEAL | I 0 5 5B B 1 AR BH 1 %) T R o
[i] s} A AJF 7 45 51 3¢ BH 3l 245 W PCT /K Bl 1E A
Il PRIGIT RO -

CRP & —FhufiL i B ERE 1, A0S #MA nas
T S A4 1) A W, FE IR AR TR 6~8 h BT 4R T
T, — HLE Y P S 5T B PSR bR, — %
AR CRP 14 57, BB DU TR — o R B 1 R
RN ARG R, 5 IEH JLE A, MPP L

CRP 5 MPP A ¢, il B B T MPP RYi2 W7, A
WG AT T ROC 43T, 45 S48 7R T 3 B A A ) T
SEVER S RE N Im R A MEN S EEE . 5eF
P SE P HEIE AR e, MPP BB L e 1 TR i A
CRP F iK1 A .

MPP % A 5, il S B0 N 420 B B Pk
VB RIEE G, S EM ARG H Wil .
O I 77 46 il A1 8 28 5 402405, I v MP-IgM 47 4k 2
MP Jg& G 5 il B AA G 5 R 8 77 A 1 — Bl R
PEHTAR T . H AT S % 12 W MPP J7 i L 45 R
JRUBR A 2 B ARG 3% UL 2F A A PCR 12 Wi
A, BT MP 43 B A7 75 BH A% SRAK L Ak & & /b
AN, PCR R I 45 /E 2B, 5 e 8, B DAt
By B £ 2R H MP LTS MP-1gM Kzl . 9 2% 55
AR GE R, MPP R LI 3 MP-TgM BH 7 3%
oA s TR RE LI {2 UE T MP-IgM ik ] i2
Br MPP, AHF5R A EZATET, B BWE T
AN [R] B[] A5 4% 48 A o7 200 A, (HL 4 AN B
48 b A5 B 1] 5000 7 2R B AR IR AL A L AR
Ja i it — 25T .

2 L Jrif ,PCT .CRP 7£ MPP & L ik B ik
Tt &, AT AR A2 W MPP 5 97 2004k /9 48 b, H
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miR-142-5p X & TG fheg et s i 1 AL

L N

(# ZE] BHH 9T miR-142-5p/APLN XU & 1R 5 B 28 o8 43 19 5% ) B LML . A iE
T R BT S A 28 TR AR, TE B PR 28 T A LA DA T R X BRZEL, LAl £ 5 4 By 0 200 B AR A 4
IO S B 28 41t 43 >4 anti-miR-142-5p 41 (5% %4 anti-miR-142-5p) | anti-miR-con &1 (% 4% anti-miR-
con) . miR-142-5p 4 (%% 4t miR-142-5p mimics) . miR-con ZH (¥% % miR-con) , NC ZH ( A< ZAT-{a] 4b B i) 41
fitd) ; anti-miR-142-5p+si-con ZH ( FL% 4 anti-miR-142-5p 55 si-con) . anti-miR-142-5p+si-APLN £ (anti-miR-
142-5p 5 si-APLN) . qRT-PCR 5 Western blot £ il P4 £ #f 2 20 }fd " miR-142-5p 5 APLN [ % ik .
ELISA #4501 GSH 5 MDA & & o 3t =X 48 M 30K D00 200 1t 01 1= A8 7 A8 4k o USR03 4l 5 ik TR % o
miR-142-5p AYHIIE K . Western blot 4] Bax \Bel-2 E A EIE ., R miR-142-5p 16 55 41 i A5 5 41 o
Z Y P ik B (P<0.05) . T4 miR-142-5p 35 )5 K R4 4N H GSH 7 & W 3% it , MDA & i
B 0870 (P<0.05) , 20 M 3 7% 5 2 B AIK (P<0.05) , Bel-2 25 11 235 7K - 1 3 T (P<0.05) , Bax 2K 113
TR K- 8 3 B AR (P<0.05) 5 XU9E G 28 Bl AR 45 3 R 52 58 UF B miR-142-5p 1 BT 3% L [] 45 & APLN ; UL 2k
APLN {4 3 1K 0] 3 43 396 5% 1+ 3 miR-142-5p A9 3 35 %5 K BB o 2 4 i i AR P A . &8 T4k
miR-142-5p FiK ] fig 18 APLN 1432 35 100 1l it 22 200 R0 T DA I 0 40 00 1 J P 2 oA -

[£43] miR-142-5p; APLN; i ; #h&70

Mechanism of miR-142-5p on neuronal damage after epilepsy
ZHAO Li, LI Haiyan*
(Department of Neurology, Anyang People’s Hospital, Anyang, Henan, China, 455000)

[ABSTRACT] Objective To investigate the effect of microRNA-142-5p (miR -142-5p)/Apelin
(APLN) on neuronal damage after seizure and the mechanism. Methods The rat hippocampal neuron
epilepsy model was constructed. Normal neuron cells were used as normal control group. Rat hippocampal
neuron epilepsy model neuron cells were epilepsy cell model group. Nerve cells from epileptic rats were
divided into anti-miR-142-5p group (transfected with anti-miR-142-5p) , anti-miR-con group (transfected with
anti-miR-con ) , and miR-142-5p group (Transfected miR-142-5p mimics ), miR-con group (transfected miR-
con), NC group (untreated cells) ; anti-miR-142-5p + si-con group (co-transfected anti-miR-142-5p and si-
con), anti-miR-142-5p + si-APLN group (anti-miR-142-5p and si-APLN ). Real-time quantitative polymerase
chain reaction (RT-qPCR) and Western blot were used to detect the expression of miR-142-5p and APLN in
the two groups of neurons. The content of glutathione (GSH) and malondialdehyde (MDA ) was determined
by enzyme-linked immunosorbent assay (ELISA ). Flow cytometry was used to detect the change of neuronal
apoptosis ability in each group. The dual luciferase reporter gene identified the target gene of miR-142-5p. The
expression of Bax, Bcl-2 and AKT signaling pathway-related proteins was detected by western blot. Results
The expression of miR-142-5p was up-regulated in the neurons of the epileptic cell model group, and the

difference was statistically significant compared with the normal control group (P<0.05). Significant increase

A AR B T d A E A 0L %] (2018021009)
Vb A5 2 TR AR, B AT 2 )R, T, & A 455000
*BAZAVEH &4, E-mail : lihaiyan1718@163.com
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in GSH content in rat neurons after interference with miR - 142 - 5p expression, the MDA content was

significantly decreased (P<0.05), and the apoptosis rate was significantly decreased (P<0.05). The expression

level of Bcl-2 protein was significantly increased (P<0.05) , the expression level of Bax protein was

significantly decreased (P<0.05) , and the expression levels of p- AKT and p- GSK3B were significantly

increased (P<0.05). The dual luciferase reporter gene assay demonstrated that miR-142-5p can directly target

APLN. Silencing of APLN expression partially reversed the protective effect of miR-142-5p expression on rat

epileptic neurons. Conclusion Interfering with miR-142-5p expression inhibits neuronal apoptosis and thus

reduces neuronal damage after epileptic seizures by up-regulating the expression of APLN.

