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Efficacy prediction biomarkers in castration-resistant prostate cancer

LAN Dan', ZHANG Qianyu', ZHANG Yan', HE Zirui', CHEN Wenhui', ZHAO Jianfu'**

(1. Department of Oncology of the First Affiliated Hospital , Jinan University, Guangzhou, Guangdong, Chi-
na, 510632; 2. Cancer Diagnosis and Therapy Research Center, Jinan University, Guangzhou, Guangdong,
China, 510632)

[ABSTRACT]

the treatment of a variety of advanced solid tumors, including castration-resistant prostate cancer (CRPC). In

Immune checkpoint inhibitors (ICIs) therapy has made a revolutionary breakthrough in
the past few years, a variety of ICIs have been applied to CRPC and proved to improve the overall survival
(OS) of patients. Due to the limitation of the applicable population and the serious side effects, the clinical
benefits of most drugs are rarely long-lasting. The current biomarkers that can predict the efficacy of ICIs in
CRPC are still lacking in reliability and clinical applicability. Therefore, finding relevant biomarkers is essen-
tial to guide treatment. This review summarizes the progress of biomarkers related to efficacy prediction in cas-

tration-resistant prostate cancer.
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2.1 PD-L13Fik
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mCRPC) HFULEE 5] PD-L1 BH 538 i, ARk — 45
SLHEIN Hy PD-L1 7E iR 4 L %) 2% 58 2 B PC
$L PD-1/PD-L1 547 K YA M (A4 U A= AR 35
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IT , 45 5 7R B 22 /i % (objective response rate,
ORR) N 17% , ¥ [ 2 &€ (stable disease, SD) 4
17 35% , AR IT A OGS 25 808 T 1 34~ 3 )
1A 4 GG IT A I A R 3 F (treatment-related
adverse events, TRAEs) , A] I, PD-L1 [H 4 mCRPC
58 12 5% pembrolizumab /Y7 H A & HA —
JE PTIMIREROR . HE, & TR H PD-L1 &1k
T ICTs 7 8L A7 AE 4+ . IMbassador250 J&—
T PR I #1385 , #4815 T atezolizumab 5 enzaluta-
mide Bk W HIXF PD-L1 (440 il 45 1, 3 550 50 42
1% 759 % mCRPC [ (83 , 7EWLEE PD-L1 3k (1 I
53 Hrh , PD-L1<1% . PD-L1=1%5§, PD-L1=5%[1)
BB TE A AP (overall survival, OS) A
F25 ", [AFEAE KEYNOTE-199 IT # 52 b
$#  , pembrolizumab 7 mCRPC #J PD-L1 BH M F1

PD-L1 B BAF i AR R R 55 A e
A [F AR 2 351 1CPs AT BEAS B AT R i A Wb o
Y E e, BeA g — R A R E AU T PD-L 1
T IFRER AR s LYk, PD-L1 il 3552 Z R Lk
VAP A4 a5 A% R 2 W35t A% 2 1 el AR | SR R
T B PD-L1 A A B (IR 40 i 5= i
B IZE A ) X SR iE SN AT AN TR SZ e, 3 H e v
(LA 5248 AN [A] K P PD-L1 3835, TME Y2 A
K H A A H AR F#R AT g2 PD-1/PD-L1 #2316
SRR RN AR ] A& PD-L1 &
IKTEPL PD-1/PD-L1mAb J7 8 W Jy 1 HA — &
{8, i EL T B2 i SRt A AR AT RESE

2.2 YR 41 il (circulating tumor cell, CTC)

3 [ B 5 2 B #R) (Food and Drug Ad-
ministration , FDA ) H {ij € 284t i F CTC PFAl ok
VE R R PEFL I (PC N g B i B35 1 TS
FebR', FE—TE ST CTC #ilill mCRPC 497 4 17
FREIEHSLE T, I 231 AT R E, AR E
EIFRIAIT G 2 2518 .6 288 9 12 A 13 &
20 JE 4334T T CTC WAl . 3397 )5 2~5 J8,CTC
M4 (CTC 314<5/7.5 mL ML) H & 1 o s A= 17 15
(median overall survival, MOS) & 20.7 4~ A (95%
CI,20.5 ™ H ~AB 8 ), iR R (CTC i
#>5/7.5 mL ML ) 4~ 9.5 4~ H (95%CI, 5.8~10.7
MH) . EIRIT R 6 8 9 E 12 i AI13 &
20 i ,CTC RAFFAIARMEHNMOS 255225
JE () OS 22 AL . AEFT AT B[] 55, CTC #B L i 51
i 4 5 PE T (prostate-specific antigen, PSA ) i3 I,
LA T WO OS . R UL, AHXT T PSA,
CTC J& CRPC 1 OS %5 #Efffy H 3 7 (g T F ke
[FJ A, 7E 2016ASCO 231 I+, Boffa %8 A R B {# ]
PD-L1 [ CTCs W] PEAL M e i S o S48
CTC HA ] Wl (14 77,/ CTC [ FRAEATISRZ R,
R EATTH e A A B A A s Bk, 6T
CTC {E N FMAR W AR T A 7535
2.3 MWERE 2, 3 AU (indoleamine 2, 3 diox-
ygenase, IDO)

IDO W] 3 ik {5 fift Jay a8 2 0 vl %) €6 S 1 i 0 75
BLARPT ik g8 e 3%, 34 nT LUAE 3F TME Hp () 1L 8 2
Ao B RIEAT PC 2 Wi (1) 40 B 2 ) 16 4G 1Y) 5 IR
W OTRY) Th AR AR AR 2 B, IDO JE K ik /K P F
5 ) R AR AT R RS A I R AH S TE 20 PCL I H
R VIR A JG 2 &l et e, R4
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i 196 119 52 12K 3 B0 A B, H 3 e P A 5 8 A1 3
WS IDO K PR 33k 19 o BB ME o S 45 R L
PC PHE 9 52 303 2 oK 2R IDO & R 35 35 /K - {1%
F i AR F K 0.001 5, 1% M8 2R & T/ dh &
(ROC) 1Y 5€ 45 f8. 4 43 2 PC FH 1 (J &8 PC) il
PC B (IE & 4140) (B 1500 100 % , Te & A
PE) BT ARG EUE R & B, IDO W R I 5
PC 3 J'& LA J %) ICP 8 ) J7 vk B9 AN R R Tl s A
K, HAEER X ICTs I7 v vh B A G e i 4 T, %t
T PC 85 () o &/ & A 17 W (Relapse-Free Sur-
vival,RFS) B #2583 M
H1IDO T M5 K IR R/ 0 Z R 22 Fb 22 8] A7 76 FH ¢
PE, X — R IERW, AT DL SR A R IR 2 Fi /sl 4
SR 0 1L 3% 7K SF R BPA% TDO 36 M | i TG 7 43 A e
i S R R AR
2.4 DNA #1162 (DNA Damage Repair, DDR )

DDR : [ (BRCA1,BRCA2,CDK12,ATM )&
ANEDNA BB EHLHI M EES 5%, e
A HRAEFR AR-VT FHE B E 1) 41 5 DDR HE K 5845
AH ™, FE— T ipilimumab B% 4 nivolumab ] T
AR-V7 [ mCRPC Il 4= Yytr Ik sh o5 v
¥ 15 1 A ARV7+CTC 1) mCRPC pts 20 A Ui 2
Rk sT Ko 615 528 % HA 20 T DNA &
52 3L N 5747 (BRCA2, ATM, MSH6, FANCM, FAN-
CA,POLH) , iX 6 i 5214 AR A AR-V7 [HPE,
DDR 245 [P, 4558 /R 5 AR-V7 [H4: \DDR [
PERISZ I E AT L, X SE B A B0 P DNA 35 He [H 58
A5 1 B FE TG A A W (progression-free surviv-
al, PFS) Ji T HA S it2% 10 e 2 25 b (k= =24
Jal iR )=, Z IR FRR  HA (R R 2
(homologous recombination defect, HRD) % “% f#
mCRPC 7] LI iR Y7 32 25 o

CDKI12 " (1) 28 25 1] 53 DNA R B0 X
PEJEMR PR IR . T A PR RN, KA 7%
i) mCRPC 715 X557 B& K CDK12 2748, 2018
AR —TRAFSETEAS T 360 4% Wi PC 14 55 M s 5 1
JifigE DNA , 4341 87 A B 5 612k CDK12 JE (5 4
DUAH O 1 353 4% 722 A ss X 5 S wir i o 19 HoAth PC 35
1R RS HERAN[R] , b330 43 FBE WLH 56 4k 37 R
F Y, Hor 7E 11 44 CDK12 B 878 s v
A 4 4 mCRPC BE 45 1 ICIsihy7 , A 2 4 48
H PSA W bR T B B RCAE & Bk B 1Y R AL
ICIs J7 238 # 75 PC HIF A A &, X 28 BB Il

PREE JE SR LA B - #5707 US55 & Kl CDK12 1Y
mCRPC £ # % K 1] BE bR W5 15 2 1 PC AR
XoF SRS VA A T R R RN T REE Y . ZR TR,
CDK12 A8 (A8 F 55 25 5 ) PC, B A A TR Y
BRSERAN [R A% e Y CDK12 3 A e 4 nl fig 2
W 1 PC 28 X)L i) G 8 A A A7 VR A R 1 A
Pibs B, (02 75 2 AT T RO 9 I IR AT 5%
KE

2.5 45 Bc & & Bk B (deficient mismatch repair,
dMMR ) A1 /& B i T2 A F2 2 1 (microsatellite in-
stability-high , MSI-H)

HLAE 2017 4, FDA © X447t PD-1 24 pembroli-
zumab AT T L HE , LIIG YT A 0] U BR 5% 78
MSI-H/dAMMR % P fifgg (A BR i i 28 1Y) |, Z2 00
Il PRAF 5% 1, 32 ] MSI-H/dMMR S {42988 7] D S 8836
yrrh AR R L A —IETHE M A L ge L A 1
{1 MSI-H/dMMR mCRPC & 4% 3t PD-1/PD-L1
BT, Horb 54.5% 3 i PSA JKSF R B IR KT
50% , HoHr 4 AN RE IR R i 99% ¢ i 0
i PR3 56 B2 S 5 T 3 AN WL A, 7E KEYNOTE-164
e, S 124 41155 7% 4 MSI-H/AMMR mCRPC
BEYT R A 4 LT HZ=1 I5ERTRYTY )5 B
21 (=2 WSERTIRIT ) 4% 3Z Keytrude K 35 35 /M A
B B R, K N JE ORR, 78 B
Vil a] 4 31.3 A~ H (A 41) f124.2 4~ H (B 41) i,
P41 ORR Y94 33% . A 24 MOS 4 31.44H ,B
ZH KI5 %) MOS (2 4F OS N 63% ) , 1 EL A3 3~4 4
TRAE 1 AU AL (435318 16 % F1 13 % )

2.6 JRg 7% 17 1 (tumor mutation burden, TMB)

TMB 1] 52 B Jifr 958 441 Jia Jor #8527 114 5 A8 P8, 1
X B G AR AT e 25 it 53 258 22 IR i 2 7 i i g
BT, ST LLUAS Bl e e 2R G Ul o | id
AT LRI T 240 e 394 8 R & B e i . — TS
WAEZ 4w T ICIs BB P WEEE] T 5800 T 40
iS5 1 SR 1 B B 2 AH DG % , 30 44 mCRPC B 12
% ipilimumab J&77 )5 , A R BRI i) £ A =
Jifi2d PN CD8 T 2 fitd 2% J3 A1 TFN-y [ 227 Jk Rl g 5%
PUIFERE S T 42, P45 TMB AH X AR ) 2
F R TR R B T 4N Y . BIFSE A B
77445 AR 7Y s 9k B CD8 T 40 g\ XEN -y i 245 3 PRl b
10 PUR AR SR T 4B 22531 R mT $50 ipilimumab
R B2 1 B A= b s (] Bs Uk ] 7 B B G
iy 2 718 671 ] ) mCRPC, iRl &K BEE & 5 ipili-
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mumab 5 LY 7 RO ¢ BT BB R T . TMB 19 3
Al EBARAE P ICTs I & 45 H 2R H , (H B Ak &
e 2 Pkik, — 7 m TMB BE W K% —, 55—
77 T TMB 1l 5 75 1234 S BRARE

3 INEERE

IR Z T TSR, A7 A8 n] FUI A X 25 4%
PO S T S A A S, (EATS R sk AT
P PRSE FE o TR, 5 20— 20 o o il A
I RATE S , LA ve 25 SRR T P il 51 s ER0 6 7 2

R I B BE AT A T R T ) S 8 A P b
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iR ST TR A il UM 3 R R ]

e T ORLAH W EAT wFst

(# ZE] BE (MR A 0 E K 2% 0 b e 8 A5 SNP/Indel A7 SR HEAR 19225 i, PEA i
9o 98 A5 B Aap ARG R 6 SR DU MR P o FTiR SR FH TMB G a7 6 (T 3 oA s 28 1k D 5 ) 6 DU
iy 2 A5 671 g A6 0 16 58 2 2% vh s B SNP/Indel 1 S ARER IS5 5. 1550 DNA Bk ab 28, iF
IR E e R SR 1 55 20 BB IS M SO 5 SRR SO 2238l 3K s fieJ5 i NextSeq 550 Dx
FER AT . 4558 TMB-14-2% . TMB-14-5%F1 TMB-14-10%%: % [ (1 5 28 kar il E R 145 31 R
89.00% .95.20% .95.80% . Z5IE 5 H {5 SNP/Indel v 5 bR fELE (52 5, BEAE F T VA iR 28 28 7 far A
T 790 63 P A7 ARG o A 12 o

[EEEIR] MR AR AT 5 S R A ;AT 00T s bRifde; R HREATE

Evaluation of the accuracy of tumor mutation burden site detection
SUN Nan, YU Ting, ZHANG Wenxin, JIA Zheng, HUANG Jie*, QU Shoufang*
(National Institutes for Food and Drug Control, Beijing, China, 100050 )

[ABSTRACT]
detection kit by using high - confidence SNP/ Indel locus standard set in the national reference materials.
Methods

reference samples of the high - confidence SNP/Indel locus standard set in the national reference materials for

Objective To evaluate the site detection accuracy of the tumor mutation burden (TMB)

The TMB detection kit (reversible terminal termination sequencing method) was used to detect the

tumor mutation burden detection. First, the library was constructed by shearing DNA, end repair, adapter
ligation, and library amplification. Then the library was hybridized and captured. Finally, the NextSeq550 Dx
sequencer was used for sequencing. Results The accuracy of TMB-14-2% , TMB-14-5% and TMB-14-10% was
89.00% .95.20% . and 95.80% , respectively. Conclusion The reference material of the high-confidence SNP/
Indel site standard set can be used to evaluate the site detection accuracy of the tumor mutation burden detection kit.

[KEY WORDS]

Standard sets; Single nucleotide polymorphisins

Tumor mutation burden; Immune Checkpoint Inhibitor; Whole exon sequence;

%
2t

i 988 B IR T i A O SO S LA H
BE R G, A R IR A T T 1 B e R G
il , 35 BN R RS R 4 Y H 8. RPEIRTTIX
Tifr 4 38 W36 97 A XAy g A 3 i ke T B AL
iy, o G e K A S A ) 55 (Immune Checkpoint
Inhibitor, ICD £ B LB IR Tk ORI IR, 4
FEFR PSR T 324K 1 (PD-1) #1 il 771 S H AL {4 (PD-
L) 550), DA R 20 MO 5E P T bk 4 20 A SC T 4

(CTLA-4) #0500 &% i ieg 9 7% 17 4 (tumour
mutation burden, TMB ) J& Fi £8 25 X} 6 B2 4G 25 5,
FHRIFIAETT BN B %A s &, 0N AT A2 25
TRIEIT R B CAFREY, 518
TMB AH L, & TMB (835 1 S iR P RCR 4
H UL TMB A6 I 5 325 2 %) Jih 988 20 4347) - 5%
Il A5 A% 32F 47 5 38 &t P ¥ (Next- generation se-
quencing , NGS) , 11§ 4= 7} i ¥ (Whole Exome Se-

EAFR P BRI S AT S A kARSI I R E A T (TMB) AR /£ AL BT 52 (2019X3)

VEH s b E R 2 S T AT LI, AL 100050
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quencing, WES )l J¥> F1i: 57 &5 (Panel ) $1 ] ] - 25
R = C /N ARl N T A NS o /NN
D TMB 1) 4 bt , (R I P A e SR, OF
X i 988 2 2R A SR /N T e 90 200 I 5 A v
KR IR SEERhELL Tz . BN 2K
AN W A "/l ER e —ARMF & B ET
TMB #3285 & (Panel) , F 48 33 % 31F 1) panel 55
PRI E TMB, BB 240 8y, hE
1l 24 A A B AR e (TR T (87 B ) 37 g 28 748
TS I (TMB) [ X 2 %5 &, G145 & AR B A
MR 22 25 PE F46 A 6k 2K (Single nucleotide polymor-
phisims/insertion-deletion, SNP/Indel) {3/ s5 AR 1fELE ,
FH K% 25305 B (Panel ) (1) 457 154G I oAV

1 MRl5RE®

1.1 FER
i 88 2 74 G A A I [ 2K 2 25 il i 1 ARG B
fefit,

1.2 Wl 5

% 18 28 A6 1500 A TMB Az 551 65 (AT 36 2K v
ZER M EE ), W H R R B T s Ao BRA W
KAPA Library Quant Kit (illumina) Universal gPCR
Mix, Il Ff KAPA Biosystems 2\ ) ; Il 12457 &, Iy
F Hlumina 23 & . #8755 @ #24% , 1 [ Diagenode 2y
A ; Qubit®4.0 226 E 51X, W A Life Technology 23
Fl ;Nextseq 550 DXl 74X, 4 H Tumina 23 7] .
1.3 ik

i 98 2 A48 A Ay r I [l 5K 2 7% i Hh TMB-14 4
A, ok AR AR B2 AR Mo 20 200 1 X% 4 A
Fo PO A M e BN AR L B AT IR A 1 A
21 g (TMB-H) 3 [H 4 DNA T (5 59 PR B L 5] 9 51
K 0% 1% 2% 5% F1 10% , HRcXF 41 il (TMB-BL)
B[R 4 DNA BT (5 YR FR LL 4] 43 331 100% 99%
98% . 95% 1 90% o WA [ A B L il ) TMB-14 Ff
A< 5L R 2H DNA , I TMB A6 I 38 71) 6 (] 36 oA o ¢
1R ) FE TR . BE PRI ZH DNA 2888 75 i Befb
AP AT R w8 2R SO Sk i . i SUFEY
W5 AT 28 AR B AR, BRI R B AR B
AT . mJE AR MR SO BT . FHLE
Fe I E K S 2% S 5 AR panel #6301 bed 3C
K170 & panel K A9 VCF 345 TMB-14 k£
A {5 B AH SNP/Indel {37 5 bR ifEEE 4T FE X 40T
TP b2 5 A5 11 g 57 s, o 000 o4 Aff 14 o

2 #R

panel £ (1) VCF U 5 FrUELE AT , TMB
-14-2% . TMB-14-5% . TMB-14-10% [) 5& 7% £ ] 1
P43 51 R 89.00% . 95.20% . 95.80% , £F 4 TMB-
14-2% . TMB-14-5% . TMB-14-10% ¥ ¢ %% i 1% 43
AT 40% .60% .80% 55K . TMB-14 FEA Y
1 B {5 SNP/Indel 13/ 5 by i 52 AR 7 & panel A6
(1) SNP/Indel {37 53 LE X, WLER 1. & 1~2,

&1 TMBHRMERSERER

Tablel Resultsofnationalreference material forTMB detection

N TMB TMB TMB TMB
PR -14-1% -14-2% -14-5% -14-10%
TP_snp 199 295 317 317
FP_snp 25927 38982 31841 30939
FN_snp 122 26 4 4
Sensitivity_snp ~ 61.99 91.90 98.75 98.75
TP_indel 17 20 20 22
FP_indel 2649 3226 2926 2887
FN_indel 16 13 13 11
Sensitivity_indel ~ 51.52 60.601 60.61 66.67
Sensitivity 61.00 89.00 95.20 95.80

W TP BB 5 FP: A BH P ; FN: B % . Sensitivity=TP/( TP+
EN)X100%

E1 ERZEHEERS SNP L AirESESIKHIE SNP
HILE T 45 R
Figure 1 Comparison results of high confidence SNP site

standard set in the national reference material and SNP by kit

B2 EXRSZREERS hdel i AR EESIKFE Indel
SSELE S
Figure 2 Comparison results of high confidence Indel site

standard set in the national reference material and Indel by kit
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3 g

B AR 3 R 1 AS Wi A R, X bR iR 9T
BRI ANH , IR 14 53 BB T 5T 443 1
() B E, EE AR 0 TR RR T, S B )
1A TRV S, 98 B AL R 25 48 B R (FDA) %8
T B e oA T 92 e o 1 AR A 1 e i A
Z2 75 K P panel, 2017 4F 11 H 30 H 3% [E FDA #it
#E I 71 FoundationOne CDx £ Bfii2 Wr 7= 5, &1 %
324 A FE R IEA T ARG, A6 000 114 28 A4 2 A0 5 R 4G |
A B HE DB L B S HE AR AR, DL S
TR AR E M (MST) AT TMB K60, 18 F AR i 28750
g A R Ey bR ] A2 A I R 2H SR AR (FFPE)
8 3R [ o At 7 FH T TMB ARG I 4 £ Bt 12 7 38
F=ah . ETCEHAZA A EHAENGS F & LI
& TMB i W0 & (H 2 2 4w AR aF AT LBy
Bt HEITMB Ht = 48— B4 bR v, BF AR R )
E XS % i, I TMB A OG0 AR DL Kb ik
WS¢, v LAk TMB K I 3 7] 7 f % 25 8 T4
=

2019 4F K et 57 TMB K6 [ 52 2% 5, IF
J& [ P TMB 12457 & (panel) 19 P BEVF M TAE . X
F TMB A 38550 & 19 M B, B 56 1 F WA 7 I
— 1] & (panel) 1Y) TMB £ ] — Z( P4 , panel )
TMB K 25 5 5 WES K il 45 5 1 — otk , 2 H
i TMB HERf 1 — 2350 & 19 25 5% SNP/Indel
A7 SRS U VR B P TEAT , A5 SNIP/Indel 7 45 A IR
B BEAE 4 0 10 A3 1) 58 A8 67 S B, B 50 &
ARG I A VA T X TMB G 38751 6 A
REEAT 207 O I PEf o

AT TMB %7 £ (panel ) (A7 S A iRt P
W25 5 B AE SNP/Indel v S bRUERE AT XS 58
] ) 98+ 35 K 2H #32 (Genome In A Bottle, GIAB)
K A FRAS [R5 %60 28 F [ Kb 1 AR 58
P2 1L 1) DNA 45 i 2 % i 8392 ( L FK NA24385,
HG002) #EA74549 78 S hrfESEA i . 2% [ bR
N ARHELR I T 20, AR B L E R S % b A
SNP/Indel 7 si PR ifESE o T 561l FH 4K 1 SOAPnuke
XoF BT DR AR S 2R A T 3 e S A e L
FH#R A BWA+GATK Haplotype Caller % 4% 53 £
A3 I T AR SR, A3 2 P2 S0 - (a) gVCF, I F
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Analysis on the Etiology of Influenza in Jilin Province from 2016 to 2020

LI Jing, LIU Hongmin, HOU Chengcheng, WU Donglin, YANG Xianda*

[ Jilin Provincial Center for Disease Control and Prevention (Public Health Research Institute ) , Changchun,
Jilin, China, 130062 ]

[ABSTRACT] Objective To understand the epidemic trend and etiological characteristics of influen-
za viruses in Jilin Province from 2016 to 2020, and to provide scientific basis for influenza prevention and con-
trol in the province. Methods Statistical analysis was carried out on influenza-like cases (ILI) reported by 13
influenza surveillance sentinel hospitals in Jilin Province, and laboratory testing and pathogenic monitoring and
analysis were carried out on the collected influenza-like case specimens. Results The proportion of ILI visits
from 2016 to 2020 showed an upward trend year by year, and the difference in the proportion of ILI reported
in the four monitoring years was statistically significant (=7 631.309, P<0.05). The age group of influenza-
like cases from 2016 to 2020 is mainly concentrated in children under 15 years old, and there are statistical dif-
ferences in the age composition ratio of ILI between different monitoring years ( y’=636.663, P<0.05). A total
of 35, 504 throat swab specimens from patients with influenza-like cases were collected in the 4 monitoring
years, and 5, 042 positive specimens were detected, with a positive rate of 14.20%. Except for the influenza B
virus as the predominant strain in 2018-2019, influenza A virus was the predominant strain in the other three
monitoring years, and the H3N2 subtype and HINIpdm subtype were alternately circulating. Conclusion
The prevalence peak of the proportion of ILI visits in Jilin Province from 2016 to 2020 occurs in winter and
spring. The age group under 15 years old is the main susceptible population. Corresponding prevention and con-
trol measures should be strengthened and influenza vaccination should be actively promoted.