[KEY WORDS] miR-142-5p; APLN; epilepsy; neurons

0 S8 T 18 i ) i A 0 L PR T A
MO T P2 A R 2 RORE S 2 D RE SR Y
A ORI R R AN, B REE S H i RNA
(miRNA) 5 % 3R ik 5 WOW & & &k % UM
K B/ RNA-142-5p (miR-142-5p ) 78 K B
PR 3R T, H G T H B AE FIBLHD i A
Wi, Apelin (APLN ) J&— it fiL 48 1 M4 K O 7 8 4
Z R A ) B O AT AT PR 28 2 A P % A U
KAES . FH TargetScan il & 38 APLN W] fiE J&
miR-142-5p [WHEFER A, A58 28485 miR
-142-5p TR K A J5 #il 2o 4 i g 475 b i VR FH 2
X PIBK/AKT {5 4538 % B 52 il , £ 36 1F APLN J&
75 miR-142-5p B $EFE A, S $8 7 B0 22 995 B 61
B HLS IR

1 MeRt5R®

1.1 ARSI

KE 2Ty [ L 5 A PRk A R
INFl. BB TS RPMI 1640 55 35 58 45 1 il 2
W F 26 [ Sigma 23 7 ; 25 3R BOL) & i s
7 & RNAisoPlus [ % 5% 7] &5 5 LB 28 6 2
PCR XA &340 A REEAY TRARAF ;R
Bt Bl APLN $it4& 14 5 36 [F Abcam 24 7] ; St Bl
Bcl-2, Bax . B-actin ¥.og BEHUIAIIIG B L5845 il
AR R A BR 2N 7] 5 miR-142-5p 417741 7] (anti-miR-
142-5p) (AAAGAGACCGGUUCACGUGA ) . miR -
142-5p 14l 37 () B 4 %} B8 anti-miR-con (CAGUA-
CUUUUGUGUAGUACAA) . miR - 142-5p 1 1) 4
(mimics) (UCACGUGAACCGGUCUCUUU ) . miR
-142-5p i & 1k 1 B M % B miR - con (UUCUCC-
GAACGUGUCACGUUU) ¥l [ H B i Bl A= 9
AF PR 7 5 Lipofectamine2000 ¥4 YL i35 4 H I 6f
FHOGAE P B A RS |] 5 APLN /) T4 RNA (si-
APLN) (AGGGAGGTCGGAGGAAAUU) . fiL /7 &

2 B BB 5 41 (si-con) (CAGUAAUUUAUG-
CAAAGCA) ¥l [ =i 35 35 ) 25 BoR A B |
Annexin V-FITC 4 i i T4 550 £ ¥ 0 1 38 =
KA E AR FE T 5 B¢ 3R Bl 4 256 DR ) 3K
7 & F 55 [F Promega /A ) 3 HRP AR 1c #Y L =F 4T
R 1gG — iy B 3¢ [& Santa Cruz /A #) ; GSH 5
MDA ELISA i I3 1) & 3 W /g 7S A= okt
AR,
1.2 ik
1.2 AR R S 28 O A 7Y

IE R AR N R R 4ot 14 d J5 57
o SR AR FEVR, FHAVRE 20 e S vk, Bt s R A1
Wk 3% (AL 2 mL) , 2 B SRR K R
P 22 SO AT AL O AR S O KT T e i A
RIRG R o B A 2 A B IE 2 oedn i
TEH R R [R] AR R RV A 28 TT U A R K
BR8240 B 00 A R ABE TR 4
1.2.2 Y g Koor i

WS A T X8 50 A R I R P 22 A L 53
anti-miR-142-5p 4 (#% 4% anti-miR-142-5p) . anti-
miR-con £H (4% anti-miR-con) .miR-142-5p 2 (§%
% miR - 142 - 5p mimics) . miR -con 4 ( % 4% miR -
con) ,NC 2 CRZATAT ALY 40l ) ; anti-miR-142-
5p+si-con ZH (F% 4% anti-miR-142-5p 45 si-con) ,anti
-miR-142-5p+si-APLN £ (anti-miR-142-5p 4 si-
APLN) , Z: 8 Lipofectamine2000 % YR 77| & -1 715
VB, Yt 6 h S 10% 854 5 K ALY RP-
MI 1640 SE435 5 5L AREL3E 57 48 h 5 IR 4 i .
1.2.3  qRT-PCR £ Il 2 g ' miR-142-5p , APLN
mRNA FE kK

I 45 2R PR 22 T AN, 45 R Trizol 15877 $2 M 41 fifg
&L RNA , 2 18 U 5870 65 B L cDNA L AR 35 52 s
7 ) 5 1 PCR 3t 77 &% U W 5 46 I miR - 142-5p .
APLN mRNA X} FRik . RH 2-4“ %1155 miR-



- 970 - SNTEWi SR T 2020457 A $51248 4571 T Mol Diagn Ther, July 2020, Vol. 12 No. 7

142-5p . APLN mRNA H{{ X} # ik &# . miR-142-5p IE
1514 5'-AACGATACAGAGAAGATT-3', [ [ii] 5]
¥ 5’ -GGAACGCTTCACGAAT-3’ ; APLN iF [i] 5|
¥ 5'-GGAACGATACAGAGAAGATT-3", I [f] 7]
¥ 5'-GGAACGCTTCACGAAT-3',

1.2.4 A %P N (Western blot) £ ] APLN
Bax .Bcl-2 tE H %15

FHEE 1 2400 WS4 A5 AP 2 T AL, 0 20
J5 VRN SR 1, 4 SDS-PAGE BRI HL Tk 70 B 26
FI, G 1, 30 1 b INAER 1 — P B, AT F
24 h 5 INA —PLF B (125 000) , i 1l ECL 2.3,
B TR SR R GG, W H 55 KA
1.2.5 Kl GSH 5 MDA & &

B A5 2H i 28 U AN L, i AR 1 I Ak At i, 4°C
2R, 3 000 r/min 7% 3 250 10 min (B0 2442 5
cm) , W HC1 mL | ¥ A ELISA & 1l GSH 5
MDA 7 i, [A] I 75 25 il s o it 2 P [l 05 i 45, R
P 2677 BB RE A h GSH 5 MDA WA
1.2.6 Pt X2 A A 00 A4t L o 7

WA e U 48 h J5 45 AL IR K R & 40
0.25% Ji# £ (1 i 714 1L , PBS £% , il A Binding Buf-
fer 200 WL H &40 A, MUK 43 A 5 wL Annexin
V-FITC 5 PI, /0 iR~ 5 & T =R T EOEEF 15
min, JIA 300 pL Binding Buffer , F] FH 37 28 4 Jid 1%
G I 4% £ Aot 22 2 R R T A OO
1.2.7 PGB JE R

TargetScan i ill miR-142-5p [ #E 5E X AT fE &
APLN, 14 2 B 4= B 4 & APLN-WT ., 5 48 A /&
APLN-MUT, B i A= K 010 K BRUpH 28 40 Jf S
iyt APLN-WT (100 ng) 5 miR-142-5p mimics 5
miR-con, 354 44 APLN-MUT 5 miR-142-5p mim-
ics 8% miR-con, 4k £z 5% 5% 48 h, H 48 W7 ' 25 il ik
5 5 PR 7R 6 10 B 15 G I 4% A A0 L 2% 't 3R i
PEMA

0 B

30
1.0

20

0.5
10

Relative miR-142-5b
Relative concerntration of
GSH (nmol/mg)

0.0 0

NC a b NC

1.3 Gl #abH

K SPSS 21.0 et 2# 5 o3 B Bl , 1 it %
BEUA (x 25) Fom , B 45 G B8 70, P4 A] L
R e K5, Z2 4 [R] LR FH B0 L R O 22490807,
DL P<0.05 822 7 BA G5 L,

2 HR

2.1 miR-142-5p Al APLN 7 K S 0 28 40 it v
IOESSTN

NC 2H 55957 41 e ASE 0 2H K R 28 20t miR
-142-5p [ R 3K KP4 511 24 (1.03£0.11) | (4.28+
0.37) 5 APLN mRNA 1 38 ik 7K F 43 51 4 (1.03 +
0.21) . (0.62+0.06) ; APLN 45 [ A1 %} ¢ 35 543053l
(0.54%0.06) . (0.28+0.04) , NC £H 5 ¥ Jii 20 fifg 45 74
A 2= R A SR L (P<0.05), WWE 1,

Control Model

APLN

B-actin

1 Western blot #ill X FRERM# L 40 /E APLN & B Rk
Figure 1 Western blot analysis of APLN protein expression

in rat epilepsy neurons

2.2 REANZ 00 T8 miR-142-5p KK K R
5T i 25 200 JfL 45K 1V S 28 GSH R MDA 7 it 1Y
Al

FHEL T NC 24 . anti-miR-con 2 , anti-miR-142-
5p 41K B 4 4 e b GSH & & B & 54, ifi
MDA &t ] . 35/ (P<0.05) , WLIK 2.,
2.3 Tt miR-142-5p &35 X K B #i 22 41 ifd
Eamiop Al

anti-miR-142-5p ZH 95 K B P 28 240 L O 12 %
5 NC 4 . anti-miR-con 41 [ 3% 22 S5 A it 24 X

Relative concerntration of
MDA (nmol/mL)

a b NC a b

7 : 5 anti-miR-con 4 4%, *P<0.05, a A anti-miR-comz; b 4 anti-miR-142-5p
B2 #®AKRHLZEMAP GSH.MDA &8 (48 h)
Figure 2 Detection of GSH and MDA in rat nerve cells (48 h)
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(Kl 3D.3E) (P<0.05) , i — L4 I & BiL anti-miR-
142-5p 2H 09 K BURR 28 40 i v Bel-2 85 [ ik K
- % T NC 4H | anti-miR-con 2H (P<0.05) , T
Bax & [ & 1A /KFER#IL (P<0.05) (K] 3A 3B .3C)

SR
A 08
& & 5
& 3 o]
S B N 2 06
&
Bax a
2 04
2
Bcl-2 g 02
]
&
A B-actin 0.0
< o N
« 6{\@0 AW
o A
= 10 ~ 25
S 0.8 o 20
= s
f_i 0.6 14 15 %
m 2
0.4 ‘z 10
2 £
E 0.2 8* 5
Q (=%
B &0 < 0
< o %
Y (‘\,&,co‘\ \,ﬂ;%‘é A &\w“ $V\L\’Lﬁ‘)
» R & E
R & N ‘\(\"‘“
NC anti-miR-con anti-miR-142-5p
10 10 10*
10° 10" 10°
— 10° 10° 10°
[
10! 10 10'
10" 10" 10"
10" 100 100 100 10° 10" 100 100 10" 10 10" 100 100 100 10°

Annexin V-FITC
T : A-55 anti-miR-con 4H 4%, °P<0.05, C:Western blot £ K FUGE
MHZE2H Bax #1 Bel-2 %215 5 D-E: WA AU 2 AR %
B3 FH miR-142-5p FRiEJF 3T X REFA LA T
=1
Figure 3 Effect of interference with miR-142-5p expression

on apoptosis of rat epileptic neurons

2.4 miR-142-5p #[1] APLN

03 DR 0 445 SR R APLN /& miR-142-5p 1
LR, UL 4A . O 3R il i 45 2 I S 00
7, HeFE Y APLN-WT 5 miR-142-5p mimics Ji7 , 5
Ik R B A 28 4 it 2 1 2R T 1k 5 5% 44 miR-con 4
BB R B (P<0.05) , MM 4t 4% 4« APLN-MUT 5 miR-
142-5p mimics J& , 559 K B 28 20 i ¢ 5 3R Tl
P Yt miR-con 2H B4 124 L (P>0.05) , L3
1. %Y miR-142-5p mimics Ji , 05 K B 28 40 Y
H1 APLN 25 [ 1Y % 35 7K P854 44 miR-con 20 FEAIR
(P<0.05) , 1 %% Y% anti-miR-142-5p J5 , Bk A B ##
2R L APLN 25 [ 1Y 3R 3K K- 55% ¢ anti-miR-
con 417+ (P<0.05) , WLIK 4B . % 2.,
2.5 JUEK APLN #4518 % T3t miR-142-5p Xf K Fs
SR A 2 A0 R R LR S VR

e 5. 5% 3 s, e f% 4 anti-miR-142-5p 5

APLN
B-actin

4 miR-142-5p 5 APLN ¥ [5 B 5| #niF#= APLN
EBRIE
Figure 4 miR-142-5p and APLN targeting sequences and

regulation of APLN protein expression

Tl WRAREREFLE (F+s5,n=3)

Table 1 Dual luciferase reporter experiment (¥ +s,n=3)

e APLN-WT APLN-MUT
miR-con 1.00£0.12 0.96+0.09
miR-142-5p 0.47+0.06 1.17£0.12
1 6.842 2.425
P 0.002 0.072

2 miR-142-5p 45 APLN EHHIRIE (F+s,n=3)
Table 2 miR-142-5p regulates the expression of APLN

protein (x £s,n=3)

Sl APLN #EH
miR-con 0.61+0.08
miR-142-5p 0.34+0.05
anti-miR-con 0.64+0.07
anti-miR-142-5p 0.92+0.08
Fid 33.401
P{H 0.000

si-APLN 5 , 00 X BP0 200 M ) 12 0 g AL Iy e
anti-miR-142-5p+si-con ZH 11 , 25 57 A G122 5 X
(P<0.05) , Bax & 143K 7K - T4, 1 Bel-2 25 14
BRI, 2 58 G245 L (P<0.05)

1 2 3 4

p-AKT
p-GSK38
B-actin

7F . 1. anti-miR-con; 2. anti-miR-142-5p; 3. anti-miR-142-5p+si-con;
4. anti-miR-142-5p+si-APLN,
B 5 Western blot # il X R 22 240 il Bax 0
Bel-2 &%
Figure 5 Western blot analysis of Bax and Bcl-2 expression

in rat epileptic neurons
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&3 TUEK APLN B4 55 T4 miR-142-5p Xt K BB 44 22 40 A APLN . Bax F0 Bel-2 B3R5 LUK 48 LR T R B 200
(x+s,n=3)
Table 3  Effect of silencing APLN partial reversal of miR-142-5p on the expression of APLN, Bax and Bcl-2 and apoptosis rate

in rat epileptic neurons (x+s,n=3)