[KEY WORDS] Influenza-like illness ; Influenza; Etiology
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Figure 1  Situation of ILI% in Jilin Province from 2016 to 2020
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K1 20162020 FHEWE ILIFRK S [n(%) ]
Table 1  Age distribution of ILI in Jilin Province from 2016 to 2020 [n(%) ]

A 0~4 % 5~14 % 15~24 % 25~59 % =60 %
2016.4~2017.3 13 150 (35.78) 9 873(26.87) 3105(8.45) 7795(21.21) 2826(7.69)
2017.4~2018.3 13 919 (34.68) 9 653(24.05) 4.019(10.01) 9 229(23.00) 3315(8.26)
2018.4~2019.3 19 016(37.49) 12 184.(24.02) 4.570(9.01 ) 11 354(22.39) 3 594.(7.09)
2019.4~2020.3 22 539(37.11) 13 577(22.36) 4752(7.83) 15 383(25.33) 4.477(7.37)

&t 68 624.(36.44.) 45 287(24.04. ) 16 446(8.73) 43 761(23.24) 14.212(7.55)

P! 636.663

P1E <0.001

R2 20162020 FEMERBIREZBENER (2(%) |
Table 2 Results of influenza virus nucleic acid test in Jilin Province from 2016 to 2020 [n(%) ]
. - A FIRRAEL B AIbR AL
I b FITERR AR H3N2 HIN1pdm Victoria & Yamagata 3
2016.4~2017.3 8 684 964 (11.10) 424.(43.98) 485(50.31) 54.(5.60) 1(0.11)
2017.4~2018.3 8 890 1574 (17.71) 579(36.79) 137(8.70) 13(0.83) 845(53.68)
2018.4~2019.3 9036 1320 (14.61) 86(6.52) 1 081(81.89) 95(7.20) 58(4.39)
2019.4~2020.3 8 894 1184 (13.31) 893(75.42) 187(15.79) 104(8.79) 0(0.00)
Gt 35 504 5042(14.20) 1982(39.31) 1890(37.48) 266(5.28) 904(17.93)
71 3 731.539
P{H <0.001
R3 2016-2020 FEMRE RAPEARKRER 5 [0(%) ] 3 itip
JTE

Table 3 Gender distribution of positive specimens in Jilin
Province from 2016 to 2020 [n(%) ]

AR % &
2016.4~2017.3 515(53.42) 449(46.58)
2017.4~2018.3 795(50.51) 779(49.49)
2018.4~2019.3 667(50.53) 653(49.47)
2019.4~2020.3 623(52.62) 561(47.38)

2 1H 3.128

Py 0.372
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Figure 2 Time distribution of influenza viruses in Jilin
Province from 2016 to 2020
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Expression of AQP-4, VCAM-1 and NPY in the cerebrospinal fluid of children with se-
vere hand-foot-mouth disease and their diagnostic value for complicated encephalitis

DU Weipeng, WANG Haixia*, LU Fang

(Department of Medical Laboratory , Nanyang Central Hospital, Nanyang, Henan, China, 473009)

[ABSTRACT] Objective To explore the expression of aquaporin-4 (AQP-4) , vascular cell adhesion
molecule-1 (VCAM-1), neuropetide Y (NPY) in the cerebrospinal fluid of children with severe hand-foot-
mouth disease (HFMD) , and their diagnostic value for complicated encephalitis. Methods 36 children with
severe HFMD in our hospital were selected as the severe group, and 32 children with ordinary HFMD as the nor-
mal group. The levels of AQP-4, VCAM-1, and NPY in the cerebrospinal fluid of children with and without en-
cephalitis were compared between the two groups and the severe group, and the relationship between the three
and the severity of the disease was analyzed. The value of cerebrospinal fluid AQP-4, VCAM-1, NPY in the di-
agnosis of severe HFMD complicated with encephalitis was explored. Results The levels of AQP-4, VCAM-1
and NPY in the cerebrospinal fluid of the severe group were higher than those in the normal group, and the dif-
ference was statistically significant (P<0.05). The severity of HFMD was significantly correlated with the levels
of AQP-4, VCAM-1, and NPY in cerebrospinal fluid, and the difference was statistically significant (P<0.05).
The levels of AQP-4, VCAM-1 and NPY in cerebrospinal fluid of children with severe encephalitis were higher
than those of children without encephalitis, and the difference was statistically significant (P<0.05) ; the AUC
of AQP-4, VCAM-1, and NPY in cerebrospinal fluid combined diagnosis of severe HFMD complicated with en-
cephalitis was 0.894, which was greater than each index alone, the best sensitivity of the combined diagnosis

was 81.25% , and the specificity was 90.00%. Conclusion The abnormal increase in the expression levels of
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AQP-4, VCAM-1 and NPY in high application value in the diagnosis of severe HFMD complicated with enceph-

alitis. It can be used for clinical evaluation of the severity of HFMD and diagnosis of severe disease.

[KEY WORDS]

cell adhesion molecule-1; Neuropeptide Y ; Encephalitis

F & 1 %% (Hand - foot - and - mouth disease,
HEMD ) J& 2= 8 H1 LEE 5 UL 2k th B v s, £
BB AT R Ale IiE e B 71 B AE R I B,
ZRT3ZLTFEBIL, HH W R BEAR wm,
HEMD SER G # — M 1 824 v AFTe (03R4
HIERLPRR IS TR & e, 2 B AMA RS, —HIf
KRG A, W B LBREEBBE T KBS . PRI, i
HE HEMD U TE Al ST & il 22 W i i 52
R EED AR LI, KR 1B -4 (Aqua-
porin-4, AQP-4) . Il % 41 fd Kl fff 43 -1 (Vascular
Cell Adhesion Molecule-1, VCAM-1) 7 fit 7K Jis fin 451
Pt kA kR i s AR, HA 24K Y (Neu-
ropetide Y, NPY) i] F T e W v 28 i ffa 461 47, 412
5 HIE HRMD B R AR R . (B LR 8 F57E HEMD
TR AIFSE 22 R B N 1 JCER A N RS .
ARBFFE SRR G KR 43T AQP-4 . VCAM-1 NPY 7£
HE HEMD 8 Ul 7 b 8 2R3k Koot I 1 4 1)
W E , 5 TE A IR R P BEE SR

1 RS

1.1 —fRseR

PEHUABE 2016 4F 1 H % 20194F 9 H 36 i SAE
HFMD (LA R 5 41 (CERE PP A 4 R
Giz BRI, KSR 22 B % 5 I VB RE , 15t
K, Ve PE R BTE T, A K S R
i PSS e S ik 53 sk I S S5, LR 2R Bk
120 IR ERE B IR skiz ghFfs 2L ki) |, 51k
32 {71338 HEMD f8 ) LA 8 41 R B IEAS : AN
B g ZGRYL) . AR DFF A HEMD
ZWIRIE™ ; @Q4FE <12 % ; @ TCIKH s D8
EHRAR MBS, O REARBERHZ 4
WAL, BILE R BB, O %% W&
Foo HEBRBRE : O I | EE i D) i R A5 5 0 AR
L @RI 4 B 4% 55 A e e JOL s @A
B LA A A B M 0 25 R i ARG il &
Gepe s OF MG BT AR S @ AL R
WL QR BARREL & A . W — %
BHEEE, 2R TG EL(P>0.05), WLFE 1.

Severe hand-foot-and-mouth disease; Cerebrospinal fluid; Aquaporin-4; Vascular

x1 FWAHA—MABLE (0(%), (x£5)]
Table 1 Comparison of general information between the 2

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

FEAE AL 1 2 . )

-

i H (n=36) (n=32) iy fE P1E
(15 16/20 14/18 0.003  0.954
(%) 3.26+1.37  3.71x1.60 1.249 0516
i (d) 2.35£0.67  2.61+0.80  1.453 0.150
Ao (kg) 15.274#3.28  15.80£3.29 0.664 0.509

KIRET &7 HE 19(52.78) 15(46.88)
H& ZE 17(47.22)  17(53.13) 0236 0.627

JrEE i) 21(58.33)  18(56.25)
] 15(41.67)  14(43.75) 0030 0.862

1.2 ik

SR 5 A I AL A - AQP-4 . VCAM-1 £
A& H R A Y TR A R A MR-
96T Uil b A W) 1 PRI Bty A= ) B2 I 7 W - I 0 A1
FRLZS 7] 5 NPY Al ik 751 G ) 1 b st 4 B I R AR
F ARG R F] , Mokosensor-A300 Y i 145 4 57 5 43
B A R 56 TR IR A MR A PR A R .

R 53 : AT WS 2 A4 6 h N Rl
NG T B 28 i) R A i B W 2 mL, 454 ™ A i IR
TCHBAE RS SR AT, R F AU e .0 il 1K 47 928 T
B30 D00 2 ki B AQP-4, VCAM-1 % HITHUS f e
A3 BT 1 T 5 B A W NPY 7K F |, 2% FHl Mokosensor -
A300 BY R AR 4 G 53 Hr AR
1.3 WEHETR

O W5 4 i A W AQP-4, VCAM-1 NPY /K-
QHEHE I & 5 ARIF KR BIL—FR AR
AQP-4 VCAM-1 .NPY /K-, 2 BRER R 2B} 2 p s
0 B ) 52 10 5 1 i 832 W b M2 W7 2 5 5 e I
%, @M W AQP-4,VCAM -1, NPY /K F 5
HFMD i & B B 1 &R o @R ST A i AQP-4.,
VCAM-1.NPY X EiE HEMD Jf- & i 46 s e (i
1.4 GileFrik

B4 kb 3% FH SPSS 22.0 B ;%O
(% +5) 7N, R K55 THECHRH n(%) TR, 2R
H K5 5 il 1) Logistic #4722 A 2 BHEH3H7, >R H
%1 T AE (Receiver operating characteristic , ROC)
2 T2 W 8, P<0.05 J 22 54 Geitar i X,
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4t 0.05) ; 5 4E 41 I & ik 98 F8 L4 i 3 W AQP-4,
2 #R

21  PHAA W AQP-4 . VCAM-1 NPY /K H 4%
E 4 i B I AQP-4 . VCAM-1  NPY /K -4
WIm L, 22 A G X (P<0.05) . WK 2,
*2 WAHARE K AQP-4.VCAM-1.NPY KFLbE (x+s)
Table 2 Comparison of AQP-4, VCAM-1 and NPY levels

in cerebrospinal fluid between 2 groups (x +s)

VCAM-1 NPY 7KV FARIF R MR AL IL, 257
HE i3 L (P<0.05), W4,
2.4 W AQP-4 . VCAM-1 .NPY XJ H % HEMD
It i 4 12 W

ROC £k 7% ik B AQP-4 . VCAM-1 NPY
BEA 2 WG 28 R AL (AUC) 43510 0.894., F5UE%
R 81.25% , R85 90.00% ., W35 & 1,

A% n AQP4(pg/L) VCAM-1(mg/L) NPY(g/L) o Roc . rocet
FEEAL 36 16.68+4.31 15.00+3.19  351.17£55.34 J_f —
gl 32 7.432.02 11.13£2.65  287.20£36.15 o i el

t{H 11.099 5.486 5.566 g{_s( 06f [7 06

PAH <0.001 <0.001 <0.001 # ol mesn | F o

— AQP-4
s AL v JESE 02t VEAM-1 0.2
2.2 JH W AQP-4 . VCAM-1 NPY 5 HEMD Jij i Wy

(A PSS
L HEMD i R BEAE R AR Bk E i AQP-4.
VCAM-1 NPY 1E4 H A8 i, Logistic [81JH 437 .7~
%% % AQP-4 . VCAM-1 NPY 5 HFMD J 15 72 &
HEMOC, Z R A S FE X (P<0.05), W3,
£3 LW AQP-4,VCAM-1.NPY 5 HEMD fHi512 &

Table 3 The relationship between cerebrospinal fluid
AQP-4, VCAM-1, NPY and the severity of HFMD
AFd BIH S.EAH Waldly ORE
AQP-4 1.649 0475 12.046 5.200
VCAM-1 1.559 0.518 9.063 4.756 1.928~11.733 <0.001
NPY 1.522 0.390

2.3 HESELIIF RS A I L — TR
Wi AQP-4 . VCAM-1 .NPY /K F- [ 45

T 20 9T K IR 48 HLZEME B AR TR S R
IR RABILLE, 27 G %8 X (P>

95%CI P1E
3.104~8.710  <0.001

15228 4.581 2.231~9.406 <0.001

0 0.2 0.4 0.6 08 1.0 0 0.2 04 0.6 0.8 1.0

R WAL RS
1 B#& & AQP-4,VCAM-1,.NPY B R Bk &L Wi B IE
HFMD 7 % f& # i) ROC
ROC of cerebrospinal fluid AQP-4, VCAM-1 and
NPY in the diagnosis of severe HFMD complicated with

Figure 1

encephalitis alone and in combination
3 e

HFMD 1% Y 14 4 ik, 9 3k [ 128 36571 o0 T 2
e o G AH DG WA & . BT, HFMD &
o R AT B RG] (D BB L s T B
P2 R G52 BRI

AQP-4 J&: 3T A7 e B — A~ I3 3 2R 1 R
() 13 A1 B 22—, TEA T K B 40 B B 174 9 2 2
KEEMEAER . BH N, AQP J&—Fh {3 T4l fifa i
R N R T, AR AN M R 2 LA, T g o
IR FAEAN N AEE I AQP-4 k3 in

R4 EEAHARSRALMREBIL—BEL . EE K AQP-4.VCAM-1 NPY 7K F L5 (“x+s)
Table 4 Comparison of general data and cerebrospinal fluid AQP-4 ,VCAM-1 .NPY levels in severe group with and without

encephalitis (x+s)

2151 n P (e /9) () Wi (d) AQP-4(pg/l.)  VCAM-1(mg/L) NPY (g/L)
I % Wi % 2B 16 6/10 3.12+1.28 2.46+0.63 26.17+8.15 18.65+4.04 405.18+84.22
AT KW % L 20 10/10 3.40+1.42 2.24+0.71 9.09+3.02 12.19+3.11 307.96+42.53
i 0.563 0.614 0.971 9.682 5.425 4.505
PAH 0.453 0.543 0.339 <0.001 <0.001 <0.001

®5 W& AQP-4.VCAM-1,NPY 2B B HFMD 3 % i & M MHE
Table 5 Value of cerebrospinal fluid AQP-4 VCAM-1 NPY in the diagnosis of severe HFMD complicated with encephalitis

f5ts AUC 95%CI z5eit b i HURIE (%) 5 (%) P
AQP-4 0.819 0.655~0.927 4.427 >19.44 pg/L 62.50 90.00 <0.001
VCAM-1 0.813 0.648~0.923 4.386 >15.03 mg/L 93.75 60.00 <0.001
NPY 0.756 0.585~0.883 2.935 >375.27 g/L 62.50 85.00 <0.001
A 0.894 0.746~0.971 7.077 - 81.25 90.00 <0.001




DTeW SR E 2021463 5134

3 T Mol Diagn Ther, March 2021, Vol. 13 No. 3 + 355 -

77 i 440 1 40 AL RS 43 B T sl e R i L 5 1 & IR
PR K b AR R B T A 2B A R B, AT A
i FEE HEMD L5 i J€ . Chen %63 i 1) 2
BB 2 B, R BB 2 1 i 48347 I T T AQP-4
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mNGS B ARTE L gz FE il K90 BeA 2 W h R A
HFIRE HOE MAR? HE? FHE Karn’

(# ZE] B Wit ZEEA AR F (mNGS) £ A 76 L % 5 il 46 055 5 2% 12 W7 b i ¢ 1
Fik o EE20174F 12 A & 2020 4F 6 A BBULHE BE BEGA 1 BEiATT 1Y 219 B4k X R4 5 il 4 UL
(G PR B2 R , b A5 il v 78 V% W mINGS A6 M 5 2 49 592 5 5 i D A 0 Xof 12 T )L B il R 1912 T
L8 219 (3L K FRA T mNGS A B 11 190 161 (86.76% ) 5 i 4% 45 52 36 2 9 J5 A 4 BH 1996 191
173 51 (78.99% ) , B FP G 7 i 4K L 25 5 e T 2438 L (P<0.05) . mNGS FE 5 552 56 % 55 JFU [5G
HURTE AR B 2 0] AT, 22 A i1 8 X (57=76.488 7, P<0.05) , mNGS 51555 5216 % 5 Ji 27 4 )
YIPHTE 35 163 7], mNGS 514 50 52 56 25 B 27 A 4 B 8 3 22 1], mNGS FH P 1717 4% 56 52 50 25 9 i 2
I BRI B3 27 1), mNGS [ 117 % 48 5 56 22 005 JR A R B FR 3 7 61 . mNGSS FlA% G50 50 %0 S 12
W L 38 JEE Al 48 005 J A R AORE RS BE LA, 2 A SR L(P<0.05) . it RIMPH AR KL S
S 5 S R PR G I R i A R LS SR 2E IS, 8 I R R A R 2

[EgER]  ZBA AR 3 b X ARAT I 50 fili 2

The value of mNGS technology in the etiological diagnosis of severe pneumonia in children
HUANG Peiqi', LU Xiaoxia’*, CHEN Hebin*, DU Hui*, LI Ying®, CHEN Hongwei*

(1. Medical College of Jianghan University, Wuhan, Hubei, China, 430056; 2. Department of Respiration,
Wuhan Children’s Hospital, Wuhan, Hubei, China, 430015; 3. Medical College of Huazhong University of
Science and Technology , Wuhan, Hubei, China, 430074 )

[ABSTRACT] Objective To explore the value of metagenomic next generation sequencing (mNGS )
in the etiological diagnosis of severe pneumonia in children. Methods The clinical data of 219 children with
community - acquired severe pneumonia hospitalized in Wuhan Children’s Hospital from December 2017 to
June 2020 were selected. The diagnostic value of mNGS detection between alveolar lavage fluid and traditional
laboratory pathogen detection in the diagnosis of severe pneumonia in children was compared. Results
Among the 219 specimens submitted for inspection, 190 positive cases (86.76% ) were detected by mNGS
detection, and 173 positive cases (78.99% ) were detected by traditional laboratory pathogens. The difference
between the two detection methods was statistically significant (P<0.05). The differences in the total pathogen
detection rate of every age bracket were significant between the mNGS and traditional laboratory pathogens
detection (¥°=76.4887, P<0.05). 63 patients were positive in both the mNGS and traditional laboratory
pathogenic detection, 22 were negative in the mNGS and traditional laboratory pathogenic detection. 27
patients were positive in the mNGS detection but negative in the traditional laboratory pathogenic detection,
and 7 patients were negative in the mNGS but positive in the traditional laboratory pathogen detection. The
sensitivity and specificity between the mNGS and traditional laboratory pathogens in the diagnosis of severe
pneumonia in children were compared, the differences were statistically significant (P<0.05). Conclusions
Compared with the traditional laboratory pathogen detection, the metagenomic next generation sequencing can
quickly detect the pathogenic diagnosis of children with severe pneumonia and guide the rational use of drugs
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Y B fs 1 TR F EF R, #k, KX 430056
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in the early clinical stage.