21 5] APLN Bax Bcl-2 =% (%)
anti-miR-con 0.3920.04 0.6420.06 0.27+0.03 19.35+1.13
anti-miR-142-5p 0.79+0.08 0.36+0.04 0.59+0.06 12.37+0.89
anti-miR-142-5p+si-con 0.83+0.07 0.33+0.03 0.56+0.07 11.41+1.08
anti-miR-142-5p+si-APLN 0.61+0.06 0.51+0.06 0.3520.05 15.38+0.97
FAH 29.358 25.485 24.832 36.699
Pl 0.000 0.000 0.000 0.000

34 APLN 7l miR-142-5p FiAXS K B2 41 A8 AKT
= S i@ XE A p-AKT 7 p-GSK3p iK%
(x+s,n=3)

Table 4 Expression of APLN and miR-142-5p on AKT
signaling pathway-associated proteins p-AKT and p-GSK3(

in rat epileptic neurons (x+s,n=3)

e p-AKT p-GSK3pB
anti-miR-con 0.44+0.05 0.31£0.05
anti-miR-142-5p 0.67+0.08 0.69+0.08
anti-miR-142-5p+si-con 0.71+£0.07 0.72+0.07
anti-miR-142-5p+si-APLN 0.52+0.06 0.46+0.05
FiH 11.058 28.000
Pl 0.003 0.000

3 itip

miR-142-5p 7E 3 Jik o £ B 1k 41 21 o 2 5 3%
T, LT 38 2o 41 o) R R A A A 4 I F B2 (TGF-B
2) R MIEE ANEEAAEIE T . miR-142-5p
30 3 A ) UTKL S T 0 R L 2 5 S 8 9 7 JRK
P2 ITIEAR " . ARHIFGT 45 S 2 WU 20 it A
H 21 P 25 20 S miR-142-5p 14 3234 7K °F b & 7t
1=, T miR-142-5p 22 35 5 550 K B 28 40 7t 4
b 348 bR GSH 7% & 2 & TH & , 1l MDA % & 2
EREL. GSHJE THLA RS, I MDA J& T
ARG, AL RG-S PR L R 50k fir n] 2
Ll 2 s A M P f5 . B8 T8 miR-142-5p %
TR T 0 A o P 2 4 4 A I TR g S T Dk 7 At
UL o Bel-2 AT 40 B T, ifif Bax AT
fEUEAIIIE T, ARG EE R R I, T8 miR-142
-5p e ib 5, WU K B 2 40 P Bel-2 & ik K P
W 5, I Bax 3R IA7KOF 8 E BEAR . $Eom TR
miR-142-5p 1k A] 38 4 P 45 i 28 41 A 440 0
7 K A1 i) 240 e R T T e 2% 0 K B M 48 T
it

APLN AJfE Z R 2 3Rk, IF ] 2 55 400
L SRE SN B WL I, PR 7 63405 45 22 b A B
JHELT AR . APLN AT kg PR il 28 O 40 R 7
FF AT TEM o0l 2 XA VERE VIR ) R R P bk 22
IR T-BIFER . 5 RS E5 SR AL, AR AT
% 4t S 2 W0 41 AR ASE 75 4 v il 25 20 b APLN
(18 22 35 K VI i BEAIG , 34— 2P 1 5% miR-142-5p A]
1] P8 45 ¥ JE ) APLN 33X | anti-miR-142-5p 5
si-APLN S48 YLl K Bl e i i 5, i 12o%
W BN, R T3 miR-142-5p 2657 @ 1 F il
APLN 235 11 R & VF J5 #2804 0 ke # 1%
FHEH

Zi A, TP miR-142-5p 23k Al fE 18 i 4
25 APLN (1) 3 2K 37 M7 4170 0 4 4R S5 Pl 26 240 it O
T, T A e 00 ) Aol 2 40 4 A 0 38 s 3 T
X ff 28 JT 0 A A DR B AR D, T RE G TS
AKT 15 538 # A FEAE T, it — 22098 miR-142
-5p TEBGTA A s 1o A v i 4 FH AL ) 29 0 20 Al
i A2 W B IR IT R — e AR
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1Egafth RNA TEZE UG T R O oLk i

1

=

RFAE Frwm R O BARS FH AL

[ ZE] BEEURIIRA FE R IR I 32 10 1 & AR FR7E “DNA-mRNA- 2 1 57 o
K ALK 2w 1 A1 25 3% RNA (non-coding RNA, nc RNA ) 7 J PR 28 32k 1 B2 7 iIr & 47 1Y R 2 a2 i ik
K, KTz 25 ANRAER REE R TT . R IETT R (RA) B —FF [ B My , s mi % 4k
KIEMHEZEIRZ , Hapw A& G, (FOR 2 193155 & 050 4E 4% RNA 76 RA Bl b i sz R 3R
RIS AR SRR RS T IR IE & B AE RA TP 335 5 1954/ RNA (miRNA) |
KAEE S RNA (IncRNA) FRIR RNA (cireRNA) LK E 1115 5 RA AT REM IR ALH]
[E8IA]  AE4HS RNA; fU/D RNA; KEEIEHIS RNA; PR RNA ;3 ZERUBE R

Research Progress of Non-coding RNA in Rheumatoid Arthritis

CHEN Yuting', LI Qiong', SUI Chuyang', JIE Ligang’, WU Jing’, DU Hongyan*

(1. First College of Clinical Medicine, Southern Medical University, Guangzhou, Guangdong, China,
510515; 2. School of Laboratory Medicine and Biotechnology, Southern Medical University, Guangzhou,
Guangdong, China, 510515; 3. Department of Rheumatology and Clinical Immunology, Zhujiang Hospital,
Southern Medical University, Guangzhou, Guangdong, China, 510282)

[ABSTRACT] With the deepening of research, the attention that the gene expression process has re-
ceived is not limited to “DNA-mRNA-protein”. The long-neglected non-coding RNA (ncRNA) played a regula-
tory role in the gene expression process, which was gradually discovered, and widely involved in the regulation
of human physiological and pathological processes. Rheumatoid arthritis (RA) is an autoimmune disease. The
factors that affect RA’s pathogenesis and development remain unclear. However, more and more studies have
found that some ncRNAs are differentially expressed during the pathogenesis of RA and have significant impact.
This review summarizes the microRNAs (miRNAs), long noncoding RNAs (IncRNAs) and circular RNAs (cir-
cRNAs) that have been differentially expressed in RA and their possible regulatory mechanisms in recent studies.

[KEY WORDS] Noncoding RNA; MicroRNA ; Long noncoding RNA ; Circular RNA ; Rheumatoid
Arthritis
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circRNA A] DL 754 “miRNA 143 ” , b7 25 H A% miR-
NA, B 1E H 47 g R IE R, circRNA
Al LI 5 RNA 25 & 8 (A B /R A, o1 3k R 7%
SEP S AN R 2 (A TIE 4 2% I IncRNA 75 G 5%
DIGe AN [ B Gz iy a5 i 5 OCEEME A, IncRNA
M RIBEMXT RAMEAE K EAAEEZ X",
AR ARG i RNA 75 28 XU 5 7 48 1 40K A& i
I R A s e AR AL R T RE AR AL 37 F)
R B2 () G T, AR SCHE L 4 K ne RNA 7F RA
HEJE VR AR EA T 4508 A7 BN RA &I bILHI
MRS TS 4,

1 miRNA HE

miRNA & — KK 2 21-25 % H R Y
AR A% RNA , X5 S 08 55 /E ™ . miRNA
AL LI mRNA SE 4788 1] ) 0 ol f 24 ), A 78
ALY P R E SRR, K2
0 miRNA JE K B 55 1 RNA B4 1T (pol I ) %%
L, 77 AW 9% miRNA (pri-miRNA )™, pri-miRNA
Bk A S 14 Ak P %% ) Drosha-DGCRS8 & & ¥ 1E
0 JfL A% N R AT RS W R 0 AR A SR o TR
miRNA BE £ 148 2] RNA 755 T IR E &9
(RISC) J& , i i B A 7 2 8 M IR K 1Y P
K AW S A mRNA 1 37 3E BIE X (UTR) ,
B I 1) mRINA [ i ol BRI 0
1.1 miR-410-3p 415 FLS By 3458 M T

RA HB 3 110 1 I8 RN B 2T 4k #F W 5 410 G (fibro-
blast-like synoviocytes, FLS ) #' miR-410-3p i) 7K
YR . 38 5 B s % Y ff FLS-RA " miR-410-3p
1 23k & BE miR-410-3p (1) LR m] 9| FLS A4 K
HEBE T miR-410-3p T4t F BT 8 H 3 35
{3 T FLS-RA f3E5E . 53 4h, miR-410-3p AI {2 i
FLS-RA [ ¥8 T I 2F H 41 A S5 301 G1 393 1a] S 48]
R YY1 BRI S A ME DA OG, Hoad Rk e
FEFLIRE B R A 2 AR AE bk
RI, [FIREIFS YYT {6 RA HF M A b 3
i, H A UESE miR-410-3p 0] 5 vy1 2 H 7E 3'UTR
X 454, M fin A miR-410-3p T4t - BEJ5 Yyl 1
mRNA S A3 . DL AR s R AR
miR-410-3p 3 L #8 [] YY1 $il ] FLS-RA 3451 , fi ik
HRE T K G1-S #H7E
1.2 miR-124a LKL F 41k

FL#Ek H RA B3 58 &7 K (osteoarthritis ,

OA) . # 1Y FLS 1 ) miRNA % i51% , & P miR-
124a 7€ RA-FLS H i 2 T8, i B (RSS2 50 3
B, RA-FLS "' miR-124a 1% 1 & 15 7T L3 5o 40 [
PIK3/AKUNF-kB i 42175 5 G1 JU 20 A JE1 30 1) 45535 A
M4 RA-FLS /93 % , #0  RA-FLS X%} TNF-a
IL-6 %5 4H i R E A7 19 7= 4= 143 . 7E miR-
1242155 T, oA AL 1 1(MCP-1) 3R ik
WA H"" . MCP-1 J& F b 71 CC W ji% , 78
RA FE B T8 IS 2R Y b oo 2  , I3 1 e
AT W 20 B ) DG B SEAE 2 5 RA BT, %
25 PR RA &6 I 18] miR-124a B 7K - 35 1]
it R MCP-1 1A HF FU AR #a b, X RA
()RR R EEAE .
1.3 miR-29b =y A HEHT AN T

RA HB# RS ME ML EAAZ A1 L (PBMC) H miR-29b
(2 3A 25 R, HasoRh B JE5 RA SR TE SIAH G,
25 miR-29b 19223K AT LA i PBMC %t [ & 5% Fas
R AHT™ . 7540, miR-29b i id kit
PBMC fi& & 2t i X 19 7 4= , 1 TNF-au IL-1.1IL-6,
XS i PR R 22 1 A SR AR B AR E T,
o[RS S N I S B 5407 AR AR s I g ok
JH7E RA I i i rf o2 G5 A . HBP1 (high-mo-
bility group box-containing protein 1, HBP1) j&—Ff
SAMIHT A SR T, S 5 2 A iR 4
FRLA I, I FRBE I, ¥ PBMC H1,
miR-29b 5 F IR TERE SN B L Y40 d] HBPI 3%
ik, I HUFSE T miR-29b 5 HBP1 #9 3'-UTR B %44
G0 ik, HBP1 [ FeE #2358 ] LIAIKTH miR-29b
FIRXF AL ) THP-1 4B MBI TR . Bk,
miR-29b F/b#53 Hbil if HBP1 {55 1y 7 E 57k
S miR-29b XF PBMC JHT-Hi A em
1.4  miR-145-5p ##F MMP FAME #F RA B4

RA 235 PBMC F1i 5 2 21 1 1) miR-145-5p
FkOK B E I, miR-145-5p AU AN T
RA-FLS ' MMP-3, MMP-9 Fll MMP-13 {335 . 7F
TE A B AR e, OGS B R A R
fE A T B B FERIRAS . SR, RA B3 T BESV FN &b
Jei it 45 il MMIP (17K T, S S50 0T 8 1 A
FERERRE , VB IR, ST B AR TRTEIR , Ty
SERNVEZWR S . A, miR-145-5p B T p65 HY
BRI I K SRR LA, [R) I B R T TkB-a FRI7K
-, $E78 miR-145 1] DL i $8 1] 0% NF-xB ik
PR RA 85 MMP-9 ZKF-1Y F57 , T g 4=k
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AOPERE , BE I RA JEE AU PR T R,
2 IncRNA #L5%

IncRNA J2& K J& R T 200 % R 19 1K 55 JE 2
97 RNA, HE B gE 2 — 22 B
TR BE N 3RO AL DR B SR AL Y S AR R R
ik S SR B AR WIS A% o IncRNA AT DL iR
A R = g5 b, 5 TR 240 DNA Jo 4 25
G, BN R A g DX, IR SRR 5% T LA
5 H At RNA 455 JF 2 5 mRNA 34 g 020
J 4 A1 FARE PERY IS 5 3843 IneRNA BA I
e SEAE (ORF) , FLAT 4w it ik B BE 77 5 38 0] LIVE N
1L RNA (B2 ) 12,

2.1 Inc-ITSN1-2 FAH M RA 1 gl #E

55 1EH FLS A1 [t , RA-FLS 71 Inc-ITSN1-2 35
W, B A W58 IE I Inc-TTSN1-2 5 99 1% sh vk &
PEIBHAASG o T A 2T UE P A A Inc-TTSN1-2 3 [X]
AI LAAI I RA-FLS 3858 , (e s L T, R, il 1
RA-FLS 43 INF-vy , TNF-o , IL-17 25 41 Jitd 42 4iF
T, 8m T IL-10, RPWFE T RA-FLS R 5E ™,
NOD2 sz —F 21 il P A T 32 14, ZEAR SR 48
J L 240 4 40 b R B 3R GA L J2 Toll A2 4K
(TLRs) WM BB — 51 . 78 H 55 AR PEB %
U ve 2 L ECR AL EZ R v, NOD2 7 56 K Al M e
925 W7 225 v o L T VR, 5 A R A DIAH G
Inc-ITSN1-2 5 NOD2 HJ3RIiA 2 IEAHC, Inc-ITSN1-2
A8 1 4 5 RA-FLS 1) NOD2/RIP2 fi5 514 &
IR ARG T  SAE , (A oE AR T
2.2 IncRNA HIX003209 8 3% 14 2 i#F RA 48 %
i R