[KEY WORDS] Metagenomic next generation sequencing ; Community-acquired severe pneumonia

11 X AR A5 fili & (community acquired pneumo-
nia, CAP) & JL B WAL MRS , it 5 X LIT
JLESRT-RE AR . BT/ NUGIRER B A
4 TS , T%~13% i 98 0] K e M RER R |, 45
FRE RGTHE AR BRE A A A L5
AEYIESE AXIRY GRS R A A (H X
SEAGIN 7 IAELEREA L B R A2 2 AE BRI A
Jir ARG ) o 24 /0 A5 e g1 B TR 2 AR Y
(Metagenomic next generation sequencing ,mNGS ) &
— BN T 53 25 55 5% B8 24 S AR A U AR
DIHANT R S i B TR R 2 3 S g A
FH TGRS 0 o AR 219 fil4E X 4R A5
PR FERE i 28 £B LAY 2% mNGS BRI T 08T, B
TEAIERIZ WAL , B IR

1 BREFE

1.1 —fBgek

PEHL 2017 4F 12 A & 2020 4F 6 H i JL#E E
Bt SCTA £ BE 1R TT 1) 219 il 4 DX R A5 14 7 il % A
JLIG IR R ISR UE : O A BILE S o A
P 2 s LB o e WP 2 21 il i) L EE A X RS
PEI 2 PR FE (2013 W) ). @B ILHE T X
SEBARRENAE, I 5 R KRS L RE A
B A R & A, B R KA AT mNGS ki . Bl
IRGERL T o HEBR AR : O P HAth 5 A BE , B N
K Ry FAE il 4% 5 @A I A S s B G B . AR
fF 5T 28 PR Be A0 PR 2% B S5 LU
1.2 Fik

A B BE 2 K RAE, 5835 1 AL CRP
PCT.(1,3)-B-D #i FMERM (G ikgw) AL H R
ORI (GM 55 ) Il 2 S AR B AR S5 A A
219 (il B LB AT A Bk A, R Ll v i vk
W Ry, — A B — M A B U e S5 3%, o
— {3 5K mNGS AR A B 7 G T EOR
1.3 W& SR

RILEFEHEA 1% AR K I PIIN T ACF 5 (IR
YA RIER A A PR A, 845 : BGISEQ-50) i 47
R, 25 DNA $2E SRR e Fnim 5, 7 5ds
MLIG 2 BRAR T ALK B2 /N T 35 bp 19 550E DL 3RA5
R N BE . Sl BWA (BWA: http : //bio-bwa.

sourceforge.net/) [t %44 15 it 7 £ 48t Lxt B AS
LA T 9 R EHE 23 Bk o FT A 78 L BRI
S HRIE reads 5 5% H 4 DA P REE A LEXT, 3R
A3 BB VT J5C 3] JE s S AR 1) P 9180, AR iR e 91 )
e I A Bl A HE B G0 A T B T ) S AR
1.4 SEitsork

% Hl SPSS 26.0 4t it 2% 43 #r 5 it & % K LA
(% £s)3Ron, AR ¢ K 55 5 THECFE R n (%)
TR AT R DA P<0.05 W 2ESH G RE X

2 #R

2.1 mNGS 5% 59250 3= 9 5 A 3 pr
211 A H R

219 {3 K bR A o mNGS A6 4 FH 5 41 190
1] (86.76% ) ; 1M 1 48 5% 55 5 9 Jit 2L A H3 A% 955 151)
173 1 (78.99% ) , Wi Fas: I 5 vk LU 86, 22 7 A Geit
0 U (=4.649,P<0.05), WLFE1,
2.1.2 AR A

mNGS Fl4% Gt 5% 5 2 95 J5t s [ S A 1 387 ¢
R B M A, 22 A geit 2 5 L ('=76.488 7,
P<0.05). WL 1,
2.2 fili ¥ FE Ve mNGS 5 1% 45 52 5 % 9% IS
LB FERE il 58 995 I 2= 12 W 45

mNGS 5 1558 52 5 3 55 i 2 A il 137 P fR 3
163 1], mNGS 5 1% Gt 52 50 % g Jit 27 45 00 127 B e 28
22 ), mNGS FH A 7% 48 52 55 2 9 D = A ) 19
P& 27 1], mNGS BRI 4% G5 52 96 500 )5 27 46
DN PH 1 2 T
2.3 fili 3 UE T mNGS 5 1% 48 52 56 %= 9 IR 12 Wi
L3 FARE il 58 955 L 2 RABURE He 57

mNGS 5 1% 5t 52 K % 95 )52 Wi JL 36 5100 il R
R R FEREIR, ZRASIT¥E X
(P<0.05), W2,
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B RS T AR 70 1 B SR BRI S A
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R1 AEERAZIL_RNFREFEIELERFERHBERRBERELE (%) ]
Table 1  Second generation sequencing and traditional laboratory pathogen detection and pathogen types in children of different

age groups [n(%) |

s B A BREC K R ) 0~ 6 H~ 1%~ 3%~ 5%~
Jili R BEER T/ 9(4.11) 1(6.25) 1(2.27) 3(3.26) 1(2.17) 3(8.57)
G v O A BR T 3(1.37) 0(0.00) 0(0.00) 0(0.00) 2(4.35) 1(2.86)
. s PR BR 1H 2(0.91) 0(0.00) 1(2.27) 0(0.00) 1(2.17) 0(0.00)
BT 26 WOk T 1(0.46) 000000 00000)  0(0.00) 1217)  000.00)
19(8.68) IR TUEE SR T 1(0.46) 0(0.00) 0(0.00) 0(0.00) 1(2.17) 0(0.00)
W 2 A 1(0.46) 0(0.00) 0(0.00) 0(0.00) 1(2.17) 0(0.00)
BT G 1(0.46) 0(0.00) 0(0.00) 0(0.00) 1(2.17) 0(0.00)
Mt fE Bk I 1(0.46) 0(0.00) 0(0.00) 1(1.09) 0(0.00) 0(0.00)
i) SRS FT I 8(3.65) 1(6.25) 2(4.55) 2(2.17) 1(2.17) 2(5.71)
S LT T 5(2.28) 0(0.00) 0(0.00) 3(3.26) 1(2.17) 1(2.86)
[P L AL 3(1.37) 1(625)  1(2.27) 0(0.00) 0(0.00) 1(2.86)
2 U A AL B 2(0.91) 000.00)  0(0.00) 2(2.17) 0(0.00) 0(0.00)
22(10.05) JBE B T 1(0.46) 0(0.00) 0(0.00) 1(1.09) 0(0.00) 0(0.00)
] g {2 P 1(0.46) 0(0.00) 0(0.00) 1(1.09) 0(0.00) 0(0.00)
Jili 98 5 T AT BRI 1(0.46) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 1(2.86)
S JUER M\ B PR B 1(0.46) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 1(2.86)
S il 25 9(4.11) 1(6.25) 3(6.82) 0(0.00) 2(4.35) 3(8.57)
TR A 1(0.46) 1(6.25) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
HH 13(5.94) KA 1(0.46) 0(0.00) 0(0.00) 0(0.00) 1(2.17) 0(0.00)
i A 1(0.46) 0(0.00) 0(0.00) 0(0.00) 1(2.17) 0(0.00)
SR 1(0.46) 0(0.00) 1(2.27) 0(0.00) 0(0.00) 0(0.00)
N R 7 1 135(61.64) 8(50.00)  30(68.18)  56(60.87)  23(50.00)  18(51.43)
B A e 2 2 75 2(0.91) 0(0.00) 0(0.00) 1(1.09) 0(0.00) 1(2.86)
AR 2 55 Y 1(0.46) 0(0.00) 1(2.27) 0(0.00) 0(0.00) 0(0.00)
N5 5 5 4(1.83) 0(0.00) 0(0.00) 3(3.26) 1(2.17) 0(0.00)
Y5 7F 149(68.04) NI 6B # 2(0.91) 0(0.00) 0(0.00) 1(1.09) 1(2.17) 0(0.00)
AN B R 7 R 1(0.46) 0(0.00) 0(0.00) 1(1.09) 0(0.00) 0(0.00)
NI 1 1 1(0.46) 0(0.00) 0(0.00) 1(1.09) 0(0.00) 0(0.00)
EBV 2(0.91) 0(0.00) 1(2.27) 1(1.09) 0(0.00) 0(0.00)
AR HRpEE 1 1(0.46) 1(6.25) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
TB 1(0.46) 0(0.00) 0(0.00) 1(1.09) 0(0.00) 0(0.00)
it 98 S J A4 24(10.96) 2(12.50)  2(4.55) 11(11.96)  7(15.22) 2(5.71)
HRB il A 1L 5(2.28) 0(0.00) 1(2.27) 3(3.26) 0(0.00) 1(2.86)
Ait 233 16 44 92 46 35
FR1
Continued Table 1
LGSR B R
NS f"iﬁsz%‘ 0~ 6H~ 1%~ 3%~ 5%~
Jili 5 B K P 8(3.82) 1(7.14) 1(7.14) 2(14.29) 1(7.14) 3(21.43)
o T 00 ] 2] BR AT 3(1.43) 0(0.00) 0(0.00) 0(0.00) 2(14.29) 1(7.14)
ﬁci%?’% 220.95; 020.00; 127.14; 020.00; 127.14; 050.00;
e g Gk 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00 0(0.00
IR 16(7.65) R BR T 100.47) 0(0.00) 0(0.00) 0(0.00) 1(7.14) 0(0.00)
iuyiesi) 1(0.47) 0(0.00) 0(0.00) 0(0.00) 1(7.14) 0(0.00)
F P [T 0(0.00) 0(0.00) 0(0.00) 0(0.00) 1(7.14) 0(0.00)
AL e 4E R T 1(0.47) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
i SN B 6(2.87) 1(7.14) 1(7.14) 1(7.14) 1(7.14) 2(14.29)
Tt B I A 4(1.91) 0(0.00) 0(0.00) 2(14.29) 1(7.14) 1(7.14)
Tf{i;ﬁ%f;% 321.43; 157.14; 12714; 02000; oEoA()o; 157.143
. o . N YA 2(0.95 0(0.00 0(0.00 1(7.14 1(7.14 0(0.00
= CHIER 17(8.13) o ZRUA i 1(0.47) 0(0.00) 0(0.00) 0(0.00) 1(7.14) 0(0.00)
i AR L 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
ifi 58 e 7 A1 TR 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
S LR A B HU 1(0.47) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 1(7.14)
TR 25 8(3.82) 1(7.14) 2(14.29) 0(0.00) 2(14.29) 3(21.43)
TR 1(0.47) 1(7.14) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
BT 10(4.78) Kt 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 1(7.14)
e 100.47) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
SR B 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
N a5 7 1 129(61.72) 8(57.14) 27(192.86) 54(385.71) 22(157.14) 18(128.57)
SRR S B 2 18 2(0.95) 0(0.00) 0(0.00) 0(0.00) 1(7.14) 1(7.14)
HRRIE T 55 7 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
ANIEE e B 5 A 3(1.43) 0(0.00) 0(0.00) 0(0.00) 2(14.29) 1(7.14)
357 140(66.98) NZ890 3595 1 6B Al 2(0.95) 0(0.00) 0(0.00) 0(0.00) 1(7.14) 1(7.14)
NGt 74 1(0.47) 0(0.00) 0(0.00) 0(0.00) 1(7.14) 0(0.00)
N e 1 A 1(0.47) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 1(7.14)
EBV 1(0.47) 0(0.00) 0(0.00) 0(0.00) 1(7.14) 0(0.00)
NS iR ST R 1(0.47) 0(0.00) 1(7.14) 0(0.00) 0(0.00) 0(0.00)
TB 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
fifi 9 % R4 22(10.52) 1(7.14) 1(7.14) 8(57.14) 9(64.29) 3(21.43)
HIS P i 4t Ay 4(1.91) 0(0.00)  0(0.00) 2(14.29) 1(7.14) 1(7.14)

&1t 209 14 35 70 51 39
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Figure 1 Detection of pathogens in children of different ages

F2 FEERRKE NGS SRR ERFSEHILEERE
MR mERFEREE FRE (%)

Table 2 sensitivity and specificity of alveolar lavage fluid

50000 ==

Lk (PN}

(BALF) mngs and traditional laboratory pathogens in the

diagnosis of severe pneumonia in children (%)

BRI WWE B REOE RRIE £ P

mNGS 190 29 90.87 9.13

X s 4.649 0.031
G RIFESRM 173 46 79.00  21.00

JA s ELAg Ho i BB IR SR A
5T R, 2R FH mNGS AGHI FE A il 2 98 JEURG: H 2R 3k
86.76% , W = T 1" AR I HRIE . EL R
Kot DA T HE SR A i, LR O TR il 4 S AR
B, 5 AESE YRR T 586 it X AR A1 il
RIS GORR e R a5 R AR

M6 #9612 BT, mNGS FLAS: H 996 75 PH
#0149 B, Horb 135 B AR e BE 7 BUBH P o PR KR
A2 T 2016 & 2017 4F 198 141 HAE il 48 8L
I SR R A, 4 SR R BRI W T A LS B e 22 DL R
REEHESE —, B BAR T AR RS R . H IR
e LAY R 2 vk, H S s A 06 . AR ST L
FEIA 1) 2R T L WG T 2 A 0 S A e 2
7R OREAR IR T R R IR T
RN B 75 H FTEL HTG 100 2 FE AL Z — | B
A HGEYE R o H™ 5 ] B2 A% D e
M, B AL AT 0 R X R 7 A
JERYL 5 35RE I A RRIT TSR . L, X T EEAE AR
95 T il 48, BR300 FH mNGS A YA BT 78 5 72 B
W B iz I, SR YT Ik D I s 1 e A
T DAH 2 5 A TR A R e N TR
B, 3 Rt 25 B A .

WA ZE R e mNGS DL AL 58 5256 58 95 S5 4G
25 5 55 4% 58 ELISA K Ar FbAs, mNGS X FHE 81
o D 85 A7 2850 1) S IR TG A B, % T BEBL AR (9 A
TS B B PR A S sk ko SRS 45X 198 {91 L E
it 5 BB LA 70 B 2 A, 5 2= BHAE R, TR AE A
i 2 i Bk TR % 4 VR R AT ER B M 2 T A B

BRI LA AT o Bl 58 s T AR AT R U
SR AT R ACHESR DU o ABFIEEE RS Z A8 22
S, F BT RE S AN R D, AN [R) 2= U, Rl g
ABERTTUAE R A A 5. Bl mNGS RESZ S
R B 2 B FRE A 58, DTN 1l PR B S B iBT7 1A T
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Zi LRk, AR HR B Af G S g = i
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i PR 9345 LT 24

5% STk

(1] PR LR PR A2 LT AL AR AR P il 6 4
AR R (2013 837) (L) [T]. 4 LR 2% i, 2013, 51
(10) : 745-752.

[2]  Walker CLF, Rudan I, Liu L, et al. Global burden of child-
hood pneumonia and diarrhoeal J |. Lancet, 2013,381(9875) :
1405-1416.

[3] HuHL, Guo LY, Wu HL, et al. Evaluation of next-genera-
tion sequencing for the pathogenic diagnosis of children brain
abscesses[J ]. J Infect, 2019,78(4) :323-337.

(4] #0507, £, B0 R, 45 AR IR 4 I e o 1L
AT 9 Ji 25 R IR B S /A I L B R R A T o T (0]
A P B 44 AE 2020, 30(8) :1275-1280.

[5]  REEE,RAL, e, A5 2N I P A B e P i It
LWHIRI [T, eSS, 2019,12(4): 32-38.

(6] Li Z,Wang Y, Wang F. A study on fast calling variants from
next-generation sequencing data using decision tree [J ]. BMC
Bioinformatics, 2018, 19(1) : 145.

[7]  Gu W, Miller S, Chiu CY. Clinical Metagenomic Next-Gen-
eration Sequencing for Pathogen Detection [J]. Annu Rev
Pathol, 2019,24(14) :319-338.

(8] Rl MBS . £ 4 SR G RN A 3 I A R
T3] E2FES:, 2008, (4) : 281-283.

(9] ZE KA, BEAL, BHfL, 45 . 2000 4F 1 i # X L 2k T 0P
B s SR E AT T ().t E S AULR e, 2004, 17
(2): 136-138.

[10]  Zeh . JLACHE DCIRAT M 28 1o I 22 WF 58 [T ). i R JLFY
A4, 2008,4(26) :218-221.

(11] Gl Xt , R . LA X ARAH Ml 42 19 T4 TR A A
I PR 22 30 R I T e (7). A s e R 24 42k, 2020,
30(5) : 752-756.

(12]  Phoakke, b lh, BRfi, 45 . 198 {5/ JL 555 Jili 46 9 B 2 43 B
[J]. St ERIR 2441, 2020,45(3) : 345-349+355.

[13] Ismail AM, Zhou X, Dyer DW, et al. Genomic foundations
of evolution and ocular pathogenesis in human adenovirus spe-
cies D [J]. FEBS Lett, 2019,593(24) : 3583-3608.

[14]  SRFE, ok SCEE B0, 45 . A il 58 A8 LG It 27 T 25 5 Dt
PR 25 M0 A [J]. PR B Bl e 2K, 2017,27(21)
4998-5001.



- 360 - NTEWSIEITAGE 20214E3 - 45134 531 J Mol Diagn Ther, March 2021, Vol. 13 No. 3

. a
.’I,/a 3 e

OPN F£ A % 51 55wl i AR 2o Pk SLE Y 93 KU )
AT

HAE THRE RTR' ORER' RN EBRAC ORECT

(8 ZE] BH KIS WHEN(OPN) BN =A% H R 2 8 PE (SNPINLE rs1126772 . rs11728697
i rsd 754 SNt RGEMELLREARKE (SLE) &9 WU A G . ik 1EH 2018 4F 1 H % 2019 4F
12 78Sk TR 2 15 2 ot B TR 0 T N B B LA B il Sk DR s 2 Bt 3 — o) 1< e i i2 1) 59 44 SLE g
BEAE RS AL, SRR o4 (] fil A S % R4, SR I PCR-Sanger )5 55 155 43 B 5 45 i ifh 2k (HRM)
ST rs1126772 ,rs11728697 Fl rsd754 () 3 K Y | Logistic [7] 3434 SNP 5 SLE YA G, 4R
WFFELL AR ML P 151126772 . rs11728697 Fl rsd 754 31 5 (KL R L I3 A LU 22 S ToGE 127 7 L (P>0.05) ,
5 SLE Ml RAEARTC R (P>0.05) . 518 AT LMk OPN SRR (1) rs1126772 . rs11728697 Fl rsd 754 fif
5 SLE &9k KU T

[(8iE] HHEN; REMORE; PRITRE S

Association between osteopontin genetic polymorphism and the risk of systemic lupus ery-
thematosus in Chaoshan women

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

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

[ABSTRACT] Objective To explore the relationship between the three single nucleotide polymor-
phism (SNP) sites rs1126772, rs11728697 and rs4754 of the osteopontin (OPN) gene and the risk of system-
ic lupus erythematosus (SLE) in Chaoshan women. Method A total of 59 female SLE patients treated at Cha-
ozhou People’s Hospital Affiliated to Shantou University Medical College and the First Affiliated Hospital of
Shantou University Medical College from January 2018 to December 2019 were recruited as the research
group. 94 healthy people during the same period were selected as the control group. PCR-Sanger sequencing
and high - resolution melting curve (HRM ) analysis were used to confirm the genotypes of rsI126772,
rs11728697 and rs4754, and the correlation between SNP and SLE was analyzed by Logistic regression.
Results There was no significant difference in the genotype distribution of rs/126772, rs11728697 and
rs4754 between the research group and the control group (P>0.05) and it was not associated with the clinical
symptoms of SLE (P>0.05). Conclusion The rs1126772, rs11728697 and rs4754 loci of OPN gene in Cha-
oshan women are not associated with the risk of SLE.

[KEY WORDS] OPN; SLE; SNP
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Z 451 41 BE R Hz (systemic lupus erythemato-
sus, SLE) & —F R R ZHRE Z 2% IHREAE
Z AR I 2 1Y A B S e PP o AH OGSOk ik 1
SLE J i Ll & S e BR B PR R AR T — e it %
SPUARSG & A B i 1 R fmnsd . BEN
(osteopontin, OPN ) & — 71 4] i &/ I ot s 1 f b A7 2
H, 7E 40 3 1 5 2 A2 R 25 5 01 S AR (E 5 4%
b, A 28 200 6 %) 766 B FEE B #0338 Y B s it
B REEHEENIAEMN" . OPN WA NI
T1 R AN T, 2 Fp 5o 4 = A e Ak
IR N N R A AN S S VNG T &Y ) S a2
OPN & 5 T iz R AE M A e gd =46 . B
OPN H: R 2351 5 SLE % 9k XU i i B 475 5k 20
UL, BFSE 2R, OPN 1E SLE Hpn 323815 22 45
SEHIE R R AT T 2 A S N SRRER
() B PE B R S AREUKR ST OPN %
25 rs1126772 . rs11728697 F rsd754 i /5. 5
Pk SLE £ 95 KU (AR S, Ay il i X e
SLE (& B FG A AT i SRS

1 #RERE

1.1 Jw ki

VEHL 2018 4F 1 A & 2019 4F 12 Ak K2#EE#
e B 3 M T N R I 5 A B S K 2 B 2 B 55—
R Ja 12 B 12 19 59 19 SLE 22 1 He Ve M BT SR 4
FIAERE (38.05+8.45) % o A ARRUE : DT A 9 1l
PIAF A €2019 RICYHHT RN Bk B /55 [ XU 2 &
RGNVEL BRI A3 2o bm e K A ) s @il i B iE
EYSYAEII L PN e ILie gz P ORi PN = 355t N[N
JEAEAE A A [) — b FR X I, RS bR o : D&
SRV s QML R G s QRGP ; D%
PERRE . 7E [R]— I IE 55 04 24 4 IS VT L 1Y) 2 PR 1R
gt R, AR IS (44.66+7.13) % . BIHLARIR HE
WERTGHFE L (P>0.05) ., KB CHREAR
Befe 2 L oAb, T A R A TS R & 15 .
1.2 ik
1.2.1  JEK 4 DNA $#2£H

K FH EDTA-K2 i B 25 4 R4 Z i & S A
M 2 mL, %% B8 i % % A 41 DNA $2 Bk #) &
(DP348) ( KARAALBH AT FRA A, A6 HAE 16
FHEHON SR E ML A A0 3£ N 4] DNA, SR &K
fi bR Y Multiskan GO (FEER K /R B, [ ) ) 52
DNA i, —T0°CI-E .

1.2.2 Sl R ik &

R 4l NCBI ) OPN 3£ K = % J¥ 5] NC_
000004.12 , % JH| LightScanner 5| 4 1% i1 % 14 (1da-
ho Technology Idaho Technology, 3¢ [# ) ¥% 11 15 43
R N5 i i £k (High Resolution Melting , HRM ) {9
519 (F DA 519t 98N & MERE R A IR A
Al A, PCRRNARZR A - § 3R ZR b 20 pL, Horr
FIFEHE I ZH DNA 100 ng, 100 wmol/L dNTPs, |- T iif
5% 0.2 uM, 1 pL LC Green plus,4 uL 5 x PCR
buffer, 0.5 U HotStar Taq DNA & & Hif§ , 4L 7K 9.2
pL. 7 LifeTouch JEH P #1{Y TC-96 (18 H BHL , bt
P IEAT RN, SN 25444 9OACTIAE P 3 min; 94°C7AF
P£10s,60CIE K 10 s, 72°CHEMHI 15 5,35 MG
1.2.3  SNP 3K 4

PCR ¥4 45 Wi J5 , {# F LightScanner 96 43 1
X 7= 4 itk A7 B 43 B #E 70°C~95C {iE [l P U
LR T I Ll i i £, SR A 7 38 1
DNA VE g b o b, 475 ik T B A [R] 769 051 oy /] — 2
PRURD B 7R S8 v = AN 5 9 HRM 43 B 285 5 455
THA 25, G 73 B A SR F IRV 09 5 1 147
J¥ 35k o
1.2.4  FERMF 5 UE

M & NCBI ) OPN #: [H & % F ¥ NC_
000004.12 F1 SNP {3 15, & Primer Premier 5.0 X {4
WIS (R 1), ¥ HUAR N 50 pL, Hh s
£ [A 4] DNA 100 ng, 200 wmol/L dNTPs, 2.0 mmol/
L MgCL2, T il#5#14% 1 wmol/L,2.5 U Taq DNA
B4, 5 pL 10 x PCR buffer, 2l /K 36 pL, JZ I
AR - 94T S 1 3 min; 94°C7AEPE 10 s, 60CTIE Kk
10 s, 72CHEAH 15 5,35 MG . TGS K5 2%
F1%) B T AR O Jg v Dk R 7= i R A T S 5, aliqb
ABI3730 XU, SARMETH1 U R 5848 55
1.3 Gl

K H SPSS 20.0 #4748 1 /38 . Logis-
tic [A1 553 H7 520 SLE Il PRAE AR (1) SNP 432 16 [ [F]
F BB n(%) 7R AT Y K5, SR ¢ K 50
DL P<0.05 225 AH gt E i Lo
2 F#R
2.1 it 453 70 50 Bk

MFZ55 5 HRM /3B 100%—80, DLEI1~3,

2.2 W2l OPN %M SNP L4
WS LURIXTIBZL OPN rs1126772 1511728697
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%1 OPNEREZ=4 SNP K HRM 5| ¥ K%l FF 5|9
Table 1 HRM primers and Sequencing primers of 3 SNPs of OPN gene

SNP HGVS £k JHiE CIE/EA S ¥4 5'-3' 74 (bp)
rs1126772 NC_000004.12 : g.87983034A>G HRM HRM-F2 ATGTGTATCTATTTGAGTCTGGA 67
HRM-R2 CATGAAGCCACAAACTAAACT
DGR SQ-F2 CGTATTTCTCATGAATTAGATAGTGC 361
SQ-R2 TGGGTAAAAGTATTTTGTTTGCTTC
rs11728697  NC_000004.12 :g.87977789 C>T HRM HRM-F3 GCACACAGAGTTCAATTCCAGT 75
HRM-R3 GTCTAATTGCAGTGACCCCCAA
W SQ-F3 ATTTGACCAGCACTAAAGATGTACC 354
SQ-R3 AAAAGACGCTAATTCTTGCCTCA
rsd754 NC_000004.12 : g.87981540T>C HRM HRM-F1 GTCCAACGAAAGCCATGACCAC 79
HRM-R1 AATGGAGTCCTGGCTGTCCAC
i0Eg SQ-F1 GGAAGATGCTCACTTTAGCTCC 427
SQ-R1 TCACCTCGGCCATCATATGTGT

1 :HGVS : AJHE H 4148 5325 (Human Genome Variation Society ) o
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Figure 1 ~ High Resolution Melting curves and PCR-Sanger
sequencing result of OPN_rs1126772 genotyping
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Figure 2 High Resolution Melting curves and PCR-Sanger
sequencing result of OPN_rs11728697 genotyping

T 54754 A0 25 (R FE PRI SR A4 5 AR L 1R 3 1 -1y
(P>0.05), BFFELHFIN BRL rs1126772 | rs11728697
e rsd754 3 AT 53 A 050K L # L 0 5 R BR o
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Figure 3 High Resolution Melting curves and PCR-Sanger
sequencing result of OPN_rs4754 genotyping

2.3 OPN#:[H SNPs 5 SLE S Bt

59 15 SLE f8 & 11 I R 2 Y - IR % 1 5 % 24
) BEIELTEE 11 51 55 4 13 4l L Il RS A 18
B e RGhsAE 741, Hod 15 65 51 2 Fh O DL |
Ilf R I & E o 3 50 M7, OPN 31 rs1126772
rs11728697 I rs4754 3 /5.5 SLE fE 35 A9 Il PR 36 7Y
ERLGIFE XL (P>0.05), W3,
3 iTig

H i 3 F Al 3+ #2100 77 SLE % | i 2 P
SLE 3% &% ik 113 /10 TN, A ARSI
R, SLE RImbLKIE 2%, ZFhistfL HEH 5 SLE
KERED) >, IR E 5 SLE & s AU AH G 1) 5E
K2 H AT oF s R mALH ol Z2 — ., FE%E
SV IA SLE SR AN M e e BR AR I FE A2 4K LIL-
RA2 FEH Z M 15 (rs2241524) (G>A) 5 SLE 1Y
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&2 OPNSNPsfUmEMRASHRAMBEERIHIAE [(n,%) ]
Table 2 Genotypes distribution frequency of OPN SNP sites in both research group and control group [ (n,%) |

SNP 1 15, rsl126772 rs11728697 rs4754
FE R Y " GG AG AA TT CT CcC CcC TC TT
0l 59 5(847) 21(3559) 33(55.94) 3(5.08) 30(50.85) 26(44.07) 27(45.76) 26(44.07) 6(10.17)
pOpilsEa) 94 5(5.32)  42(44.68) 47(50.00)  4(4.26)  47(50.00) 43(45.74) 52(55.32) 36(38.30) 6(6.38)
AL 0.367 0.041 0.719
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miR-200a Fl Y AP1 TEMlides R ASIR] &35 B g BEAE 35 S

FERA™ FgL O TRRAE

(# ZE] BH HidE/h g0l (NSCLC) Hh miR-200a 5 Yes #HOCH 11 1 (YAPL) 3Rk it 760
A LRI 55 L SR AR S M LI R B X Frik Il P s B 259 I /DN 4 it fili 8 s AR DI Bk Y
JIFk 9 £H 2 R 9 5% 2 UM AR IR BIF ST 4 42, >R B RT-PCR 5 A 3 He 45 58 3 19 miR-200a 5 YAP1 #k 2 1E
T AL ZVRE S5 AL S AR DG HE LI R B . B R Iridk /R34 ' miR-200a B2 YAPT 7EE/IN A1 i fii 8
A R, miR-200a 15 YAPT (1 3R 35 & A0 BEAS Y R ORI 2 g Irosg 55 b i B B, 25 57
TG iT2#E L (P>0.05) . miR-200a 5 YAPL [k B 76 Iog (LB B Ok 25 B e b, 2 R A 46
P27 L (P<0.05) . BTk o miR-200a . YAPL 75 AF /N0 i Jifi e 41 41 2 1k i L s o5 e 4 e vy, Horpr
YAPL (85 /N 20 i 7 41 20 3¢ 35 B KOF B 5 T miR-200a [ 323k B K 7, Z R A 5% E XL (P<
0.05) . miR-200a . YAP1 /N i fili 5 ROC il 26 2.7 , miR-200a (1) ROC {1 £k F i FL 0.689 L YAP1 1
0.666 K, 2 G G114 L (P<0.05), %1 miR-200a. YAP] Fi5k 1 7K T 5 3E /)N 20 i J 96 i A< o ey
TR IE A SC  REEE /N i 12 WA — s TN (B

[X8EiR]  AE/NAMTE ; miR-200a; YAPL; Re-per; Ifi RS R X

Differentiate expression and pathological significance of miR-200a and YAP1 in lung can-
cer

ZAI Guozhen'*, LI Weishan®, HE Xiaoyan'

(1. Department of Pathology , the Fifth Affiliated Hospital of Zhengzhou University , Zhengzhou, Henan, Chi-
na, 450052 ; 2. Department of Pathology, Jiyuan Cancer Hospital, Jiyuan, Henan, China, 454650 )

[ABSTRACT] Objective To investigate the correlation between the expression of miR-200a and Yes-
associated protein 1 (YAP1) in non-small cell lung cancer (NSCLC) and its clinicopathological significance.
Methods A total of 259 non-small cell lung cancer patients were retrospectively enrolled in this study. The tu-
mor tissues and adjacent tissues were collected. RT-PCR was used to detect and compare the expression of miR-
200a and YAPI in cancer tissues and adjacent tissues. The relevance and its clinicopathological significance
was analyzed. Results There was no significant difference of the expression miR-200a and YAPI levels in
pathological type, depth of invasion, tumor grade, and number of tumors (P>0.05). The expression levels of
miR-200a and YAPI were significantly different in the comparison of tumor differentiation and lymph node me-
tastasis (P<0.05). The expression levels of miR-200a and YAP1 in non-small cell lung cancer tissues were
higher than those in adjacent tissues. Among them, the expression level of YAP1 in non-small cell lung cancer
tissues was significantly higher than that of miR-200a. The difference was statistically significant (P<0.05).
The area under the ROC curve of miR-200a (0.689) was larger than that of YAP1 (0.666) , and the difference
was statistically significant (P<0.05). Conclusion The expression levels of miR-200a and YAP1 are positive-
ly correlated with the clinicopathological severity of non-small cell lung cancer and have certain predictive val-
ue for the diagnosis of non-small cell lung cancer.

[KEY WORDS] Non-small cell lung cancer; miR-200a; YAPI; Clinicopathological significance
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E /)N 41} fifi %% (Non - small cell lung cancer,
NSCLC) 3 (5 Jifi iz £ 19 85% , H R 2 70% 1) &
HAF e . U JUARAE IR A R LT R
B A TG A Z B P E R ARk, B %
2t oy T AR SRR S S R T R kR
J& ARG PRAC B i 71z B, Bl a2 W A
JrIUAS T —E MR, SR ELZ A 300 T &
NS W, REFCREER R IR LT FA
LSS, FECRF AR AN S 10% . Yes 156
1 LOYAPL) S — P 22 D) RE 4H A P .0 G s 2R3
721 H A0 {5 5 5 T RN DR G S 45 b & 4
YEHI™ . BF9% & PL, miR-200a (1) 5 F ik 5 %
JirgE (%) 2 A R A — RE R &R, miR-200a (1) 3634
TE R ZBUEME R Hh 37 B9 ) SR, AR 2
AL e o o 5 P i g S PR . HIT YAPL B2
S miR-200a 75 fifi 5 H iy 2R3k e 0F IR AR 2 AR FHAIL
[URUR N o S i 0 N S E 7 e | VA NN
H miR-200a 5 YAP1 36 1k & 75 A 41 2R 55 241 21
AR A R LI ARG 3 . BRI R .

1 AHESHE

1.1 — ek

YEHL 2017 4F 7 H & 2020 4F 6 H A [ R I
iR = e WSIA 1 259 513 /)N 4t i it 8 £8 25 AR S5 D)
o3k 11%) e 2H 20 0 9 55 LSV AR IR X 42 . A
b : QAT T A B BI5F A (35 NCCN 3B/l
JE it e V6 9 i B ) TR A /N A R 42 Wi b
QP B A BRI RIGTT HAR 8 32k y7 | I IR
g BB SE Rk  HEBRARE . DB E A I 2 B
s F H T MR 3 QT 3 4~ H A R miR-200a
YAP1 &k K25 R TFARIGIT A O/
JEEC VB ARSI A T
1.2 RT-PCR 746 miR-200a & YAP] ({3554

SCE TR 51 i A T A R A PR H
A B . miR-200a [ i 5|9 : 5’ - AGTATGTCAG-
TAGCATGACGAGGT-3' ;miR-200a F 75|45’ -
ATTGATGGCAGTAGCAGTAGCTAA-3', YAPI |
73 4. 5'-ACCCACAGCTCAGCATCTTC-3'; YAP1
N3 ): 5'-TCATGGCAAAACGAGGGTCA-3' .

A TRIZOL {7 (Invitrogen ) % AR #524E U5 FH
PRI R 2 20 R 5% 1E F AL 210 L RNA, S50
RNA % NanoDrop2000C ( 3¢ [€] , Thermo Scientific )
6 0] G o JBE A4l B, A260/A280 B AE 1.9 224 0

R JE B S AT AR AS . DL R T Ak i R
PrimeScript RT reagent Kit S % s i 57l & ( H A,
Takara) Ui B 45 2 R 330 5% 5% & B cDNA, % H
SYBR Green PCR i5f] & (£ [E , Thermo Fisher Sci-
entific ) JF1T PCR, ZAKFH 25 wL, FPEEARE =4
AL, YR B 95C 10 min, #E AR
#,95C 15 5,58C 30 s, 3 40 MG . L) Ub fE
KNS IRICIE , H 24255 40 B L TR AR X 0k i
1.3 Stk

Hdh b 3z FH SPSS 25.0 S8 it 47400 5 1k
PERHLLH (3 £5) o, 58 IES /0 A0 9 TH P 2408
GERLITAT ¢ 4 30 PR R Oy 22 03 A s THECRE R L n
(%) FZon AT ROk ; 2k Be v ROC 41
#i; P<0.05 KR 22 A G Lo

2 #R
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FRAERAF 5 R
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SIG ¥ B X (P>0.05) , miR-200a £ k& 5
YAPI ik 8 WL R SR R, 25
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2.2 miR-200a 5 YAP1 1k 5 795 42U 55 41
ZUh g L

miR-200a . YAP1 7£ 3 /N A fii g 2H 236 0K
Lo 5 4 2145 8, YAPT [ AR /NI R i 98 2 2 3 3k
K B 5 T miR-200a A 325K, 2594
GiiteEE X (P<0.05), W2,
2.3 miR-200a . YAP1 5=/ NI I i 8 1) 5 &R

ROC 14k 7~ , miR-200a [ 2 0.689 [t YAP1
1 0.666 K , miR-200a 5 JE /)N 40 J i 9 ¢ R %57,
ERAGIFE L (P<0.05), WHFE3 K1,

3 it

BRIE R W1, YAP J2 Hippo il [ 11 1% 0 40 1
T, A AT R A 2 (A o
4 2 M B R T 2 B P A Y AP [
3 2 S 0 ) 1 32 S L 0 B At 2
FT- AR, HAT miR-200a B 5 9% 2k 1 5 M
i 380 1) % 7 0 B TR G . BRSE & B, miR-
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&1 miR-200a. YAP1 K& &5 F/NH B i 2 s BRHFAE X 2R 7 4
Table 1  Analysis of the relationship between the expression of miR-200a, YAP1 and the pathological characteristics of

non-small cell lung cancer
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bR (o) R A R
Table 2 Comparison of the expression levels of miR-200a AWFFE R 45 R 378 miR-200a 5 YAPI 7
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Table 3 Comparison of the relationship between miR-200a,

YAPI and non-small cell lung cancer
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Figure 1 ROC curve of miR-200a, YAP] and non-small

cell lung cancer
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Study on ALDH?2 Gene Polymorphism in Patients with Chronic HBV Virus Infection

ZHAO Jing', YUE Peng®, XING Guozheng', YIN Xianyan', YU Hongyuan'*

(1. Department of Clinical Laboratory , Beijing Aerospace General Hospital , Beijing , China, 100076; 2. The
Yang Fang Clinic, The Northern Medical District of the PLA General Hospital , Beijing , China, 102205)

[ABSTRACT] Objective To explore the distribution of ALDH2 gene 504-locus polymorphism in pa-
tients with chronic hepatitis B and its correlation with HBV infection. Methods A total of 125 patients with
CHB who were treated in our hospital from Jan 2014 to Jan 2020 were enrolled in the study and divided into
the CHB I group with 72 mild cases, the CHB II group with 47 moderate cases and the CHB III group with 6
severe cases according to the clinical classification, meanwhile, 60 healthy people who received physical ex-
amination were set as the control group. The genotype distribution was detected by gene chip, and the data
were analyzed by SPSS 23.0. Results There was statistically significant difference between the serum HBV -
DNA viral load and the different clinical types of CHB patients (P<0.05) , but no significant difference be-
tween the serum HBV-DNA viral load and ALDH2 genotyping (P=0.068). The GA+AA type and GG type
genes were compared in the study group and the control group, the difference was statistically significant (P=
0.042), and there was no statistically significant difference in the clinical classification of CHB (P>0.05). Lo-
gistic regression analysis showed that the difference of HBV infection risk between GA+AA type and GG type
gene was statistically significant (P<0.05). After adjusting for smoking and drinking status, the risk of GA+
AA type of hepatitis B virus infection increased (OR=1.939, 95%CI: 1.028~3.658). Conclusion The infec-
tion of hepatitis B virus is related to the single nucleotide polymorphism at 504 of ALDH?2 gene, and the muta-
tion is its risk factor for infection.

[KEY WORDS] Hepatitis B; ALDH2; polymorphism; molecular diagnosis
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IR 75 (HBV) 512 A 75 i £ 9% 75
P2 B R AT, R LA R EE, 28R
291 fZ N it HBV &Ry B4R A4 88.7 )7
ABETF HBV &G A 5B 12, 0132 W Ria o7 18
PE 2 YT 98 0T e ARG R Ak R0 T 40 e 98 1Y kAR
R ALDH2 #:H 504 0 5 25 G-A 1Y L6
B9 (3 AR (Glu) B &R (Lys) 1Y £ 4, B
B = Rl TG PN TR B JE R, RS 5 2R AR
W, 5 A P[] 82 bk 20 R (homocysteine , Hey )
O 1 P 5 22 Ry S A O, LA T & A
AR 2 348 A B 0 ) K A KU ALDH2 35
N Z A HEAE A R IX | R IR 22 5 K, ARIFSE
i T X CHB H 5 FIE 5 AHE Y ALDH2 5 N 5%
R £ 4 (single nucleotide polymorphism, SNP)
7 55 504 36 KR A R I, % 30 ALDH2 JE R 28 48 N
FEAFTERYTE 22 XU RT3,y HBV e B -l 5
TRYT AL 22 LR 0 A () BRIS SR

1 BREFE

1.1 RS

PEHL 2014 4F 1 H % 2020 4E 1 A b2 TABR N
125 B2 AT (WF5T4) . DNARRIE . SRR pE A2
gy 527 HU o2 SRR 2l i i gtk
9B I6 260", 3 L i e 1ML 7% H Y HBsAg HBeAg
DR KT SRR IRERAT B 18 P AU R 2 W
PHE B AR HE R . TP 80 ], 2otk 45 1], T35
AEIE(60.3214.1) % o MG IR S BURYAN], 3 e
72 5)(CHB 14% :HBV-DNA LIBA:<10°TU/mL FHIEH%
D1 10°~10°TU/mL Ry %), HEE 47 45 (CHB 11 4% : HBV -
DNA DIH#2 01 10°~10° TU/mL "~ 32 ) , # % 6 1] (CHB
%% :HBV-DNA LAi=#% D1>10"TU/mL Ry ) , [t
BRI 60 24 Segsebmilil) AEAAETR M P E R (A
REAVE AT IRLL, A4 (58.1+15.9) % . BIEHAEAR
W PERIE A, 22 R Icssi 2R X (P>0.05),
1.2 W5

SR I 7 R FH HE 855 12000 1627 & STl
Haik , TSI 72 2R FAE RS 12000 A8 ; HBV-DNA £
DR R 2 VTR AT BR 2wl A% e B U b
P #8357 & , PCR (X 7 1 SLAN-96P; ALDH2 #
K 00« 1L 9% JE K] 2H DNA 2 B 5 £ (BaiO® DNA
AR F) £ 4 ) , BaiO® CYP2C19 K A 46 1] it
7 £ (DNA L[4 51 5 H ¥ ) , BaiO®BR-526-24 4= [
2422, BaiO® BE-3.0 £ ¥t A iHi21% , BaiO® &

PRE R EUE o B
1.3 Wk
1.3.1 [il7% HBV-DNA & &= K

B 120 L LT A 22 TEA% PR $ B A T
96 FLAIMFESL T, 2 IREEBGL ) G vd B 17, 7]
B L 5% 10°~5%10° 2 44> i Am o i 7 AnifE i 26
$EHUDNA ; #37 PCR 7 H{K & , T SLAN-96P 17
HBV-DNA Jt K47 3% | K345 2 i B9 A5 o ith 21155
HBV-DNA Jik 7% € hit 25
1.3.2 ALDH2 F:[R Z 35K

B 200 L A1 4 0, FH W B A o i O PR 441
DNA, # 3% 2 I8 BaiO® DNA #: B 4l 4k 12857 £ 13d 9
45 s PCRAX EHEATRE R 1S B 3 o i) Ko B
H L H DNA, & T 8 BRHER b, 5 3L BRI B 4 ]
BT BaiO®4: [ sl 225 AT FE I 24 38, A 4
Je (R AR e R PR ASGE BOBE R A U5 2R
1.4  ALDH2 F:H R H| 2

v FH Baio® ALDH2 S K EG 73 By 5144 i 47 %%
P AT, X R AR AR 11 35 PR A A T
1.5 Gt b s

iz 1 SPSS 23 it # 4 ab B, 1 5 %k n
(%) AT K 5, 4 18] Fe %2, R A Hardy - win-
berg 35t & V- i 2 AL 6 56 Jr 56 A R AR 3 b, ST
Z N Z L&A Logistic [BIH 43 BT AL, L P<0.05 A
ERFAGITFEL,
2 #R
2.1 ALDH2 LR Z VS5 LM ¢

ALDH2 F£[R /3 W7 CHB H# AN [\ A 23 14 vp

TG L (P>0.05) , TEWFST 41 5 % BE 41 ]
R TGFE L (P<0.05), WE1.F1,

{E: AJJGGTY; Boy AATY; CO GA Y,
1 ALDH2 £ Glu504Lys i S EFE S H HEE
Figure 1 Microarray genotyping of ALDH2 gene Glu504Lys

R 1 ALDH2 BERBSMHIFRLE (n(%) ]
Table 1 Distribution of genotypes of ALDH2 [n(%) |

TiH n  Glu504Glu  Glu504Lys Lys504Lys P {H
W T2 72 31(43.05) 36(50.00) 5(6.94) 0.892
Mg 47 20(42.55) 23(48.94) 4(8.51)
Mz o6 4(66.67) 2(33.33)  0(0.00)
X HEZH 36(60.00) 19(31.66) 5(8.33) 0.085
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2.2 HBV-DNA J& &3k 2 25 B0 i
CHB £ & A [A] lIfi IR 43 4 5 1L % HBV-DNA
W E2ZRA 51 E X (P<0.05) ; L7

HBV-DNA Ji%§ 5 # & 2 [8] 1Y) 22 5% 5 ALDH2 3% [H
RIS X (P>0.05), W2,

#2 HBV-DNAREHENT (%) ]
Table 2 Distribution of viral load of HBV-DNA [1n(%) ]

e CHB 432 ALDH2 F[H /311
e 1% I m P Glu504Glu Glu504Lys Lys504Lys PiE
fs(umL) () () (n=55) (ne61) sy
<10 31(43.05) 10(21.28) 0(0.00) 19(34.55) 22(36.07) 0(0.00)
10°~10° 41(56.94) 30(63.83) 0(0.00) 29(52.73) 34(55.74) 8(88.89) 0.068
10°~10° 0(0.00) 5(10.64) 4(66.67) 3(5.45) 5(8.20) 1(11.11) ’
>10° 0(0.00) 2(4.26) 2(33.33) 4(7.27) 0(0.00) 0(0.00)

2.3 ALDH2 K& [H B A= BN 58 A8 RU 28 5L 43y

R AR R 2 17 B 5t A 3 45 SR PR ALDH?2
FE PR 504 457 55 B R Z2 451 (SNP) 434 504 437 55
G>A TRFE T AE R (29.2% ) , 4 = Ffr 3 PR AR 4 i 3
G SR U F A2, BB AR 78 (GG ) Flge AR B (GA+
AA) AT G o 5878 RUAE S 06 20 A6 BE 41 v
B oA 22 A Geit2# B L (P<0.05) . L3 3.