RA ¥ 1 PMBC 1 CD14" BA% E W 40 it i
IncRNA HIX003209 % ik 7+ 75 . 1fii H. PBMC ' In-
cRNA HIX003209 1Y% ik 5 CRP, ESR Fl RF Z [H]
FETEIEARSG /R 5PRIG ZhAHC, [RIET, 76 RA
IncRNA HIX003209 /) 5 ik 5 TLR2 Fl TLR4 1F A
Ko TLRs K H N8 # , 1 MAPK . Wnt, NF-«B
85 7E RA W BREAE S v i s 3 rh i VE 2 2890k
HESZ™Y H2K IncRNA HIX003209 48 TLR2/TLR4 1%
e, 38 o B v R A R S SN T2 5 RA R o
% &M, IncRNA HIX003209 if 18 i NF-«kB i 12 12 5
i 40 B 1 3 78 RS AL . T EE LY S , IncRNA
HIX003209 7] D)3 13 4 %4 45 A miR-6089 2 7t 24
SEArE N TETE RNA, TP 20 i b TLRA (1)

FEIRF TG 50T NF-«B [0S >
2.3 Hotair 7EA [A]HFBA H BEAS ] e ik 7K F

1£ RA 35 1) PBMC Al Ifi 3% 71 444 | Hotair
) 2% 3k KF 2 e, 5150 A B 4 M Y A
o TEST LI 5 40 i AN RA-FLS kG I 21) 441K
7K 3F- 1Y Hotair, 1fij Hotair [ & 2% ik 5 2 MMP-2 #1
MMP-13 K- i & T8>, Zhang %1 58 %
Hotair i i #1 %l LPS 15 5 (1 4K 8 41 ffd *F miR-138
It 5 1 NF-«kB {55 1% 2 30 , B 8 5 R my
YER . IF HARP SMFFE 2R 9 Hotair 14 2635 7]
T Ao 000200 L 4 BRI 8 0 A 6T RA R B AR 1
o T e s A WF 5T @57 T 1 Hotair 475 (19 )8 75
MMP-13 3 ik ) Wnt /B-catenin & 12 1Y 3l 245 ) 4%
DAWFIEIZ N 2% 2 5 BCr B 0 1 & LR, 3 s
45 427K Hotair 1] REVE R RA BITEAEIRYTHE AL
2.4 PVTI JF& 4 RA-FLS T, 4 145 F1
9 SN

RA KRR IH 40 41 RA-FLS 1 PVT1 £ 34
T, 10 sirt6 AFRIB MRS . LS sirtuin 58
W sirt] % sirt7 44 5%, ©UERH I 2Rk sirt6 78 KR
W G RN R P TR DG R ) EE AR
il SERE S W I A3 01T SRR B, Ak TA kg 2 F0 )5
BB 20 M B M R TL- 18 B S B T A el
R SEIIES = = i e e = L S s QP
HUTBRALE . PVTL 0] L35 4 DNA H L 55 5 il
(DNMT1,DNMT3A Fl1 DNMT3B) £ sirt6 Jii 81 [X.
B, A0 sirt6 155 B sirt6 Rk F I,
RA-FLS (W8 TR A0, B4 78 FIA= 2815 2

3 circRNA #Eid

AR RNA (cireRNA) J2& — 28 il 4y 1 P9 U8 1
RNA B HA N 0 358 5 v , (HIE LA &
MYIELE A XA BT e T3P RNA ST 1R
A E R, PR EFRR e W 258, A T AT L A 28
) RNA B3l S AEAEWRicY ™ . BARC AR
UEW cireRNA Al 22 5 RA W) &wHL 12 H At
FEA ATFIRARS
3.1 hsa_circ_0092285 5 hsa_circ_0058794 & & i
ik

hsa_circ_0092285 i F PNKP £ [H |, 1if PNKP
5 RA W8 AL N ORT R 9E 1) & BEA 5& , hsa_circ_
0058794 = M\ AGAPT FEPR B 4211 . RA Wi B2 AL 1)
FRIEZ — 2 HCE RZEMIER . TR R R AZ M
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B DG TT SR e U R IR ., 1R B R A 7 B4 i
SO R S AR e e ) B g S = o S ]
AGAPI 520 520 L3N 2 40 M B 22 1 8l 01 2, BT LA
hsa circ 0058794 1 G52 KB IR ZE TR

4 INESERE

FRIBIENT R BRI E L4 AR AR ZE
AR AE R RS2 B TR 2 00, FR A By
Z A H LR ALRIA A B, i T BRI R
Fo A4t RNA 7E3E R Rk fe h IR ER o
SRS T R I I S TR R T RE A RA
P2 JRYT SR ALE R o AT T 4 A% RNA,
AT AR RS RNA () T 8t v 4, HAR g5
RNA R R e K HLHIE L TIRESHE A& 2 1T
FEHT S MIE RIS TF I IR AR AR 1 2 J  AE S
5 RNA FEE RGBT R P /e ML 232 45 B
RZERIRIET R SRR s R 5

2% 3k
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He ATl s Mk b TR L 52 0k e

FYPOF AR KRS

[ Z] ARKRTEEAEME N AERKET(VEGE) #EA0EK H T B(TGE-B) | I/ A=
£ HF (PDGF) 4545 2 814 K [HF (CTGF) | B 4F 4 4 flg A & A 7 (FGF) JH 4 A A4+ A F (HGF ) %, 7
IR b A= K DK 778 il a0 ik s T (PAHD) 2 J8 v 694 FAILT , W ELAE PAH R YT TP A4 1 A48, LAY

il PREEBIZ B W RETR I 7 4 BEHT 51
[RSR] AR T Wil ks ks ALl

Recent progress in the research of growth factors in the pathogenesis of

pulmonary hypertension
LI Kaize, LIU Guangyan, CHEN Jianying

(Division 3, Department of Cardiovascular Medicine, Affiliated Hospital of Guangdong Medical University ,

Zhanjiang , Guangdong, China, 524000)

[ABSTRACT] Growth factors include vascular endothelial growth factor (VEGF) , transforming
growth factor beta (TGF-B) , platelet-derived growth factor (PDGF) , connective tissue growth factor (CT-

GF), fibroblast growth factor (FGF), hepatocyte growth factor (HGF). Early exploration of the mechanism of

the above growth factors in the development of pulmonary hypertension (PAH) defines the application value in

the treatment of PAH and provides a new direction for clinical differential diagnosis and symptomatic treatment.