&3 ALDH2 BEREBEME RS [n(%) ]
Table 3 Analysis of ALDH2 genotype test results [n(%) ]

n W Az AR Y PAi

I %% 72 31(43.05) 41(56.94)

ovdl M 47 20(42.55) 27(57.45)
I %% 6 4(66.67) 2(33.33) 0.042

X 2 60 36(60.00) 24.(40.00)

2.4 Hardy-Weinberg 15t % - A5 45 7 43 By

T2 5% IR 4H ALDH2 S50y L4 G g i %k
S35 171 5 91, R4 50h 68.4% 5 75.8% , A
B A K00 1 g 79 5 29, BRI N 31.6% i
24.2% . S IERIITRAIE 2 4P B9 A AN
PE 2 5 (£=2.168, P=0.141) . W55 20 5 % R 4 4H
LB, DL GG BE K RIVE R 2 0, AA BEDRUIA A W 20
o R it 22 5 (P>0.05) . WLk 4.
2.5 Logistic [|] 545 5 FE K 5 #0458 T &R

N 2 2 ot AR 4 Logistic [l H £ 5

7N G AR R LY B A RN BRI 2 s 3 I XU 25 7
A Gt 2% X (P<0.05) , 8% Y KUK 2 87 A= A i
1.939 i , BR458 R 28 (AR W ARPIR 100 ) & I 58 A
ML, ZR T80 5 L (P>0.05), WF#KS5,

x5 ARHEERZEHALDH2 EE 5 HBYV BRI X &R
Table 5 Frequency of ALDH2 on HBV between different

genders

B SE  Wald OR1E 95%CI P1a
GA+AA  0.662 0.324 4182 1939 1.028~3.658 0.041
YIRS 0427 0326 1.716  1.533  0.809~2.904 0.190
ARARAE 0157 0.360  0.190  1.170  0.578~2.367 0.663

o 0.135 0.290 0.216 1.144 0.642
3 T it

JHF I S AR 2 ) B A AR R S R
HLOREEGME AN EEG I, W2 A B I 1Y
HLEG ™, 7€ HBV B J5 AL 2o 508 0y 25 ik
FEXT HBV UKL HE 4738 B, 700 55 2 52 i) S % -4
L P A5 475, 0 7 B 8 7 25 3k R ke T 40 A ]
BETE M A PE A, HBV $R82 R YL AE AL B
IS il 5 | 1 88 AR 9E SR 2 5 | ke S - JHF
LR i Sy i SR & R I RE AL FUT20
gt s BEE KO0 B AR 1 & R XF HBV 8k
IS W AR RSk f Z2 , ERTIG PR & FH 8 R 4 AR
15 ML FRAGE PRI HBV-DNA #5:3ll \HBV 3 [K /3

% 4 Hardy-Weinberg =15 1036 7%
Table 4 Hardy-Weinberg genetic balance test

n 1k 327 o e = 1R 327
o P : %Iil?ji‘!»bﬁ% : S HE R o P
GG(q) GA(2pq) AA(p?) G(q) A(p)
A SEpRSIEL 185 91(0.492) 80(0.432) 14(0.076)  262/370(0.708) 108/370(0.292) 0393 0531
MasHE 185 92.69(0.501) 76.49(0.413) 15.73(0.085) - ' '
XPREZH SEPRAIIER 60 36(0.6) 19(0.317) 5(0.083) 91/120(0.758)  29/120(0.242) L 0.202
BEIEAREL 60 34.47(0.575)  22.01(0.3667) 3.51(0.059) - ' ’
MRl SCBRE 125 55(0.44.) 61(0.488) 9(0.072) 171/250(0.684)  79/250(0.316) 9076 015
PSR 125 54.48(0.468) 54.04(0.432) 12.5(0.1) - ’ o
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HEATAHSE N 40, UM REXT HBV fi & 1R 7
THOLERAHE T Z 4 2 B .

[ s}, T-#% 5 ALDH2 5 R 7 A0 5 1 1L 35 A
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BRAF =545 HUIR IR 7L LR 9s HMGB1 J2 MMP-9
FEIRI FE

wap ' FRET dER EZERAY RS FH I R

[ ZE] HE 55 BRAF™ 57X HURIRFL R (PTO) mi AR R 11 1(HMGB1) M AT 43 )
FEAEE-9O(MMP-9) &AM, Fik  EI20184F 1 H £ 2019 4F 11 A AR T HURAR 2 P15 A sk 41
4R A4 116 491 PTC 3 M VT D 20 bR ARy PTC 40, 573 35 [ I S A, T 35 1 30 191 fidt e A A 4o B 4H
Kl PTC H234 BRAFY™ ™ JEIR S | 58 2 Ak 7% &k Western blot A3 PTC £ 2 FR i ges 41 £/ HMGBI
MMP-9 3K 15 10, il B £ 28 W2 B 6 1 223803 1 3% HMGB1 . MMP-9 /K 37, JF it 8 PTC S I PR R .
ZEER 116 ) PCT i E K5 i 59 (9] BRAF™™ 5875 W 57 {5 Jy BRAF""" 7 4= 1, PTC .34 BRAF"™" 5878 1 ly
50.86% (59/ 116) . $e 2 2H AL 4 &5 B 7R BRAFY™" 58 38 %1 HMGBI \MMP-9 FtE kR B & T
BRAF"™WpH: | 9% Sy 45 32 75 L (P<0.05) ; Western blot B4 25 5L i 78 BRAFY" 2825 % HMGB1 %1k
it \MMP-9 Rk 2 8 T BRAF™ " BF A 8 | 22 R AT it 5 L (P<0.05) . PTC 41 BRAF“™™ 5378 1}
BRAF" Bf = Y 1fil i HMGB1.MMP-9 7K -3 18 2 & T % JR4 | 22 5 A Ge it 2% 0 L (P<0.05) , PTC £ 3%
BRAF"™ 58 7 #1 5 BRAFY™" ¥F £ BU7E 1fiL. 7 HMGB1.MMP-9 7K - H 4G, 22 % S 75 L (P>0.05) o
BRAF'" &7 TNM 433 T~ IV 30 VBRI L 22 Rkt bk L 457685 4 LU W 258 T BRAFY " P AE A 22 55
FYt5 8 L (P<0.05) . —JC Logistic 254 W , G IFRGRIE 2 & ikt (HZUHMGB1 HM: (4141 MMP-9
FEE S 2 BRAFY™ ™ Z&ZE R FE IR R 26 (P<0.05) . £5i8  PTC i3 BRAF " 3875 K121 41 HMGB1 . MMP-9 [
PEFGRR P E T BRAF BT H 2T HMGB1 B . MMP-9 B2 BRAF ™ 53 BRI N 25 .

[KEIA] BRAF™™; HURMEFLICWIE ST R0 E 1 15 KB4 s 4 -9

Effect of BRAF'*"* mutation on the expression of HMGB1 and MMP-9 in papillary thy-
roid carcinoma

ZHANG Chong™, GU Huxia®, LIU Dingrong', WEI Huijie', ZHOU Dan', FANG Jing', YANG Yan', DAI Xiaolu'
(1. Department of Pathology, Fuling Central Hospitalof chongqing, Chongqing, China, 408099; 2. Net-
work Information Department, Fuling Central Hospital of chongging, Chongqing, China, 408099)

[ABSTRACT] Objective To explore the effect of BRAF'™" mutation on the expression of HMGB1
and MMP-9 in papillary thyroid carcinoma (PTC). Methods A total of 116 PTC patients who underwent to-
tal or subtotal resection in our hospital from January 2018 to November 2019 and matched cancer tissue sam-
ples were selected as study objects, and another 30 healthy patients who underwent normal physical examina-
tion during the same period were selected as the control group. The BRAF*™" gene types of PTC patients were
detected, the expressions of HMGB1 and MMP-9 in thyroid tissues of PTC patients were detected by immuno-
histochemistry and Western blot, the serum levels of HMGB1 and MMP-9 were detected by ELISA, and the
clinical data of PTC patients were collected. Results 1In 116 PCT patients, 59 cases were BRAF'" mutant
and 57 cases were BRAF"™* wild type, and 50.86% (59/116) were BRAF'*"* mutant in PTC patients. Immuno-
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histochemical analysis showed that the HMGB1 and MMP-9 positive expression rate of BRAF"™" mutant were
significantly higher than BRAF'™" wild type, the difference was statistically significant (P<0.05). Western
blot results showed that the expression level of HMGB1 and MMP-9 of BRAF'™* mutant was significantly
higher than that of the BRAF*™" wild type, the difference was statistically significant (P<0.05). The serum
HMGBI and mmp-9 levels of BRAF'** mutant and BRAF**"* wild type in the PTC group were significantly
higher than those in the control group, the difference was statistically significant (P<0.05) , but there were no
statistically significant differences in serum HMGB1 and MMP-9 levels between the BRAF'"" mutant and the
BRAF""* wild type in the PTC patients (P>0.05). The proportion of BRAF'*" mutation TNM stage Il ~IV ,
capsular invasion, multiple lesions, and lymph node metastasis of was significantly higher than that of
BRAF'™" wild type, the difference was statistically significant (P<0.05). Binary Logistic results showed that
combined envelop infiltration, multiple lesions, positive HMGB1 and MMP-9 in tissues were all risk factors
of BRAF'* mutation (P<0.05). Conclusion The positive expression rate of HMGB1 and MMP -9 in
BRAF'™" mutant tissues of PTC patients was significantly higher than that of BRAFY"* mutant wild type, and

HMGBI1 and MMP-9 positive tissues were the influencing factors of BRAF'"* mutant.

[KEY WORDS] BRAF'™; PTC; HMGB1; MMP-9

JUAE HUR B FL Sk R 988 (papillary thyroid carcino-
ma, PTC) ¥ i NS , (H IR Y HiXF PTC & AEHLH
AR SE A T A TR B IR YT R ek A ke B
QRS XA PTC B ET- M 2R N . WFFEIE
St e iR R % £ 1 1 (high mobility group pro-
tein 1, HMGB1) . 3& 54 J& 85 [ fifi-9 ( matrix metallo-
proteinase-9, MMP-9) ¥ 7¢ PTC &+ 74 Rik, H
] By PTC 2 W50 , (H HAE FH AL % R 1
BT, HMGBI1 C#% Uk S Al o 22 24 3205 fb 2 P s
(mitogen-activated protein kinase , MAPK) {55 53 1%
SR A R R . MMP-9 WA ok 5 R R
7% FERGAROC, IR EDTFEHE ', MAPK 7] |5 MMP-
9 E@%@ﬂ o BRAF'™"J&: MAPK i 4 i) 5 4t 1 45 [

o HEEIHT,EEINN BRAF " A5 T fiE 5
HMGB1 . MMP-9 HA SCHkt: , JFEE B PTC [ Ik R
GOk, DR O . IUEARGE AT .

1 ARSI

1.1 — R

PEHL 2018 4F 1 A & 2019 4F 11 A fEAR B4 H
RAE 2 VIBR A SRk 2 V1B AR 19 116 il PTC i35 .
A FRAE : QI L P 2F R AT IESC R PTCP; QAR
HIEARSEATARIT BT S5 P0IR IR YT s B R 5T 8L 78
#, HHEAWALARA I E A ; @ E IR
Ho HEBRARUE : O A I AR ; @QBEA: HHRF AR
SRR T sE s BB IR AR [CHR AR R L H
ARBR DI RETUHE S FUR IR . 5 52 491 2z 64 141], °F-
PRI (53.6724.80) % o 3 FE[RI I AAAS TE 5 79 30
9] fl B A Ry e BEZH, 5B 13 1) 4 17 191, S 4 AR iR

(54.03+4.85) % . A AG B /RFHREF
12 FHik

BRAF"™™ LRI « B 22 V) |, 2k FH Takara

ZH 20/200 s DNA P $12 B0 ) £ $2 B DNA SR

R A3 66 FE TG DNA 41 i (0D260/0D280
4 1.6~1.8) ; 4 8 PCR [ W 1k & , #£4T PCR 473 ,
95T 15 s . 55CIE K 15 5. 72°CHEAH 30 5,35
IR, T2CHEH 7 min; 774 B HE KOG A 40 B s, X
PCR =4y it 470 ¥

2441 HMGB1 \MMP-9 6N FH 4 93 ZHL Ak 7 < B
Yl F, 60°CH#5 A 30 min, L0 . =K &E ,PBS i
Ve, N 3% H0, ¥ W, #P e, I m — Bt (bt A
HMGBI Hifk . St A MMPO $i {4 1t T ABCOM
ocED) L CEPUR 1gG W FAL A2 S8 A IRA
H]), thYE, N DAB 2 AF (P2 S A BRAFD ,
Y oK, &, R e R, DL PBS AR — it
YER B HR A e BB B T H VA B R, A e
FBEL 5 AWK R FH P A0 A LA e 0 4
VA7 2007 3 7 RSB T OWER PR 4 L (1
SRS AR 0 ﬁ%l 372477 307, LAH AN
JH 7 b e o e e BRI PR SR, IR r <3 70 oA
FA: . Western blot i : BUU) b, 68 75 S f $2 M 3
VRSN B, IV B S B LUK BB B B R
W52, IS I R H i iE-3- B i i E NS,

K FH Tt 166 £ 922 W BT 325 6 00 1fi 37 Hh HMGBI |
MMP-9 7KF- , HMGB1 i &1 [ T LI RE 49
B A BR A 7 (B 96T ) , MMP-9 i 57l & 18 H T+
RDE LR 29 L B A BR 2 =] (A% 48T/96T) , 1
P (R —2E A 6 N\ B ™ s 4 R B Al
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1.3 Giilsab s

K G SPSS 22.0 il Graphpad Prism 4%
PRAL PRE S ; 75 & IR A TR OB DL (m25) R
N KR R T7 22500 ST FEAR RS 5S  ANTFS
B R HAES B 5 1) Wilcoxon FR ARG 5 11
KGR n (%) 2 A7 K3 s S IR 2R o
Logistic 78T ; L P<0.05 R 22534 G247 X,

2 &R

21 AR H BRAF ™ JE P Kk H 0

116 1] PTC & i 59 1] BRAFY™™ 9875 R |
57 {528 BRAFY HF /LAY, PTC i # BRAF“™" 578
1K 50.86% (59/116) , VLK 1,

AGCTACAGTGAAATCTC AGCTACAGTGAAATCTC

i
0

il |
UN \f L W \j J \/ - ’j I‘v \v‘) \I
A B
TE: AN BRAF“HFHERL; B g BRAF™™ 58781
B 1 PTCBEALRBRAF " ERENFE
Figure 1 ~Tissue BRAF'** of PTC patients

2.2 #4121 HMGB1 .MMP-9 % ik
BRAF"™ 275 1 HMGB1 . MMP-9 [[1E 26k %1

3T BRAF ™ ™ A 22 R Giit 4 L (P<

0.05) ; Western blot 745l 5 i 7~ , BRAFY ™" 5875

HMGBI1 ik i MMP-0 £ik gt B & w1 BRAF ™" ¥}

AR A FE X (P<0.05), ILE2 #1,
LN =0 K =

HMGBI1 MMP-9 HMGBI1 MMP-9

BRAF %7 %!
5 0 .5 a
1.0
_ 1.0 N
z 215
g
g
z K

B 0

BRAF W}/ 8

SO st 2]

TR A AR AL B A A2 21 HMGB1 . MMP-9 [ %35 41 1L [l (En-
Vision —. 4 ¥, x400) ; B S Western blot ¥l PTC H 2 2 41
HMGB1 . MMP-9 [{5E 7387 5 *P<0.05, 225 A L2 78 o
2 ZA£2 % HMGB1.MMP-9 %i%x
Figure 2 Expression of HMGB1 and MMP-9 in tissues

®1 PTC £2HALHMGB1.MMP-9 BEARIX [n(%) ]
Table 1 Expression of HMGB1 and MMP-9 in tissues of
PTC patients [n(%) ]

HMGBI MMP-9
A TR R BT T
A 59 17(28.81) 42(71.19)  15(25.42) 44(74.58)
PP 57 36(63.16) 21(36.84)  33(57.89) 24(42.11)
71H 13.781 12.602
P& <0.001 <0.001

2.3 [filif HMGB1 .MMP-9 % ik

3 4571 # 175 HMGB1 .MMP-9 155, 2% 5
HEit#iE L (P<0.05) . PTC 4l BRAF ™" 3¢ #l
K BRAF™" i A Rl |l 7 HMGB1, MMP-9 7K - ]
3w TR A, 22 50 55 L (P<0.05) ,
PTC 41 BRAF'" 525 11 5 BRAF*"" W A= RUAE IfiL
HMGB1 .MMP-9 /K-F- | HeAE, 22 RIoGe it20 i X
(P>0.05), WL#FE2,

K2 3AZTREFMFEHMGBI . MMP-9 ELE (x+5)
Table 2 Comparison of serum HMGB1 and MMP-9 in the
3 groups (v +s)

il n  HMGBI1(pg/mL) MMP-9(ng/L)
PTC#4  RAA 59 8.78+1.66 2.56+0.60
PRl 57 8.62+1.49 2.39+0.54
X HRZH 30 4.56+1.15 1.21+0.26
F1H 90.798 71.315
Py <0.001 <0.001

2.4 PTC B E G RFE

BRAF™™ 575 A1 TNM A T~ IV 0 A (L
TR L K GRS R T
BRAF™™ Bf 7, 92 5 A 477 T L (P<0.05)
WA 3.

®3 PTCEBEIEKREE [n(%), (x£s)]
Table 3 Clinical characteristics of PTC patients
(n(%), (x+s)]

SEAF Y Wi A 1 . .
YA R
Gk (m=50) _ (n=s7) ‘XM P
A= B
il % 28(47.46)  24(42.11) 0336 0.562
& 31(52.54)  33(57.89)
A (%) 52.71£6.20 54.60+5.01 1.802 0.074
b B 4% (cm) 1.71+0.33  1.64+0.30 1.194 0.235
TNM A48 T~ 18(30.51)  32(56.14)
7.767 <0.001
M-IV 41(69.49) 25(43.86) =
DR H.
A i Vi = 32(54.24)  6(10.53) 95147 <0.001
75\ 27(45.76)  51(89.47)
55 - I T >
SRyt $7):z 11(18.64) 21(36.84) 1806 0.028
EA. 48(81.36)  36(63.16)
3 4% = c
N 13(22.03)  4(7.02) S997 0,022
T 46(77.97)  53(92.98)




DTeW SR E 2021463 5134

3 T Mol Diagn Ther, March 2021, Vol. 13 No. 3 - 375 -

2.5 52 PTC 5 BRAF™ " RAZ R R 2
DL BRAFY™ X [R 2 RUAE Ay R AR o, DU PR
HEAE R AR B, 45 1 WoR B IF IR L £ KR

k| 44 41 HMGB1 FH 4 41 41 MMP-9 [ 4 1 2
BRAF™" 58 78 BU {4 1 57 e B P 3% (P<0.05) o WL
x4

F4 FMMPTC BE BRAF" REBMER

Table 4 Factors Affecting BRAF'"" Mutant Type in PTC Patients

B3l B S.EH Wald 18 OR 1Y 95%CI PiE
B IR 2.362 0.561 17.724 10.615 3.534~31.883 <0.001
Z Rkt 1.667 0.413 16.265 5.298 2.356~11.912 <0.001
ZH 41 HMGB1 e 1.983 0.552 12.919 7.268 2.464~21.437 <0.001
Z[ 41 MMP-9 [H1E 1.395 0.402 12.053 4.033 1.835~8.863 0.001

3 itig

Reagh 55 N\ '/l — T 25 23 A o 55 48, 25
[ 9 £ BRAFY™ " 98 A8 A 5 fo e 4 48U fk 24 45
Z A B A — Bk s AN TR R R
T3 AT, 245 3R 7R BRAFY ™ 3k [H 28 7% i/ 3% Wi s 3%
250 AL, BRAF " 3 PR S AU T i 112 i S 75
R ¥ — B8 S8 L . BRAF™™ 3[R 35 R /e
NS AL AR R S Y (R S 7S S SN
FEODR R i 3 75 R IE 5 BRAFY ™ JE IR 22 [m) 1A 7
AT AR R AR B A s Ak
ML & %05 BRAFY™ 28 A8 £7 7 5k 5 Qu 4%
NFE H BRAFY™™ 5875 j& PTC B3 Jeipk e 45
B R R, 5 &R FEEERGIRE LK
TRFARPEZEEHA . v LI, BRAF™" 575 Ji
PTC EMEFRE LA S Kk A A i EEEAM G £

4 {if A M , PI3K - Akt-mTOR | P53-PTEN . B -
cateinin A ;2 MAPK {5 53l 1% 5 PTC ) & 4 & &
AR N BRAFY™ 3 [H 2% 3 14 MAPK 15 538
G TR A L ) A A A Y BE S R TR E R S
53| PTC "ok . HMGB1 1] 22 F 50" Al “ 9 3 " B
B, X AR 4 ] o0 2% B PTC AR I
HMGBI1 /K- i & &= T X B A J IR A 20 52 491
2k . HMGB1 FH P J& BRAF'™™ 2 75 1 ) 52 1
& . SR, Western blot % I} 7k BRAF'™™ % 7% 7l
HMGBI1 ik i, 45 G BRAF™" 5848 Bl & ik
Xk L2 5 R s R . X $27R , 78 PTC &
H, Al B8 BRAF'™" 2€ 72~ il HMGBL Tiij 34 il PTC
HER R, W rEE I PTC 55 4141 HMGBI
Fk i NS AREDIRERRACA P H W R
KA bR B B i I =X T PR R ) 3 e
T 9 24 L R A ) R o A A G I B o B
WEDDRE TR, Xt T 4141 HMGB1 £k i | 1

HARPLG T 2522 TAEAW ST . Wai ik,
BRAF'™* ¢ 75 £ CLNM [l 37 [R 2% . Logistic 43
M &t Sk — RS2, 440 MMP-9 BH 1 & BRAF'™"
SRR RIS R 2 . AR oY 4 R & R I
HMGB1.MMP-9 5 2| 41t HMGB1 ,MMP-9 A 4§
Tk, (B3 HMGB1 ,MMP-9 %} T #5€ PTC &
H BRAF' ™" JE R 2SR J2 A5 HAG I R 2 5L v 7 B3
—A ML, RAEAMS B, 4141 HMGB1 . MMP-9
TE BRAF ™" 5 75 Y By A A b 92 3R 3k (H X T
BRAFY™" & PR3 o W Ao i WA Lo £ 3 i LA o8 42
HMGB1 .MMP-9 [ R A TFIRAMTE . 535k, A4
% A GBS M BRAFY™™ J [K 28 %6} 1 o 52, 2L
KBRS HHOIR I BRI L & I A7 A TG HDIR B 42 55 8
e R PR T O 42 T () X FL AT 5, X SRR R S
SEIAESE .

28 F ik, PTC Hi % BRAFY™™ 28 7% BRI /4
7 H 20 41 HMGB1 . MMP-9 R %5 & %3k, H4A 4
HMGBI1 {4 \MMP-9 [ j& BRAFY™ 58 28 R [y
MR,

5% 3T

(1] s, SO, HURIRE S 55 - HMGB1 2 MMP-9 3%
IR AR SCLT). PELER B EA%E, 2018, 39(10):675-678.

[2] Wagner K, Abraham E, Tran B, et al. Lymphovascular inva-
sion and risk of recurrence in papillary thyroid carcinoma [J].
ANZ J Surg, 2020, 90(9):1727-1732.
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FLIlR9E B A ZUh FOX AL BRCA-1 43K Sl i B
SRR

I EZH BHAL DS

(# ZE] B RIS S8 SCHER 1 AL(FOXAL) (FLIYE 55 AL 1 (BRCA-1) £
kSRR SEONACE, iE BUEE ST 2018 4F 3 A % 2019 4F 5 H TASBE WA 149 97 51 7L 6
FB 0 I AC R B 7R, SR A0 4 Uk 27 A I FOXAL . BRCA-1 B 53X , 2R ] Pearson 1734 FOXAL
BRCA-1 3Rk SRR B E WG AR S HCZ B G, 465R  BRCA-1 FHH# 35.05% , FOXA1
F61.86% . AL TNM 43 8] \ER PR\ Ki67 1k (3L IR R BB 4 20 200 FOXAL Y FH M B 5 L
B2 A G L (P<0.05) . AR LRSS TNM 2030 i 4% ER (PR (Ki67 26 3k A4 7L I 58
H AL BRCA-1 [ FHEEBIEL L3 25 57 A Ge il 2+ L (P<0.05) , 4518 FOXA1.BRCA-1 3Rk 5 3L
SR LI G B S B EAT B A DG 0T LR 0 A 30T LA R T A B B A I PR A (L

[%#i7] FLIE; FOXAL; BRCA-1; IG IR S4L

Correlation between the expression of FOXA1 and BRCA-1 in tissues and clinicopathologi-
cal parameters in breast cancer patients

WANG Zenghui*, LI Haonan, LI Runhua, FENG Shuo

(Department of General Surgery, Union Medical College Hospital , Tangshan, Hebei, China, 063000 )

[ABSTRACT] Objective To study the correlation between the expression of forkhead box protein Al
(FOXAL1) and breast cancer susceptibility gene 1 (BRCA-1) and clinicopathological parameters in breast can-
cer tissues. Methods The clinicopathological data of 97 breast cancer patients who were admitted to the hospi-
tal from March 2018 to May 2019 were retrospectively analyzed. The expression of FOXA1 and BRCA-1 were
detected by immunohistochemistry. The correlation between FOXA1, BRCA-1 and clinicopathological parame-
ters in breast cancer patients was analyzed by Pearson method. Results The positive rates of BRCA-1 and
FOXA1 were 35.05% and 61.86% , respectively. There were significant differences in the number of cases with
FOXAI positive among breast cancer patients with different histological grading, TNM staging, ER, PR and
Ki67 expression (P<0.05). There were significant differences in the number of cases with BRCA-1 positive
among breast cancer patients with different histological grading, TNM staging, tumor diameter, ER, PR and
Ki67 expression (P<0.05). Conclusion The expression of FOXA1 and BRCA-1 has a good correlation with
the clinicopathological parameters of breast cancer patients, and has important clinical value for breast cancer
classification, staging and prognosis.

[KEY WORDS] Breast cancer; FOXAI; BRCA-1; clinicopathological parameters

TR IR & R A T o MEFLIR b B A 2 X DNA (135 K F Bt , 2L IR 95 &) /23 A 1 (Breast can-
J A E BN LSS R T KRR E R cerl, BRCA-1) 7E 1 4a 4 il J&1 18] & 2 DNA rhe ]
FHE#AN kA HGE S VR — R B E IR FKHEVER™ . XSLHES I Al (Forkhead box protein
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Al, FOXAl)&2—H5NIRZEM K EET R T, 38
FLE WS R, FOXAL Y2 35 5 711590 40 i & b
A 4 384 2% 32 K (Estrogen receptorac, ER) [HY: B A5
—EMKPED . FOXAL 45 BRCA-1 Al 7EAR Y
AR EAE F T p27Kipl ARk, 11 40 i J S0 4 i
4T 4 S 1 9 ) 2 1 (p27 kinase inhibition pro-
teinl, p27Kipl ) & [ A9 1K 2 35 76 45 Fl b 9 2 70 4
FUNR I U0 SR S i vz W TS T B —
FE MG RN E " . HHETECS FOXAL . BRCA-1 %] %,
[ g £5 I B AR R4 T AH S M I Ee A A L
I AR SCE o A 5E LB 9 R A 4 41 FOXAL
BRCA-1 355 £ 301 AR L2 402 1] i AH e
S LRI 0 B G  XURS: T A AL B AR 4R

1 ARSI

1.1 ME

W4 2018 4F 3 A & 2019 4F 5 H TABRIIG 1Y
106 11 LI 253 W R TR, AL 46 U 1R AT 1 (4121
2207 TNM S0 e EAR RN bk 2576 DL
g 2Rl g ARRHE : OFF A G IR - FLIRE 12 W
BRI s QIR BAEARBEEESZ 6T s Gl R B FERL 57
4. HebRbR e O KRS B H QB O .
it S A s R HAEAE I . ARYEIA
HEBRARAE , AN 7 Bl ER AV E AR 5
1.2 ik

BT AT U R AR 16 o9 4 2 A ¥ 48
10% 48 /R Ty R S, K, A S 38 iE LU B 4
um, VI J5 5 LY, F547 Envision A G e 41
Uk 2E e o U1 A i KR, BRI E R,
3% H.0: K i 1 A AL Y g , IGIR 4°C 24 h, Bl
DAB Yo, [A]Rl A C A 2L ) A 7R BE
PEXT R il FH W R 2% o BR VA VAR — Bo P B X
M R IRULHT B E YL 5, BT FOXA1.BRCA-1,
ER | 2 & % 1A (Progesterone receptor, PR) . 4f }ifg
BR A% PR 67 (Kiel67, Ki67) H A B FEARL R H 4
REALIEHEAT R, FlPT AN FOXA1 .BRCA-1.ER,
PR Ki6o7 HiiAE A L Em AR A RA A
1.3 ZRHE

45 L ¢ AL BB B O XU 3 R AT
A, TS B AEE (T [E225 7], NEOPHOT30) T fifi
ML 5 AP R4 T LS , B4 LR X 200 A~ i ygd
AT 4. FOXAL TR MIA% 2 A7 , R 2F 8 iy
FIW €, 0~3 43153, oA (=0 43, 45 (L4 i o5

b <10%=1 4%, 10% <45 & 4 {7 b <20%=2 43,
20%<% B4 5 L <30%=3 43 , I 253 ; 7 Ahik
O R E T GRIESr 1~3 43, IR ) 3fe
TR R #5184 , 4~30 S FOXAL FHPE , 0~3 Z 6] K
FOXAI1 Bt . BRCA-1 [ 7EFLIR R 4l 8L h 275
T R Tk R T AN M RE 7, 4N A A P 41
JHIE>10% A BHAA: | BHPE 20 il <109% 4 BHH:

ER PR 119 B 485 SR 0 Ay I 44 200 e 2 ot e
I ME>15% . Ki67 7 T 40 M A% , A sk 55 M o
o, BH M 4 K 7 P R 4 i >10% R Ki67 BH
FF 1 240 i 2650 5 i 9gs 40 i <10% S Kio7 B . 2141
20y 9 IR 2012 4E WHO L Il g 23 9br 17 4y
J T % Mg M. VY b s TNM 4 19 # 1#
2003 AFAETT 1Y 2L o WA o 1 4 104
T30 ; 9 L 25 7 B < AR A G SR % i s L A Ltk
CLZE SR IEA TR LD S5 T 4G, oA T IR AT, b AT ik 12
S5 BOR R G AT A I /N I L 235 )
Ik L RS
1.4 GEiteFrik

K H1 SPSS 20.0 FAF#EAT S4B, THEHORL
Hn(%)FRmR, 17 ¢ K5, >k H Pearson 7% 53 #t
FOXA1 .BRCA-1 13k 5 ZLIR R B34 I AR 2
Bz E A SEE , BL P<0.05 MR G it L,

2 #R

2.1 gl LA I 4
BRCA-1 [H R EAK, H 35.05% ; FOXA1L fH A
BRI, H61.86%. WFEL.E1,

x1 SEAUKNER (%))

Table 1 Immunohistochemical test results [n(%) |

Fric® FHA: B
ER 56(57.73) 41(42.27)
PR 40(41.24) 57(58.76)

Ki67 54(55.67) 43(44.33)

BRCA-1 34(35.05) 63(64.95)

FOXALl 60(61.86) 37(38.14)

b BB ARG U D
BT ; C.D % FOXAL

E:A,
FHBATE 205 T 4R
Bl EALEELER (Envision W1k, x 200)
Figure 1 Results of immunohistochemical staining

(Envision A7k, x 200)
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2.2 ASTA)IIfG PR 9 PR 2 803U IR 9 f8 3 1 FOXAL

BRCA-1 ik fE M

AR L% 50 9%  TNM 433 \ER %3k PR %
ik (Ki67 iAW) FLR IR B FOXAL B R L i 22

SREN

ALV =3
=

M,
- B

L (P<0.05) ; AR 224502 . TNM

3 RS H A% CER ik (PR ik (Ki67 £IAH

MR JiE B BRCA-1 FHYER L E R A 51T
(P<0.05), W2,

K2 IABEEEREKRFESHE FOXAL.BRCA-1 FKiEHMHEEME (1(%) ]

Table 2 Correlation between the expression of FOXA1 and BRCA-1 and clinicopathological parameters in breast cancer patients

.
- &

U=~ =N\

=

[n(%)]
FOXA1 BRCA-1
I PR 2T fiF I (n=97 ‘P ‘fH PE
I PR =) e Gmo0) B A P i mn BitkGees) A P
() <45 58 37(61.67)  21(56.76) . . 21(61.76) 37(58.73) B
=45 39 23(38.33)  16(43.24) 0.2300.632 13(38.24) 26(41.27) 0:085 - 0.771
B I%% 25 10(16.67)  15(40.54) 4(11.76) 21(33.33)
I %% 30 17(28.33)  13(35.14) . 12(35.29) 18(28.57) )
1|73 23 19(31.67)  4(10.81) 10.7290.013 13(38.24) 10(15.87) 9-603 0022
V& 19 14(23.33) 5(13.51) 5(14.71) 14(22.23)
TNM 73 1 29 12(20.00)  17(45.95) 6(17.65) 23(36.51)
4 46 30(50.00) 16(43.24) 9.090 0.011  22(64.70) 24(38.10)  6.510 0.039
|| ] 22 18(30.00)  4(10.81) 6(17.65) 16(25.39)
I, <2 65 37(61.67)  28(75.68) . 18(52.94) 47(74.60)
M EiA (em) =2 32 23(3833)  o(24.32) 202 OB 07060 16(2540)  FO8T 0030
ER FH-PE 56 40(66.67)  16(43.24) 14(41.18) 42(66.67)
[ 4 41 20(33.33)  21(56.76) o-1460.023 20(58.82) 21(33.33) 28800015
PR FH-PE 40 30(50.00)  10(27.03) 20(58.82) 20(31.75)
A 57 30(50.00)  27(72.97) 1985 0.026 14(41.18) 43(68.25) 6.682 0010
Ki67 FH-PE 54 39(65.00)  15(40.54) 11(32.35) 43(68.25) .
A 43 21(35.00)  22(59.46) 2218 0.018 23(67.65) 20(31.75) 11533 0.001
NS o 38 21(35.00)  17(45.95) 15(44.12) 23(36.51) .
7 59 39(65.00)  20(54.05) LIl 0283 19(55.88) 40(63.49) 05370464
T e 25 78 [ 34 24(40.00)  10(27.03) 9(26.47) 25(39.68)
] 32 20(33.33)  12(32.43) 12(35.29) 20(31.75)
i R 23 13(21.67)  10(27.03) 33930335 10(29.41) 13(20.63) 1922 0.589
/N 8 3(5.00) 5(13.51) 3(8.83) 5(7.94)
3 i HHTFEFRI, 40 % LUF i FLAR 0 5 41 912

FOXA1 % [1 /& FOX K5 H 8 A , fig 550
FER G R RIS B 456, PR (80 IR R 5 5k, DTG
TEH RS E LT IIE A& 55 J7 0 R 5 CHEAE
Y, R E W &L, FOXAL 7 e 4140
B m s, HKT FOXAL 78 51198 & J i)
HARER , BB AEE— 2 il 54 ih 48
FOXA1 78 ZL M F 30 2 42 EVE . i iF
5 R LIRS 4141 FOXAL IRk 5 R EN L
5 A A7 % V)R G , FOXAL 235 7] fE iR %5 ER
PR 2L IR HOE I U 8045 . BRCALT et i
B AMRLE 5 Y BRCAL FE K 23 4 T 17921 Y
oA, AT g bt R B 1Y 2 L R 5% 2L 1) BRCAL & 1,
[7i] B 1 e X DNA it 3 8 A TE 5, 76 e 100 )
Tihe rh & PRSI (/R F o i aE 5 K BRCAT 38
kLA B PRSI R R B 2 Sig T, A
BRCA1 5 2L &I HLiH 1 5C AT 02 H AT i A A
P (Al

O E TR B HORAAE IS B 2L 6 & %
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PR B RN R R 20 . IR TSN RIS
HR A A ZS 6 L $ s FL IR I PR BRARAE HLAT
ZRENE, IR B e U= 4 R 2
DIMESEFT AR BB 52 B, e iE 8Lk
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I R S 8% 7, FOXAL 7E 2 40% 9 7L 8 vh 32
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AT E5 0 5 SCRRIR T B A — 2 W 22 , A T 2
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] \ER ik (PR ik Ki67 ik ) HLA B H
Pk, TZHZFM 0 TNM 233125 1 A S BEARAE 24
FLAR I B TS PEAG 1A 83845, 9F H 5 BRCA-1
FOXA1 F A WAH M R 4F, #E0 BRCA-1 . FOXA1
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The value of NLR and PLR in diagnosis and evaluation of hyperlipidemia acute pancreatitis
LIU Chang*, SONG Jianmei, LI Xiaoyang
(Clinical Lab, Beijing Chao-Yang Hospital, Capital Medical Universit, Beijing, China, 100043)

[ABSTRACT] Objective To explore the value of neutrophil-to-lymphocyte ratio (NLR) and platelet-
to - lymphocyte ratio (PLR) in the diagnosis and evaluation of hyperlipidemia acute pancreatitis (HLAP).
Methods 132 HLAP patients from this Hospital were selected as the observation group, 66 non-HLAP pa-
tients with biliary and alcoholic acute pancreatitis during the same period were selected as the control group,
and 66 healthy subjects were selected as the healthy group. The NLR, PLR, blood lipid indexes [ total choles-
terol (TC), triacylglycerol (TG) ], inflammatory factors [ C-reactive protein (CRP), procalcitonin (PCT) ]
in the three groups were compared. The correlation between NLR and PLR and blood lipid indexes and inflam-
matory factors were analyzed, and the receiver operating characteristic (ROC) curve was used to evaluate the
diagnostic value of NLR and PLR. The NLR and PLR levels of patients with different disease levels in the ob-
servation group were compared, and the relationship between NLR, PLR and the disease level of HLAP was
analyzed. Results The NLR, PLR, TC, TG, CRP and PCT in the observation group were higher than those
in the control group and the healthy group, and the control group was higher than the healthy group, the differ-
ence was statistically significant (P<0.05). Pearson correlation analysis showed that NLR and PLR were posi-
tively correlated with TC, TG, CRP and PCT (P<0.05). The ROC curve analysis showed that the AUC of the
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combined diagnosis of AP by NLR and PLR was 0.901, 95%CI was 0.858 to 0.934, sensitivity was 80.30% ,
and specificity was 92.42% . The AUC of the two combined diagnosis of HLAP was 0.846, the 95% CI was
0.788-0.893, the sensitivity was 71.21%, and the specificity was 83.33% , which were better than the twoinde-

pendent diagnosis, the difference was statistically significant (P<0.05). The NLR and PLR of severe patients in

the observation group were higher than those of moderate patients and mild patients, and the moderate patients

were higher than the mild patients, the difference was statistically significant (P<0.05). Spearman correlation

analysis showed that NLR, PLR and the severity of HLAP were positively correlated (P<0.05). Conclusion

The combined detection of NLR and PLR has high clinical value in HLAP diagnosis and disease assessment.

[KEY WORDS]

phocyte ratio
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Table 1 Comparison of general data among three groups [n(%), (xs) ]

it WEEH (n=132) X B 2H (n=66) fit 41 (n=66) t/Fl {4 P
(%) 42.27+5.79 41.555.24 43.02+6.83 1.011 0.365
el 5 87(65.91) 41(62.12) 45(68.18) -
& 45(34.09) 25(37.88) 21(31.82) 0-533 0-758
M EL (kg/m®) 25.62+2.11 25.17+2.03 24.95+1.97 2.637 0.074
W2 36(27.27) 19(28.79) 15(22.73) 0.700 0.705
el 76(57.58) 35(53.03) 33(50.00) 1.100 0.577
298 2= A Bt [E] (h) 18.71+2.26 19.25+2.08 - 1.627 0.105
FERb B B R 10(7.58) 6(9.09) - 0.136 0.712
g 05 37(28.03) 15(22.73) - 0.639 0.424
e I 31(23.48) 13(19.70) - 0.365 0.546
15V S ZE Ak i 9 0 4(3.03) 1(1.52) - 0.410 0.522
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Table 2 Comparison of NLR, PLR, blood lipid indexes and inflammatory factors in 3 groups (x+s)

4151 1%k NLR PLR TC (mmol/L) TG (mmol/L ) CRP(mg/L) PCT (pg/L)
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Figure 1 Correlation between NLR, PLR and blood lipid

indexes and inflammatory factors
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Figure 2 Diagnostic value of NLR and PLR for AP and HLAP
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Table 3 The diagnostic value of NLR and PLR for AP and HLAP
Eistn AUC 95%CI Z5t PIi HE B EBURE (%) WA (%)
ZWr AP NLR 0.866 0.819~0.905 14.412 <0.001 >4.82 71.72 87.88
PLR 0.828 0.777~0.872 12.359 <0.001 >125.68 77.78 75.76
JiEAS 0.901 0.858~0.934: 18.749 <0.001 - 80.30 92.42
2 HLAP NLR 0.833 0.773~0.882 11.880 <0.001 >6.53 60.61 90.91
PLR 0.749 0.683~0.808 7.058 <0.001 >134.88 75.76 63.64
BA 0.846 0.788~0.893 12.396 <0.001 - 71.21 83.33
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Table 4 Comparison of NLR and PLR levels of patients

with different disease levels in the observation group (x+s)
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PR 36 7.92+2.05* 155.89+20.18*
B 82 5.72+1.38" 137.95+17.24%

FAii 236.257 89.496
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Significance of serum chemokine levels in patients with gestational diabetes mellitus in
late pregnancy

LI Ning"*, YIN Qian®

(1. Department of Obstetrics, Oilfield General Hospital, Puyang City, Henan Province, Puyang, Henan,
China, 457000; 2. Department of Obstetrics, Nanfang Hospital, Southern Medical University, Guangzhou,
Guangdong, China, 510515)

[ABSTRACT] Objective To investigate the correlation between serum chemokine level and glucolip-
id metabolism, microinflammatory status, maternal and infant outcomes in patients with third trimester gesta-
tional diabetes mellitus (GDM). Methods 40 cases of GDM patients during late pregnancy from January
2019 to September 2019 were selected as GDM group, 50 cases of healthy pregnant women who underwent
prenatal examination and delivery in our hospital at the same time were treated as normal control group. Serum
chemokine level of two groups were detected and GDM group was further divided into high chemokine group
(n=20) and low chemokine group (7n=20) according to chemokine median of GDM group. Levels of peripher-
al blood sugar metabolism indexes [ fasting plasma glucose (FPG), glycosylated hemoglobin (HbA1C), fast-
ing insulin (FINS) ], lipid metabolism indexes [ triglyceride (TG ), total cholesterol (TC) , low-density lipo-
protein cholesterol (LDL-C) , high density lipoprotein cholesterol (HDL-C) ], inflammation indexes [ tumor
necrosis factor-aF(TNF-a ) , hypersensitive c-reactive protein (hs-CRP) and interleukin-6 (IL-6) ] were com-
pared between each group. Correlation between serum chemokine level and glucolipid metabolism, microin-

flammatory statusin GDM women were analyzed. Results Serum chemokine level in GDM group was signifi-
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cantly higher than that in normal control group (P<0.05). Levels of FPG, HbA1C and FINS in peripheral
blood of GDM group were higher than those of control group; levels of TG, TC and LDL-C in peripheral

blood were higher than those in normal control group, while level of HDL-C was lower than that in normal

control group; Serum levels of TNF-a, hs-CRP and IL-6 were higher than those of normal control group, lev-

els of these indicators further changed as increasing of chemokine level in GDM group (P<0.05). Serum che-

mokine level of GDM women in late pregnancy were positively correlated with FPG, HbAIC, FINS, TG,
TC, LDL-C, TNF-«, hs-CRP, IL-6, negatively correlated with HDL-C (P<0.05). Conclusion There is a
certain correlation between chemokine level in late pregnancy GDM patients’ condition, which may be one of

the important indicators for condition monitoring and treatment guidance.
[KEY WORDS] Gestational diabetes mellitus ; Chemerin Glucolipid metabolism ; Microinflammation
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Table 1 Comparison of glucose and lipid metabolism indexes of pregnant women in each group (x+s)

a1 . FPG HbA1C TG TC LDL-C HDL-C
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Table 3 Correlation between serum chemokine level and
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trimester of pregnancy
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Expression of MSI and PD-L.1 in NSCLC patients and their correlation with prognosis
ZHANG Wenjing ', ZHANG Chunzhi '"*, WANG Guigang', RONG Yu ', HAN Yuanyuan ', CHEN Lijun *
(1. Department of Thoracic and Cardiovascular Surgery , the First Affiliated Hospital of Hebei North Universi-
ty, Zhangjiakou, Hebei, China, 075000; 2. Department of Emergency, the First Affiliated Hospital of Hebei
North University, Zhangjiakou, Hebei, China, 075000)

[ABSTRACT] Objective To explore the expression levels of microsatellite instability (MSI) and pro-
grammed death ligand 1 (PD-L1) in patients with non-small cell lung cancer (NSCLC) and their correlation
with prognosis. Methods The surgically resected cancer tissues and normal para-cancerous tissues (over 5 cm
away from corresponding lesions) from 86 NSCLC patients confirmed by the Department of Pathology, this Hos-
pital from June 2010 to December 2014 were collected. MSI values at BAT-25, BAT-26, D2S123, D5S346 and
D17S250 loci from the 172 specimens was detected by PCR to determine the expression of MSI. The level of PD-
L1 was detected by immunohistochemistry. The relationship between MSI, PD-L1 and clinicopathological fac-
tors was analyzed. All patients were treated with surgical resection combined with anti-PD-L1 and other corre-
sponding treatments according to the condition. The independent influencing factors of 5-year survival rate were

analyzed. The effects of MSI and PD-L1 on 5-year survival rate were observed. Results The expression rates of
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MSI and PD-L1 in NSCLC tissues, significantly higher than those in para-cancerous normal tissues (P<0.05).

The expression of PD-L1 is related to the degree of tumor differentiation, lymph node metastasis and TNM stag-

ing (P<0.05). MSI status is related to the degree of tumor differentiation, lymph node metastasis and TNM stag-

ing (P<0.05). The postoperative survival time in patients with MSS and MSI-L was significantly shorter than

that with MSI-H (P<0.05). The postoperative survival time in patients with PD-L1 positive was significantly

shorter than that with PD-L1 negative (P<0.05). Logistic regression analysis showed that PD-L1 positive (OR=
3.888) , lymph node metastasis (OR=3.823) and TNM stage -1V (OR=3.380) were independent risk factors
that affect the 5-year survival rate, and MSI-H positive (OR=0.289) was a protective factor (P<0.05). Conclu-

sion The expressions of MSI and PD-L1 are closely related to the clinicopathological characteristics and prog-

nosis of NSCLC, and can be used as important indicators for predicting the prognosis of NSCLC.