[KEY WORDS] Growth factor; Pulmonary hypertension ; Pathogenesis

fili 2l bk /%5 J% (Pulmonary arterial hypertension,
PAH) 5= 55 BEURF AR Sy fili 205 k1 T8 JL 40 i 2K 455 1
B AR Sl DK N B 40 1 S e R A i o 45 BE ) S
Tt I AT AR TR B i B ik e 2R 4
L, A Ol R A AR ARk, B
FER, A KW F 5 PAH LIk L ol BEA77E — 22
RHRPE . BT, AWFFE X A K H 778 PAH &
AL bR R ERAR IR o

1 Mm% A K 4 K E F (vascular endothelial
growth factor, VEGF)

VEGF B A B35 A5 a8 i e (2 1 20 i D 3 Jo
BV LA A B2 A 0T R 38 B R 1 A8 T B 22 b 2

fie'™ . HAT, I P & Bl VEGF 55 PAH H A % 2% B
%, VEGF 454 21k VEGFR-2 JE )il & & 14 , GEVE I
TS N B AN, 155 L S BERR AL , & B ik
NG, VETS PR 20 B 3 R, 1 — 25 00 il 200 i O]
T2, P, VEGF & 5% {& VEGFR-2 7£ [ i 1ML 45 1
B 7 T AT EEAEH

[RIES, S SO 45 1k 40 B Wistar 5877 4= K B
kB, 54815 S I F 1a (Hypoxia inducible factor
la, HIF-1a) . VEGF 3£ [0 2 5 1 A= KRR S Pk
PAH & KR, FISED IR dds i, Bas]
# HIF-1a, VEGF1 K- Jh &, 76 5 A= L sk & P
PAH &k A= id # il % E 2 4E . VEGF 78 5 1)
PAH 47 i {47 14 AR 0, BB 2 32F 22 Fh 40 s DNA |

AeRE - BRARMAFELE LR A (81370242) ;7 A EA K F B E T 40 e ls R ATAT 5 3 B (2018PSSC006)
VeEBlr. T AERRFRBER S £E AN =KX, &, iz 524000

*BAEAEE AL, E-mail :jychen275@163.com
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RNA HE S KT B0 A B, b it 7 22
o324 TR A RE AR 1 40 B Na/H 28 4, 175 S 400
JeL A A 18 YT B TR LB BE , 0 Se6 T A
SR B 73 T AN T o, 7E Sl AR A BEHEECT, VEGR
SR 8h X iU N T, Sl 25 A HIF-1a, I
RIR(G 5 ik, HES 5 im g =, s
K sh bk E 1 THE . i HIF-1o0 A] 9 #83 VEGF 7K
AEBETE PAH AR IR AR F R T

2 %4k &% K A F B (Transforming growth
factor-B, TGF-$)

TGF-B £ %2514 . TGF-B1 . TGF-B2 . TGF-B
3 . TGF-B4 } TGF-B5, Hr & b TGF-B1 i 11 i i
T Ui Smad2/3 {5 53, WA SRAE AT A A
MRS ZFh N, 5500 MR ) R K
&, WFFEE— K" PAH ¥ TGF-B1 /K -1
i A, AT L PR S p38 2 R L IS S
i 5%, R o~ UULE EE H (a-smooth muscle ac-
tin, a-SMA) 1235 , FE NPT 3 LA B 38 58 L 53
b [AIEY, TGF-B1 3 i G PISK/Akt {5 53
AEHE = B IR 4 99 -2 (B cell lymphoma-2, Bel-2)
i, DA $5 75 it 20 Jok - v L2 M 0 1, 38 5 P 1
JULAH L35 7 o XB LA 3 o A 1 B B 3 v A
1t 22 TGF-B1 ik /K F-Al M1, TGF-B1 /K-F-7E
P A5 T PAH K R SU R 58 T &
K, S i 1 A5 i 98 K i 2 ik £F 4k ALY B )
THF . FiHh, Tang W 55" E 5L, TGF-B1 #496
p38/MAPK {5 5 % , RE 4 Jin 3% it 4 J& & A i K
SV B R A 5T 4 B AR 1 G S A 2 4 e AR A
7| (tissue inhibitor of metalloproteinases , TIMPs ) *f-
My, S50 A AR L U TIMP-1 235, 9 41
M AN 5 I R, L 2, MMP-2 \MMP-9 — %& &
JE SR HE TGF-B1 Bk, N M A5 A . bAh AR
5 TGF-R1 i 1 B 3= 32 R FE S 1 (AKT1) 3%
I Smad 1/5 £ [, AN BE 3R 16 i 291 ik 4 Kz 4 i 2y
e, P2 HF P i M3 BE A%, IR RES S LA A A
A, 57 TGF-B1 4 AKTS5 ##7/% Smad 2 5 11,
23 " H 5 N K A MO D RE AT, AT L 4E+F TGF-
B1/ALK5/Smad 2/3 {5 i [# . TGF-B1/ALK1/Smad
115 53 A SR 37 PAHL HR i 3 bk 1 e 48 e
TIBe . i B M it 45 o 98 & $4E S B E

5380, B Y B 152 #4-2 (Bone morphogenetic
protein receptor2, BMPR-2) & TGF-B1 & % X J% 1

51,5 80.0% % ittt PAH & 10.0%~40.0% HAh 1E X,
() PAH Y47 75— 8 LB PE™ . BMPR-2 JEH 24 &
o 1 Bl AR B S S L, TR AN [R] 26 38 PAHL,
HAR DG AL P PAH A T3/ RNA i i #2 /9 42
SR B AN RS RS R N
TGF-B A2 A i 514 B T3 il PHA 5 F2 F & , 7
I it 10457 S 9, DT A — 2D 150 BMPR-2 4 fifd PN %
S SR Ak R 45 A Bk PAH 7E TGF-B H #Y3h
ST Ao

3 Im /N HRGE M & 4K & F (Platelet - derived
growth factor , PDGF)

PDGF J&— Fh i [8] J5t 41 i 334 5 P 7, 2 B4 FE
AA BB .AB —F KL, B C A W IR,
PDGF 2 /K45 SV 454 PDGF, £ ) 38 9 52 B2 vk &
ZRAG, ot A B wEER AL, i mEE ERKY2 38 B,
I i Sh B 15 AL S N, 51 & PAH [l 524
e HF TR AR, PDGF il e g A A R 3R 1)
3= 2 K I A - LA OB I G oL 45 G IS Ak
PDGFR, Iij {if £ PDGFR i if PI3K/AKT/mTOR {5
S Sl [ U HIF Lo F2 35, AT RRAEG 1A T 7 JE
Z i (Pyruvate dehydrogenase, PDH) i ig 1k 1% 1 ,
T K Bt B ik F- 3 LA B Warburg A0 , Warburg 5%
o7 38 3 Ak HIF o 36 7 1F B2 5t AR B | MU 52 2
It 31 KT L4001 S 38 5, 2 5 I 3l Tk A Y
B RIS A, R 1 S R A WA SN K
1! PDGF-AA .PDGF-BB . PDGF-Ra . PDGF-R13
mRNA 755 J¥ 5 & P PAH B 2 5% T &
Ik, ATHE ) /R T PDGER A i 22 e 0 761 79 n
B B JE A IR T, By Lk il 3 Jok 7 UL 4 i
B AEAS A PAH G &, I 2k — 2 iE B
PDGF 1 -7 L2 e 57 14 5 i £ PDH & #5256
AR, P T HUA YT PAH SR B8 5 ) .