[KEY WORDS] MSI; PD-L1; Non-small cell lung cancer
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Table 1 MSI primer sequences

BIE/EY Bkl
BAT-25 F-TGACTACTTTTGACTTCAGCC
R-AACCATTCAACATTTTTAACCC
BAT-26 F-TGACTACTTTTGACTTCAGCC
R-AACCATTCAACATTTTTAACCC
D2S123 F-AAACAGGATGCCTGCCTTTA
R-GGACTTTCCACCTATGGGAC
D5S346 F-CTTGACAATAGACAAATATG
R-TCGAATGGAGATTGGCCTG
D17S250 F-CAGGCTGGTCTCAAACTC

R-GGAAGAATCAAATAGACAAT

1.2.2 PD-L1 sk

BB PD-L1 H g BEHLIA (CD274) 1 [ Ther-
moFisher 2y A , EARERAE B S Ui B B 647
1.2.3 g

MSLHAERRIE® X FIE R 44 PCR P 4528
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LI 1 45 MSI-L, $ 28 P45 2 LA I MSI-H.,
PD-L1 Jl bR v« o fol i A0 7 B HLEL 10 A~ FE
Y, DL LT b £ AR A o A A BT o L A1)



- 390 - TR SIEIT Ak

202143 H %134 8531 J Mol Diagn Ther, March 2021, Vol. 13 No. 3

TTHIE , =50% R BHPE , 75 00 A BR:
1.3 iy

Fir A B BT BRI SE B TCER R | BT[] 5
L6 A T — MR 112k . DLUEE TR
WEIRE DR 2 HasE T H 2Z (8] i [R] 3158 R A A7
199, %P 2H TC o JR A AR A T LA
1.4 SeiteEork

FIr A B HE >R A SPSS 16.0 4 31 B 4F 17 Ab
P TR n (%) Fom R RS A A7 il
2¢ >k H Kaplan-Meier % i , L) log-rank £ 55 ; 8 17
£ 7T Logistic [1IH# 17 2 R KA 1F508r, DL P<0.05
RESAGIFE L

2 &R
2.1 NSCLC ¥ 2H 40 K i 55 4 21 7 MST L, PD-L1 &
IETEN

NSCLC Jiti i 25 2 MSI FHE 3R 155 TR 55 41 41,
L BB G L (P<0.05) . JE2H40 PD-L1 FHE
AR S U BT, 22 A S E R L (P<
0.05), 3% 2 K1,

&2 NSCLCEALRRKFEEHAMSIPD-L1 R R
b3t [n(%) ]
Table 2 Expression of MSI and PD-L1 in NSCLC and

adjacent tissues [n(%) |

MSI PD-L1

Q |
4 n MSLL  MSLH Btttk

MSS

FEZ14L 86 31(36.05) 36(41.86) 19(22.09) 58(67.44) 28(32.56)

2.2 MSI.PD-L1 L 5l ARWHE R R
MSI %4 2 PD-L1 7E /M8 43 AL FR B bk L 25 5
RGO LI TNM s i h i Rk 2 A G E
X (P<0.05) , FEAF#E PER AR s 2125 o A rp
ERLGIFE L (P>0.05), WE3,

1 :A:PD-L1 BH:; B:PD-L1 Bk,
El1 NSCLC B2EEHAAPD-Ll REANER
(Envision, x400)

Figure 1 Immunohistochemical results of PD-L1 in cancer

tissues of NSCLC patients ( Envision ,x400)

2.3 MSI.PD-L1 £k 5556 %

JIi 45 86 1] NSCLC i35 oK 3026 U5 i L, B 15
86 17l [ 35 5 4F BV AE A7 H N 55.81% . MSS FHPE |
MSI-L PHPE \MSI-H FH B 5 A7 0 550 51 0
36.67% . 58.33% .84.24% , MSI-H [ B % Sk 17
Fsf 1] B i K T MIS-L BHAE & MSS BHE , Z R A 48
T L (P<0.05) ; MSS B & MSI-L BHE A= A7 st
) LA 22 S o ge it = L (P>0.05) . PD-L1 BAE
BENIG 5 E1EE K 44.83% (KT PD-L1 BATEZH 1Y
78.57% , 2 A BT E L (P<0.05) . UL 2,
2.4 NSCLC B #H AWM G IH = B R

PS5 SRR HER  TNM 203 g o AL FE B
MSI L5 0L PD-L1 F A TE 0L 5 B 5 4F AT

s 86 83(96.51) 2(2.33) 1(1.16) 2(2.33) 84(97.67)
Pt 70.340 80.267 A K (P<0.05) , -8 P IR | bR 2 22
Pfi <0.001 <0.001 PRV B 5 AR AERTE R (P>0.05) . WLk 4,
%3 MSL.PD-LI 5IERBEEENER [n(%) ]
Table 3 Relationship between MSI, PD-L1 and clinicopathological factors [n(%) ]
E-Y n MSS MSI-L MSI-H 2 1H P PD-L1 7H P{H
P =50 50 21(67.74) 19(52.78) 10(52.63) 1.837 0.441 33(56.90) 0.113  0.737
< <50 36 10(32.23) 17(47.22) 9(47.37) 25(43.10)
sl % 52 18(58.06)  21(5833)  13(6842) 0646  0.724 38(65.52) 1.902  0.168
! & 34 13(41.94) 15(41.67) 6(31.58) 20(34.48)
W4 s 41 17(54.84) 19(47.22) 5(26.32) 4.488 0.106 29(50.00) 0.386  0.534
Ea 45 14(45.16) 17(52.78) 14(73.68) 29(50.00)
SR /g 59 24.(77.42) 19(52.78) 16(84.21) 7.453 0.027 44(75.86) 5986  0.014
- 1% 27 7(22.58) 17(47.22)  3(15.79) 14(24.14)
A 4 5 9o 48 20(64.52) 21(58.33) 7(36.84) 3.818 0.143 34(58.62) 0.569  0.451
SR s 38 11(35.49) 15(41.67) 12(63.16) 24(41.38)
RS 1 52 24(77.42) 20(55.56) 8(42.11) 6.770 0.031 30(51.72) 5.694  0.047
34 7(22.58) 16(44.44) 11(57.89) 28(48.28)
TNM 4330 [~ 69 20(64.52)  32(8889)  17(73.91) 7552  0.023 43(74.14) 4172 0.041
A M~V 17 11(35.48) 4(11.11) 6(26.09) 15(25.86)
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Figure 2 Comparison of survival curves among patients
with different MSI and PD-L1 expression

Fz4 NSCLC BELFHHXEZEEEZEDW [(n(%)]

Table 4 Univariate analysis of survival related factors in
NSCLC patients [n(%) ]

(5 n SHEEFE(%) FMH P
= = : 58.
L
pangen
o b w051 04
W 4 2 53,
S
S AT i : 27(45.
ACER Iﬂg’ ;z 2;2;;2; 4329 0.037
HIEAE 39 54.
T i 0200 000t
weA R B,
TNM 4344 ]]II:Ig ?? 426((161§%7)) 16.670 <0.001
MSI ik MSLH 19 16(84.21
SRR MSSEMSI-L 67 322?224; 6.269 - 0.012
- ik ] : : .8
PR w5 001

2.5 NSCLC A AfEM IR Logistic P14 53 Hr

DL 5 AR AR RN AR i, DL R SR X
PR 25y [ 2 F R (MSI-H FH4=0, MSS+MSIL [
PE=1;PD-L1 FH=0, =1 il e fE B AK=0,
F=1 B EE =0, K %=1, TNM 43 [ ~ 11 =0,
M~IV=1). Logistic ¢" ,PD-L1 FH#: R S5547% |
TNM S0 1~ IV I RS JR 8 5 AR A AR B Sy S
Wz K 2, MSI-H FHM R A R 2 (P<0.05) , L3R 5.

Fz5 NSCLC AEFHKEZEZIT Logistic B4

Table 5 Multivariate Logistic regression analysis of survival
related factors of NSCLC

21 5 B SE{E Wald{i OR{H  95%CI P1a

MSI-H fHHE  -1.2410.540 5281 0.289 0.100~0.833 0.022
PD-L1FHIE  1.358 0.386 12.377 3.888 1.825~8.286 <0.001
WL 1.341 0476 7.937 3.823 1.504~9.718 0.005
TNM A M~V 1.218 0.556 4.799 3.380 1.137~10.052 0.029

3 it

H HiH B4 NSCLC 197 A5G F AR VIR i
7 AT UL R B e RTT . REHUNSCLC i
WHSHT LRI, SRR e 8, AE A T AR
BT, HRERBUES T =R AZ AR (AR A Ak,

DNA % it 1& % (mis - match repair, MMR) J&
DNA H5 B R G0 A ZER 53, SHLARH B MMR
HRFGRT, DNA S5 ECEZ Difeie s, 8O A e B
FEFI KRR MSL, BRI, YR T
MSURZH, S0 RIS S5 e R 0 , 15
YRR 5 A AN BRSO 5 AR P A 2 M S
E SR A A1 MSTIRZS A 38 ik MST v 5 i
ARG, o FEIE & o 41 20, 25 S R — & D B4
BN E RS Bk MST B BRI 5T A B,
45 H o i BB E R A SUREAS vh MST A PR A HY R
73.21% , 3% (= T 1E % 4141 . Warth 58" HF IR B,
NSCLC & 44 MSI 5 PD-L1 A7 ek, [
A BFEUESE , A H] RS0 NSCLC Hh MSTA:
DEAT R () UM B R S o [RIR AR 4
FWINSCLC B E ML ZE R M s E o
TNM ZH % MST AZIA A —E RIFEIR , [RJE MSI-
H FHPEZ R B A A B 55 T MSS MSI-L FHE
%, H MSI-H FHM: 3 NSCLC 3% 5 AE A AR B0
R, I MST GRS B35 S A, #2758 MSI-
H A BEACA NSCLC B L5 AR 1 R A58

PD-1 R G e il 51 1) —Fh , 7] 5 PD-L1 AH A
YRR AR S SOy o B 40 M 4 1] PD-L1 75 i
L FF, KE A PD-L1 Ik 5 PD-1 2K %54, 30K
7 T 230 A8 B 8 U e 75 S A s A 7, BRI T
9 6L XT3 40 6 ) 8 S I 9 A L TG B B SR
T 25 OB 9E F W], NSCLC #1149 PD-L1 FHPE ik
BN 62.2% , GAMFERAIL . AR5 SR BoR
PD-L1 £iE 5 ELAE R  TNM 20 DL K g
SRR O, AR WY MRS TR | iR 41 41
SENRTCK, 5B R EEAARL . AFST LG
FHLR A PD-L1 > NSCLC 1 B Fi 48 fr B
B R AFHIE , I R X NSCLC # % PD-L1 23k 1%
0 ARSI o] A Sk £ T TP 9 B AR B

2% ik ,NSCLC % MSI.PD-L1 /K1 i
T, HERE K- 5 AR 2% D) AH 5 ;s MSTLPD-L1
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N CK . ABA42 . P-tau TEP JRVKIEEER I IS W A (B

A ki ERTE RIER

[ ZE] Br B CK.ABA2  P-tau 7 F /R I B A2 i (6 . 3% R 2018
A5 H % 2020 4F 5 ARSI 9 40 451 B SR 9 R0 HR 2 (AD) S BFFE R 42, O) BRI 40 191142 2 DA 00 i i
WA (MCL) , 40 5] 1fi A8 PR R (VD) , 40 il filt AR N B3 SR X6 BEZH . R A ELISA 320 7 DU 26 fii %
i CK . AB42 P-tau 7K ; U2 # TARRE 2R (ROC H1£8) iBAE =% LW AD M. &R TE
CK . AB42 .P-tau /K- b3, AD 41 . VD 41 .MCI £ CK F P-tau /K-35 i 25 5 T BT IR 4 (P<0.05) , AD
20 VD 4 \MCI 41 AB42 ¥4 & 35 I% T fa B B 2l 2% 3 Y978 a4 5 L (P<0.05) . AD 41 CK ,P-tau /K- i}
FET VD 41 (P<0.05) , AB4A2 /K- B EAL T MCI 41 . VD 2H (P<0.05) ; VD 2 CK . P-tau 7K V- i 3 &5 T MCI
ZH (P<0.05) . ROC [ £k 70 #7745 5 B 7R, Ik W CK . AR42 ., P-tau 7K ¥ 43 B B 3.045 U/L . 155.63 ng/L .
182.32 ng/mL B 12 Wi 2% BE & &5, AUC 43 %Il 24 0.816 . 0.690 . 0.790 (95%CI ; 0.709~0.923 . 0.572~0.808 .
0.678~0.902) ; = T Bk 4 2 W AD 1y AUC N 0.887 (95%CI : 0.816~0.958) , fJ&% B oA 0.950 | 45 5 & Ny
0.725, #5iE  iH K CK \AB42 \P-tau X Bl JR g BG4 — & IZ W {8, = I5U0 G 12 W {0 v

[RgEE ] FIRREENG ; B CK; AR AR42; INA K P-tau; 2 Wi i

Diagnostic value of cerebrospinal fluid CK .A42 .P-tau in Alzheimer’s disease

LI Dan, XU Jin, FAN Xiaofei, ZHANG Huailiang*

(Department of Encephalopathy, The First Affiliated Hospital of Henan University of Traditional Chinese
Medicine, Zhengzhou, Henan, China, 450000)

[ABSTRACT] Objective To explore the diagnostic value of cerebrospinal fluid CK . AB42.P-tau in
Alzheimer’s disease. Methods 40 patients with Alzheimer’s disease (AD) admitted to our hospital from May
2018 to May 2020 were selected as the research subjects, another 40 patients with mild cognitive impairment
(MCI) and 40 patients with vascular dementia were selected (VD) , 40 healthy medical examiners served as
the control group. ELISA method was used to determine the levels of CK, AB342, and P-tau in the four groups
of cerebrospinal fluid. The receiver operating characteristic curve (ROC curve) was used to evaluate the value
of the three in the diagnosis of AD. Results The levels of CK, AB42 and p-Tau in cerebrospinal fluid in the
AD, VD and MCI groups were significantly higher than those in the healthy control group (P<0.05) , and the
levels of AB42 in AD, VD and MCI groups were significantly lower than those in the healthy control group
(P<0.05). The levels of CK and p-Tau in the AD group were significantly higher than those in the VD group
(P<0.05), and the level of AB42 in the AD group was significantly lower than that in the MCI group and VD
groups (P<0.05). The levels of CK and p-Tau in the VD group were significantly higher than those in the MCI
group (P<0.05). ROC curve analysis showed that CK, AB42 and p-tau levels in CSF were 3.045 U/L, 155.63
ng/L and 182.32 ng/mL, respectively. The AUC was 0.816, 0.690, 0.790 (95% CI: 0.709~0.923, 0.572~
0.808, 0.678~0.902). The AUC of the three combined diagnosis for AD was 0.887 (95%CI: 0.816~0.958) ,
the sensitivity was 0.950, and the specificity was 0.725. Conclusion Cerebrospinal fluid CK.AB42,P-tau
have certain diagnostic value for Alzheimer’s disease, and the combined diagnostic value of the three is higher.

[KEY WORDS] Alzheimer’s disease ; Cerebrospinal fluid; CK; AB42; P-tau; Diagnostic value
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Fr] /R 7% Tk 2R ( Alzheimer disease , AD) &2 UL
) RS s B B T A 22 RGBT M L I R 3R B R
VCIZ RG2S () B RS | FRAT T B W i 45 4 1T 4
o BEFEHRFT R, AD 2N Al 3 fy 47
PR , AD g B AR 12 B B S (T e 1B
WYY o A . R R 2 T AD A
TR T 256 TT I e K I RS A
SR I TR A 7 S AD g 38 b 9 b ks
Yy, B EZ2W B S HIVERS . AD B E
BURRIE G M 2R o0 R K AR BE R A IS ph
SR YRGS, B FEM LR F (AB42) S E AR BEIY
F B WS, AL AE G S5 P-tau R 1 R 3R
IRAR N HOR OC A Y 2 R A LR A
(Creatine Kinase , CK) # #] T AD #1236 .
{ELIG PRA S CK  ABA2 \P-tau Sz = FH A%}
AD 2B M BRI o BT I, AR B AR
ibi W CK L AB42  P-tau S = T0 45 A B 4 4G ) 76
AD FIZWr A, DRI R 2B 2% |

1 #ABEFEE

1.1 — gk

FEEL 2018 4F 5 H & 2020 4F 5 H A BEUsia ny 40
il AD fB 3 R IE X5, 55 R B 40 1] B A A
fi39] (mild cognitive impairment, MCI) & % & MCI
2, 40 ) 1fiL 55 14 B SR (vascular dementia, VD) 52 3
S VD 41, 40 FlfR ARG A B3 kxRl Ho AD 20
B 21 6] Aot 19 B, F AR (67.4526.54) % F
WA E TR (8.14£2.97)4F ; MCL 4 55 7% 22 ] Lok
18 1], - Y 4E 8 (66.98+6.76) %, V-2 H F 4F IR
(8.54%3.15) 4% ; VD 41 55 14 21 i . & ¥ 19 il , ¥
A3 (66.89£7.01) %, P2 H AFFR (8.47+3.07)4F
X R 2 55 P 20 1 Lotk 20 B, S 2 AR Y (67.18+
7.15) %, FHHE AR (8.2043.04)4F , UL — B¢
B ZE S G 2R E L (P>0.05) 4 AT Hok,

95 A AR i : DAD  MCI 2 Wi 7545 0 4 N B2
SEFEL AR UE' s @ VD H B 8 B T
=7 4y, 5 Gy R MRS 1 R I 8~21 3, A i &
F G LR 506 AR rh o s 5 DI R Bk 58 4
HEBR AR i - OMRI k30K A7 2 1 A ALK | i Y
P B IS AR AR B
1.2 i

JIi A W5 N B A 25 0 IR R 5 LAsS
] B AT 200, AR R T L3/4 TR B 2 3, 3 52 1

B ANIE 52 5 B HCE pp &, AT R AL TR A
oA, 2140 i BH A5 AR 55 L 28 4°C 3 500 r/min 25
L 15 min Ji7 , BB RAF T80 CIRAE RS

HA [F]— 41 28 36 7= 5 45/ B2 U ok ] ELISA 3
AR, 423850 G A0 SRR 43 AT IRE (AR
2 318M 4= H Shighr A% (ke (A A FRA 71D
SERRER KOS GRS, AR A IE 2ok 15 A42.
P-tau JU(H , AB42 . P-tau i8I &3904 B L fbi A
PTREARA . R4S WL -INFORS (f+ %
BRI (Fp ED A R 7D A CK K-,
1.3 Sk

K Gt 5 F SPSS 22.0 Ab BRACHE | 1505k
Hn Fm ;s A IES AT RERH (x+s) %
N, ZH SR H 7 200, H 5 ZEXTH
K I LSD- K 56 3 #H G 43 B R H Spearman 43477,
ZWHME G i 5210 TAERRE 4k (ROC i £6) 1T
i, H£6F AL (AUC) 0.5~0.7 IF 2 W7 i i 1 A1
0.7~0.9 B} A — & HEW I, >0.9 HEM M . P<
0.05 N 2ZEFA G E L,

2 #ZR

21 A4 CK  AB42 P-tau /K- Hu4
4 42 i W CK /KF VD 4>AD 4 >MCI
ZH>fa R AL, 22 A et 2e i L (P<0.05) 5 ARA2
TKF- AD ZH<VD 2/MCI 4 < FExT BE4H , 23 Geit
27 L (P<0.05) ; P-tau 7KF AD 41>VD Z1>MCI 4>
R IR, 22 A Gei 4 L (P<0.05) . WLFR 1,
1 AEMBERCKABRI2.P-tau ZKFELLE (vxs)
Table 1 Comparison of CK, AB42 and p-Tau levels in

cerebrospinal fluid of the 4 groups (x+s)

2151 % CK(U/L)  AR42(ng/L)  P-tau(ng/mL)
fRHEXTRZE 40 2.6020.80  190.94+52.04  145.33+35.80
MCIZH 40 298x0.77° 170.86%38.80'  161.54+22.49"

VD 4 40 9.20+2.88° 164.81+48.38° 178.75%29.49"
AD 4 40 3.42+0.74% 153.47+52.20™ 186.93£30.47"
FAE - 158.863 4.250 15.286
PiE - 0.000 0.006 0.000

R ST A LA, PR S MCT 4 [h %, /n 5 VD 4 [h s,
¥ P<0.05,
2.2 KB CK.ABA2 P-tau /KX AD A2 Wi
ROC M4k 53 M i/, il B & CK . AB42 , P-tau
K3 B 3.045 U/L L 155.63 ng/L . 182.32 ng/mL
A2 Wik BB B 5 , AUC 439l 4 0.816,0.690,0.790,
=T A2 W AD 1Y AUC K 0.887, H UK H
0.950, WL 1.3 2,
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Figure 1 ROC curves of each indicator separately and

jointly diagnosed AD

3 it

ORI R B . &t R 294 3 500 J7 LA 1Y
AD B3, AR, AD B35 il 20 2060 S e s T
o BRI DA RE IR HIF 10~20 4F ELAR A7 T, HLAFL: 290
K HET, G RE XA IS B AD B A RGR
7 Bt ke, (E L 4] AD R T i Gy 524
Y+ BUE 2 ik, L, R S22 W AD &
KEE ) ARWFGE N 1 ELISA A6 A 9 CK

*®2 ERCKABA2,P-tau 7K F KIS B B8
Table 2 Diagnostic efficacy of CK, AB42 and p-Tau levels in cerebrospinal fluid

FEAR AUC bR % G N TR (%) TR (%) ZPBFE R PH
CK 0.816 0.054 3.045 U/L 0.800 0.850 0.650 0.000
AB42 0.690 0.060 155.63 ng/L 0.525 0.900 0.425 0.003
P-tau 0.790 0.057 182.32 ng/mL 0.850 0.725 0.575 0.000
I A 0.887 0.036 - 0.950 0.725 0.675 0.000

AB42 . P-tau /K-, R F ROC {1 £ P-4l — & e H Kk
SR AD B2 W

H /I PR 2 T2 Wi AD i A= Wbr 59 &
HESEIRE, EAEE N AR S tau A, IR
FZH microRNA /3T, B HA RAFZEiceR (5
RO JE I Bl i 2 W 2 R IZ W
3, AR PR, 25 R ME A R A . CKOR& R
453 493 155 0 B B3 P A 35 FEATLAAR il 41 2 LA i
P R T B IR A AR AL G B R & A A0 B
CK /K FH T B 07 i P[] TG AE AR 58 45
SRULH AD HUE 4L 200 28 e 4 il 2 AE e 3 L
T MIRFEAE O, 1 VD 22 Hh il DAL 7 1 i i
PR T B E N AT D RE R AT 2R A A, ML G
2 T 840 o P . CK Al e S MILAA
i 41 2wk 28 e R FE 12 W7 AD 3 B FRBE

PR TCHN ML AP DT AR BE & AD = 2L AR

IR Z — o P28 038 3 T 45 4 S Pk A X AR
BEEHBETMIL OB 5 y 4 WA A 3 H R E
RTS8 7= A ABA2 5y 43 IABE 732 ABsons
] IR 7= A 39-43 DR IR K AR, A ATIEYE AB
HA MM AT . Qa5 v - lbEFIETT KRG, o
O3 U DR R AL AL T AR R A AN P AR SE R AB,
F= G AR AR kAR Bl 4 A M 4 I hn TR A B
s FEARTESE H, AB42 K- AD 41<VD 41/
MCI ZH <filt FEXT HRZH o 43 H7 0« AD SB35 il h A7 AE
ABA2 BRALTY 1 AF B i 52 5 b, S0l 2 i
HWH AB42 H FHK A . AB42 /K22 b BE

O3 BN A AU 2 e A A B AR BE TR L, 2 5
AD KR HE,

i 25 2T Yk 90 45 0l AD T PR AL Y —
fiEo EE M tau 8 A2 BRI A=A, O TR g4
B, EEAE O AOE R T Ah s K B R
St 5SR-S R
B, AD B I B tau | AK PR E T, EA
o5 RS LR A 8. 0 - AD B ik
HOIE R tau 8 H /D, S i BEEBEIR AL tau B SN,
P-tau #5 H/KF Tt AD % P-tau KT, 5
TS R 45 B 1 BRI , B U Fa e Tk e 2k, iR
TEH B R, (M 2 0 4540 52 BaIR , 1F
W R s Z A0, 5 R SR il s 2T D RE A5
K b 2B AT MR AR

[FlRs , ABIFSE =S A2 Wididls R , CK L AB42 |
P-tau I 512 W1 AD 1 AUC Hy 0.887, Hi2 Wt & i
95% , ¥ S FE 72.5% , 2 WiER PR A s . R, I PR
A Jo e o A TR AR AR A W, 4R E s R E ,
FF B 32 RBHRYT .