4 45 4%5 4H 1 & K A F (Connective tissue
growth factor, CTGF)

i S S WE SN il I EE A AS U PAH
G RS ) OCHEIR R R B YNRIT K
AR R RN . CTGF fig 845 40 it 41 35 i 75
H &, 25 10045 A8 B 21 4 b 55 T 8 A0 B B
o E I GT R, i I i U R T 1 B CTGF
Fikd %2 A SEUE T CTGF 5 PAH Jii 1fi. % & 4
ARV R o AW ALRIAE T — 5 T, SN
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T, N AT R AL, 5 20 A A K & -1 (Endo-
thelin-1, ET-1) \TGF- 73 WA ¥4 1IN , & 4% 1l 48 W 4 S
Y AEVEH , = 5l A A, $ = CTGF # A
ik 53— J7 T, CTGF i & I &% ERKI/2 8
%, 4 RS V- U LAN MR L 32 4, 51 & A 9
FIE, fl A N A o, B $E R MMP-2 37
PR, PP AR R AR AR S5 G R S A M AR T, A
T35 & A5 7 T LA 8 3 0 B RS . [RI R 3
B R 50 81 S kO IE R £ PAH LY A7 7
O LR 2 A 5 i i A5 20 R TR 5, LI 155 It i 3 Jhk
RN TR R R E AR, WA AT EOR
5 PAH A iE — 25 & #11*, CTGF mRNA 7£ Jiifi 8J)
Jik 5 718 Bl Jok BB A SP- ¥ WL 40 i v o B S k.
CTGF A ¥ i} 12 Wt PAH (135 L WiAr 590, R ilfs
PRSI it 1 X IR YT O SRR IE 2R o

5  BX4F 4 4H B@ & 1< [E F (Fibroblast growth
factor, FGF)

FGF & 247 J i V% 43 ¥ (bFGF) | 2 1% 43+
(aFGF)2 FIE 2, AR AP 258 AT 40 ¥ FGF i A
B 0L AE N R AR R IR I A R A L o
A T I L A I, BT UL FGF X 145 P9 B2 4 i
HABSRAEAIER . 540, Bl B 2403 41
56 HENE S BUA B BOK & FGF, 2345 13 3l ik N
BE R i sl kP-4 LA B3 A L 5324 K 4 B Ak 3k
JE AR, B 5 I A B A AR RV, 35 Bl ik s g o
A, T KI5 3 X e 70 9148 1 B 2 A
Jf % PAH H. % 45 il COPD & &k /I: PAH % &
BR, Bt 7 R FE S Wi B, COPD I & PAH H 34 IfiL
1 bFGF 7KVt BRI B, I 5 1f 3l kol 4 & 2
B 5 97 AH 56 G & . bFGE MY AR dE e 4 2 %6 %
Tofr 248 B &0 56 5 B 43 1) B B, 3 BB S 5 P B A i RS
A7 A BT AT TR sk S A 0 1l A1 o JUL 400 i
L Fh A M IT % , H PDGF i 1M1 8 - 7% JUL 4t Jfd 1
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Clinical evaluation methods and using of companion diagnostic reagents based

on next-generation sequencing

GAO Yu, LV Yunfeng*

(Clinical Evaluation and Biometrics Division II, Center For Medical Device Evaluation, NMPA, Beijing,
China, 100081 )

[ABSTRACT] With the development of molecular biology technology, targeted therapeutic drugs have
been widely used in clinical practice. Still, there are significant individual differences in the therapeutic effects
of drugs, and it is necessary to distinguish between patients who can benefit from a diagnostic test. At the same
time, second-generation sequencing as a high-throughput sequencing has the advantages of fast speed, high ac-
curacy, many reporting sites, small sample size, etc. There is a strong demand for second-generation sequenc-
ing as a guide for companion diagnostic reagents. But how to conduct a clinical evaluation of the performance of
second-generation sequencing that can report multiple sites at the same time is a huge challenge for researchers
and regulators. The US FDA has proposed a Follow-on clinical evaluation method to evaluate the consistency of
the clinical performance of the two through external equivalence studies. In this article, based on the products
that have been marketed in the United States using this clinical evaluation method, the evaluation method of
companion diagnostic reagents based on Next-generation sequencing technology is described in order to provide
reference for Chinese researchers and manufacturers in the development and application of such products.

[KEY WORDS] NGS; Companion diagnostic; Follow-On; Targeted therapy
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% 1 FoundationOne CDx ¥ B8 12 W #6 il B FE 28 T X 7 fhJe8 & 1H L 2540
Table 1 Tumor Mutations of FoundationOne CDx and Corresponding Drugs

A GEAR T iy A5 Y 254
BTk e
19 4M .4 A8k 5% 21 4 2 L858R /N A0 i i 3 AR E
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JEE e
20 #M i § T790M /N B it da HYGE e
% 22 2k F e
EBBR2 ;%Efﬁ:aﬁm LA Kadcyla’
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WIRE e
ALK EHE e/ fitigg e e
5 e
KRAS 12,13 4h &t 7 5 VU2
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Table 2 Test Selection in FoundationOne CDx Clinical Trail

FEH RAL PNEEN i CCD1 CCD2
HGFR 19 4h i F 46 A /B F1 LDT* (NGS) cobas v2 cobasV2
1% 21 4p T L858R ANER AL (ARMS-PCR) (ARMS-PCR)
cobas vl (ARMS-PCR) cobas vl (ARMS-PCR) cobasV2
EGFR 20 5h&F T790M cobas v2( ARMS-PCR) cobas v2(ARMS-PCR)  (ARMS-PCR)
ERRB2  §"1# AR Dako FISH(Jf{724%)  Dako FISH(JR{ 2422 )
KRAS  2.3.4.12.134MEF  F1 LDT (NGS) A KAt theraScreen(ARMS-PCR ) theraScreen(ARMS-PCR )
ALK HHE Ventana ALK (F 41 1k) Ventana ALK (%#£411L) Vysis ALK (JFA 2422 )
BRAF  V600(V600E.V600K) F1 LDT(NGS )it cobas BRAF V600(PCR) cobas BRAF V600(PCR )

7 : 'F1 LDT 4 FoundationOne CDx _I 7 {ij iR 46 %5 H K (Laboratory Developed Test , LDT) = i , B 3 [E FDA & ¥7 f B il 55 o0

(Centers for Medicare & Medicaid Services , CMS) 3t [f] {578, o] LLBEAT RGN I 55 RN T Eoi ™ bl o —F 2L T Tllumina NGS -5 .
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Table 3 the Form of Follow-on Clinical Trail Results
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CCD2+ CCD2- CCD2 Missing B CCD2+ CCD2- CCD2 Missing B

FCD+ a b, f, m, a, bo fo I
FCD- o d, ol m, Co do 2o To
FCD Missing hy Ji ki P h, o ko Po
pss n, N qQ n Ny N Qo n
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