L5 B FTIR , BE M CK L AB42 \P-tau X} AD £7#4
WA, =SR2 WA M B v (BRI R
W . ASHESE R BR R R % AD B 64T R WA Bl T
K VEAR B 5 A CK L AB42 \ P-tau 48 FR 7E
THIT SR B T A A AT A4
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[ ZE] H#  WHF52HMNE I miR-210 ik K i 7 4 Pz A= K 7 (VEGF) % 125 i 58 1% 11
FHOCME . ik BEFE20174F 3 H % 2019 4F 3 I ARIABE SO 1 2 e R FE 28 3, BV & J5 1 4R 75 1
SR AAE T3 N TR AR T 20, LB PILH A1 1 miR-210 335 | ML VEGE 28 Ml R YERHY 22 5, 5%
FH ROC H1Z&43#HT miR-210 X VEGF XAt 58 15 Jz (1) TN EL , 2R T COX R U= 550 53 7 i 4 B 1524 19 352 1
HNE, &R SRERH LS, H R HEBA RSN I miR-210 Fik /K- K M7E VEGF &% 5 B B K, 225
YIf 48325 L (P<0.05) 5 2 ROC #4307, 4P Il miR-210 FE3k /K- | 1ML VEGF 2 2 % i i 0 F- % 2
B I E (P<0.05) ; 28 COX [a1IA 4347 , 4P Il miR-210 3k /K- & M7 VEGE £ 5 2 I 5T 15 4 (14 52
HZ(P<0.05), &5 ATEINIESE S % 4ME I miR-210 23k K M5 VEGF & R A% 5 INAI7E 1 R A 6

[&sim]  2M:WNMIsE; & ; miR-210; VEGF

Correlation between the expression of miR-210 in peripheral blood, the content of VEGF
in serum and recurrence of cerebral infarction

LI Yingying*, GAO Lan, WANG Hongxin

(Department of Laboratory Medicine, Henan Provincial People’s Hospital, Zhengzhou, Henan, China,
450000)

[ABSTRACT] Objective To study the correlation between the expression of miR-210 in peripheral
blood, the content of vascular endothelial growth factor (VEGF) in serum and the recurrence of cerebral in-
farction. Methods Patients with acute cerebral infarction admitted to our hospital from March 2017 to March
2019 were selected. They were divided into recurrent group and non recurrent group according to the recur-
rence of cerebral infarction one year after the onset. The differences of miR-210, VEGF and clinical data be-
tween the two groups were compared. ROC curve was used to analyze the predictive value of miR-210, VEGF
on recurrence of cerebral infarction, and COX regression model was used to analyze the influencing factors of
recurrent cerebral infarction. Results Compared with the non recurrence group, the expression of miR-210 in
peripheral blood, the content of VEGF in serum were significantly lower (P<0.05) ; ROC curve analysis
showed that the expression level of mir-210 in peripheral blood and the content of VEGF in serum had predic-
tive value for the recurrence of cerebral infarction (P<0.05); COX regression analysis showed that the expres-
sion level of mir-210 in peripheral blood and the content of VEGF in serum were the influencing factors for the
recurrence of cerebral infarction (P<0.05). Conclusion the decreased expression of miR-210 in peripheral
blood and the content of VEGF in serum of patients with acute cerebral infarction are related to the recurrence
of cerebral infarction.

[KEY WORDS] Acute cerebral infarction; Recurrence; MiR-210; VEGF
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1 M&REFE
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[& i (High density lipoprotein cholesterol , HDL-C) ,
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K IE R 112812 5% 7 LT vr
Bl 17 26 550 RO LD BT K AR BT, BT ki A5 A 2
HRC [0 20 e il M i 2 a2 IB 48 RS 2014) 0 HE
T2 W, Bl U7 8 1k B 8] A AR UG A 38 & AR TS 1
A AR A B R B 4y Sy B 2 RN OR
A4 .
1.6 Seil2#rik

K I SPSS 22.0 # A J¢ Prism6.0 #1748 1
SO AT SR T R L (3 £5) R V] L
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HESHGIFE S

2 HFHR

2.1 A5 A &4 miR-210 . VEGF ¥ Fbis

MG A I 1 AF A2 15t BF ASE AE 43 R B
K16 B, KK H 108 Fl, SKRFLEHBRELL
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®1 BERASKBL4AmR-210,VEGF HILLE (n,x=s)
Table 1 Comparison of miR-210 and VEGF between

recurrence group and non recurrence group (n,x+s)

4151 n miR-210 VEGF (ng/mL)
HEA 16 0.72+0.18 32.05+6.42
ESEY 108 1.00+0.29 45.49+9.39
tH 14.822 11.485
P <0.001 <0.001

2.2 miR-210., VEGF T3 iill fixi 4 4€ P & [} ROC H
Lo

miR-210 . VEGF il Il fixi 45 5. P & 1) ROC i £&
DL 1, B T m AL 50k 0.714 F10.8779, 2734
GeiteF i L (P<0.05)

A 100 B 100
g 75 g 75
50 =50
B B

® 25 ® 25

0 T T T T 1 0 T T T T 1
0 25 50 75 100 0 25 50 75 100
14557 1:% 145545 %

T : A miR-210 500 i 4 56 75 & (1) ROC {14k ; B : VEGF Tl Pl i 15
HEHE K I ROC Hi £k
1 miR-210., VEGF Tl i #8 5 B % i) ROC i £k
Figure 1 ROC curve of miR-210 and VEGF in predicting

recurrence of cerebral infarction

2.3 AR s K Z ) COX K & Ml 43#r
D B S8 P A Sl 0 AR e DUAE S
[ 111 S N S AN =70 = 11 T AN RTINS A
A B Bf NIHSS 3 4 . A B BF mRS 3 43 . FBG |
TG .TC .LDL-C . HDL-C . miR-210 . VEGF } H %
AT COX B[R 2 [l U5 43 B, 25 2R 7 < s i
JE § B PR % % . FBG, TC . LDL-C , miR-210 ,
VEGF J& iifi # 58 5 & 19 52 Wl [ 2 (P<0.05) o UL
*x2,
2.4 JNFESL RS R ) COX Z R MIH 5T
DI ki 458 A8 - & A SR 1 AR S, L COX B[R 2% [l
V53 Br A A B8 it o 25 S 0 v O R SR OB PR BB
FBG.TC.LDL-C.miR-210,VEGF £~ A 2 &, #f
11 COX Z H & [mH 43, 45 R 7« e il & 5
FBG . miR-210, VEGF J& Jiili i 5t P & [1) 5% Wil X 2=
(P<0.05), WL#FE3.

3 it

SRR SE R A Bk R AR IR L

®2 WMEEBRFWMERK COX BRRE RS
Tanble 2 Cox regression analysis of influencing factors of

cerebral infarction recurrence

A RR {H 95%CI Wald /{6 P14
A 0.384 0.752-4.852 0.938  0.267
P 0291  0.472-6.687 0.575  0.716

e I B 0.773 1.284-8.587 5482 0.010
B R s 0.692 1.132-7.598 4272 0.021
1o 11 IALAE S 0.623  1.093-11.575 4118 0.028
e 0.328  0.952-9.191 1472 0177

APBEHt NIHSS ¥4 0.118
ABERF mRS PE5> 0.241

0.575-6.585 0.981 0.225
0.612-10.852 1113 0.209

FBG 0.731 1.117-7.682 6.082 0.005
TG 0.418 0.918-9.198 1.898  0.097
TC 0.692 1.074-8.672 5.224 0.008

LDL-C 0.818 1.209-11.484 6.575 0.002

HDL-C —-0.293 0.384-3.858 1.272  0.184
miR-210 —0.412 0.738-0.919 4.584  0.017
VEGF —0.674 0.713-0.939 6.952  0.002

®3 WERBRZMEZREN COX ZEXE AL
Table 3 Cox multivariate regression analysis on Influencing

Factors of cerebral infarction recurrence

Ty RR fH 95%CI Wald/7* {8 P8

1 11 S 0.691 1.147-9.117 6.019 0.005
M PR 0.382 0.837-13.922 2.018 0.089
FBG 0.705 1.204-6.342 5.272 0.017
TC 0.494 0.901-10.744 1.373 0.152
LDL-C 0.427 0.837-8.339 1.091 0.185
miR-210 -0.602 0.682-0.827 4.959 0.014
VEGF -0.584 0.733-0.911 6.481 0.002

If HLI AR BE 52 25 5% W) 1 A% B £8 35 305 L 3 I 2
B, ENAMNCT IS8 S & 0 A 7 2 8 A
ENNER/N-8 =N e ] ATl A A T iR AN a
() % AR 10%~16%" . ARBFFEILANA 124 B
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%16 B, & KA 12.90% , 5 H R 5E T ik i 56
PR R A BRI IE HA—3
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E e R Y G A =D [ 1 o 10
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210 7 I8 37 A o B rp RS R AR T, 7 ik d5ke 1t g5l 4
SR miR-210 KR H X VEGF %35 | I8 5T
A BARIEER S A WF5ETE 20k i A8 K B
I, HE AN miR-210 AR IR BRI K B 28 T B
E EIR LT, X —1E 5 #07E VEGF i
A DL 45 R 3R B miR-210 ) S
VEGF 7 i fife 1 ift 4t 88 v & #E 0% V8 sl ot
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HBeAg BIPEE M L TR 35 HBV MHR #h2g Sl

AR R B AR kI FH AR

[(# ZE] BM it HBeAg BITEIG M R R B35 R4 8 ( HBV) 2 2EE/K X ( MHR) #b
AF SRRIE KGR 3 S, Fik BEFEARBE 2019 47 3 A £ 2019 4 12 A 1 112 0L B 918 Pk 4 R & B
15461, 43 M A G shHE HBsAg #H IR 4L (n=55) 5 HBeAg FAMEAZ 4 L RUTF R AL (n=09) . it FHIHL PR )7
:3F47 MHR #h 5 MHR X SEH 550 07, H A Pr LA B R R R BRSO EER . &R FEFHENE
HBsAg #5772 MHR #ME 5368 45.45% , HBeAg 118 1 2 U 4 21 A8 S5 58 B 1 2 15 &2 70.71% , 4L B
G X (P<0.05), MHRﬁWBE%%EP%QIHHQE}T{%Eéﬂiﬂﬁﬁﬁﬁb@TMD%H@(CTMTh)ﬁaﬁ
FA7 X, AF 5% HBeAg B PEIE M & B R 40 W 2 & TR A 31 HBsAg #57 4, 2 5 B Gt L P<
0.05), ﬁﬁﬂEﬁf”i@hEﬁrBEHBeAgﬁﬂm PR 2 20 B s TR S 3k HBsAg #H 41, fﬂiﬁfufﬁi
T2 E L. Ib4h, MHR P J2 MHR XN “a” P iR AR SR A Z M 22 S WS 8 L. 418 MHR
#hLL B2 MHR 4h CTL+Th %8 R A X 78 5 24 HBeAg BIPEE M £ T 42 fa o (B &, T 4 1 & 2E HBeAg 1]
P12 1 2 A 46 00 KU o

[£giR] ZRATFRMEE; MHR 41 ; HBeAg B8 2 IR %6

Clinical relevance of outside the MHR mutations in HBeAg-negative chronic hepatitis B
patients

GU Chao', ZHANG Xiaoying'*, SUN Xuehua®’, ZHANG Jue', GAO Yueqiu®

(1. Department of Clinical Laboratory, Shanghai University of Traditional Chinese Medical attached Shu -
guang Hospital, Shanghai, China, 201203 ; 2. Department of Hepatology, Shanghai University of Traditional
Chinese Medical attached Shu-guang Hospital, Shanghai, China, 201203)

[ABSTRACT] Objective To investigate the characteristics of outside the major hydrophilic region
(MHR ) mutations of hepatitis B virus (HBV) in HBeAg-negative chronic hepatitis B patients and their clinical
relevance. Methods A total of 154 patients who visited the outpatient service or were hospitalized in east Shu-
Guang Hospital from March 2019 to December 2019 were enrolled in this study, they were divided into two
groups, non-activation HBsAg carrier group (55 cases) and HBeAg negative chronic hepatitis B group (99 cas-
es). DNA sequencing was performed to detect HBV outside the MHR and MHR mutations, compare the differ-
ence of mutation rate and mutation site between the two groups. Results Overall frequencies of outside the
MHR mutations were 45.45% in the non-active HBsAg carrier group, markedly increased to 70.71% in the
HBeAg negative chronic hepatitis B group, which was significantly different between the two groups (P<0.01).
The most frequent viral variability preferentially concentrated cytotoxic T lymphocytes +T-helper cell epitopes
(CTL + Th epitopes) located outside the MHR, significantly higher than that in the HBeAg negative hepatitis
group relative to the non-activation HBsAg carriers group (P<0.01), whereas the variation rates of non-immune

epitope regions in the HBeAg-negative chronic hepatitis B group were higher than that in the inactive HBsAg
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carrier group, but the difference was not statistically significant. In addition, there was no statistically signifi-

cant difference between the two groups in MHR and the “a” determinant mutation rate in the MHR region. Con-

clusion The mutations of CTL+Th immune epitope regions outside MHR are risk factors for HBeAg-negative

chronic hepatitis B, which can increase the risk of developing HBeAg-negative chronic hepatitis B.
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Correlation between the expression level of calpain-1 and the pathological characteristics
and the risk of disease progression in patients with colorectal cancer

XU Jinping', SU Ling', SHI Pancheng', HUI Yi'*, CHANG Jian®

[ 1. Department of Pathology , The People’s Hospital of Suzhou New District ( Suzhou Branch of Xinhua Hospi-
tal Affiliated to Shanghai Jiaotong University ) , Suzhou, Jiangsu, China, 215129; 2. Department of General
Surgery, Suzhou Kowloon Hospital, Shanghai Jiaotong University School of Medicine, Suzhou, China,
215000 ]

[ABSTRACT] Objective To investigate the correlation between the expression of calpain-1 and the
pathological characteristics and the risk of disease progression in patients with colorectal cancer. Methods A
total of 107 colorectal cancer patients who had undergone surgery from February 2017 to September 2018 were
selected. The clinicopathological data and calpain-1 levels of the patients were collected upon admission. all pa-
tients were successfully operated, followed up for 1 year as of the last follow-up time in September 2019. A to-
tal of 3 patients were lost for different reasons. The remaining 104 patients completed the follow-up, of which
36 patients with disease progression were defined as the progression group, and 68 patients with no disease pro-
gression were defined as the progression-free group. The clinical data of the two groups of patients were com-
pared and the expression level of calpain-1 was analyzed. The pathological characteristics of colorectal cancer ;

postoperative adjuvant treatment was received according to the tumor stage and location of the patient; Multi-
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variate logistic regression was used to analyze independent predictors of disease progression risk in colorectal

cancer patients; draw a working characteristic curve (ROC) to evaluate the predictive value of calpain-1 expres-

sion on the risk of disease progression in patients with colorectal cancer. Results There was no significant dif-

ference in pathological characteristics, tumor location, N staging, M staging, and tumor differentiation degree

between the two groups (P>0.05) ; the comparison of calpain-1, lymphatic metastasis, and T staging between

the two groups was statistically significant (P<0.05). Multivariate analysis showed that T stage (OR=
2713.809) , lymphatic metastasis (OR=118.177) , calpain-1 (OR=23.749) are independent predictors of the

risk of disease progression in patients with colorectal cancer. ROC curve analysis showed that the AUC of cal-

pain-1 in colorectal cancer patients with disease progression risk was 0.716, which was higher than T stage and

lymphatic metastasis (P<0.05). Conclusion Calpain-1 is highly expressed in patients with disease progression

and can be used as a marker to predict the risk of disease progression in patients with colorectal cancer.
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Figure 1 Expression of calproteinase-1 in different stages of colon cancer
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*2 LEZE Logistic &R

Table 2 Multi-factor Logistic analysis results

AH AR5 B S.E Wald df OR Y 95%CI P
T 41 (T2=0,T3=1, T4=2) 7.906 2.990 6.993 1.000 2713.809 7.741~9.514 0.008
WEFER (=0, J&=1) 4.772 0.991 23.173 1.000 118.177 16.931~824.850 0.000
52 1 il -1 3.168 0.630 25.262 1.000 23.749 6.906~81.673 0.000
T -13.174 3.110 17.943 1.000
// LR LR BG4 9 12 T 22 1 B RS bk e A
//Hﬁ FsF, TR O A8 PN %) 9 200 e S g A i O L0 9 5 Dt
§ T ke, R AR A [ TE AR ™, L a4 e 1 2
W e I £ R M B WL, L I R A T R L
Y o 0 0 508 190 0 0 L L A

100 F 574k
B3 $5EAEE-1 TS EmERRTRKKA ROC
Figure 3 The ROC curve of calpain-1 for predicting the risk

of colorectal cancer disease progression

x3 PBEAE- MNEERERRLRRXREREE (%)
Table 3 The efficacy of calpain-1 in predicting the risk of

colorectal cancer disease progression (%)

LEBS D AUC  SE 95%CI SN 0
PR A1 0716 0.055  0.620~0.800  82.33  71.26
T 5 0.617 0.052 0.517~0.711 7455  56.90
WEHF 0655 0.048  0.556~0.746 7648  62.74

HEROREPHSEEARK-125 T MAPK 4K 1k
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AL I 4 R U, 75 S 20 M O N I B R R
SR IER . 5 EE -1 T3 I K AR 20 e 4
BN A0 B B R 38 O 2 S BRI AR A DGR
BE, 7K Mgl 25 B AL A 11 U955 40 TR R R T, DT
e SR I e EBRE e

g Lk A5 8 -1 7Rk R R
Ik, wAE SRy I 4 LA g A v 1 R XU 1
PraiW o (R AR 3 25 T e 2 s it Je 1) ELAR 43+
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miR-204-3p #In] CYP2E1 41 Sl 2 BE 5 S0 15 /D
B

REM BN R

[ E] H# % miR-204-3p #4023 PAS0 Kk 2 W A% E 61 1 (CYP2ED) /- AR L 4
(LPS)if 30 B /INE F K A 5 S S A T2 o 0L . ik RSN IR N/ INE E 4R HK-2,
qRT-PCR 5 Western blot 43 #1# 1 miR-204-3p .CYP2E] (43 ik ; 246 434H : Con 41 .LPS 41 .LPS+miR-NC
41 . LPS+miR-204-3p £ . LPS+si-NC 41 . LPS+si-CYP2E1 £ .LPS+miR-204-3p+pcDNA 41 . LPS+miR-204-3p+
pcDNA-CYP2E1 £ ; ELISA £l IL-6 .\ TNF-o (17K 5 Yt 2 AH B AAS 0 240 J 4 1230 5 X0 3 Bl S g
JIE miR-204-3p 5 CYP2E1 [HH#I ] 45 A& ¢ %5 ; Western blot K4l Bel-2 \Bax [ iAH ., &R 5 Con 4l LK,
LPS 41 41 it miR-204-3p By ik K F-FRA% , CYP2EL H 353k T1 5 , IL-6 . TNF-o B /K- Th i, S T
Bax # /K-y, Bel-2 25 A REAG, 22 78 Geit2% 18 L (P<0.05) 5 5 LPS+miR-NC £ [1%¢ , LPS+miR-
204-3p 21 IL-6 \ TNF-o 7KV REA , R T3 Fl Bax 25 K- FEAS, Bel-2 25 FKF T, 22 A gt # i L (P<
0.05) ;55 LPS+si-NC 41 H # , LPS+si-CYP2E1 41 IL-6 , TNF-a [ 7K - F&AR , 8 7= 5% 1 Bax 2B K F-FEAK,
Bel-2 8 FK TR, 22 534 4ot L (P<0.05) 5 X006 K FER 15 52 50 IF 52 miR-204-3p AE 5§ [ 45 &
CYP2E1 ; 5 LPS+miR-204-3p+pcDNA Z1 b4, LPS+miR-204-3p+pcDNA-CYP2E1 41 IL-6 \ TNF-a [ 7K F-Ft
e, P T3 Bax 25 KT, Bel-2 R FKCE BRI, 22 A 40124 E L (P<0.05), #4518  miR-204-3p i
FER AT HL [ CYP2EL B8 M T LPS 755 (4 B /NI - i 240 9858 Sy K2 A P -

[3A] miR-204-3p; CYP2EL; iS4 ; B /N bz 4ty

miR - 204 - 3p targets CYP2E1 to mediate lipopolysaccharide - induced renal tubular
epithelial cell damage

ZHU Zhiwei', ZHENG Peiming **, WANG Rong’

(1. Department: Laboratory, Zhengzhou Key Laboratory of Infection and Immunization of Children, Henan
Children * s Hospital, Children’ s Hospital affiliated to Zhengzhou University, Zhengzhou, Henan, China,
4500005 2. Department: Laboratory, Henan Provincial People’s Hospital, Zhengzhou, Henan, China, 450000)

[ABSTRACT] Objective To investigate the molecular mechanism of miR-204-3p targeting CYP2E1
expression mediating LPS-induced renal tubular epithelial cell inflammation and apoptosis. Methods Human
renal tubular epithelial cells HK-2 were cultured in vitro, and the expressions of miR-204-3p and CYP2E1
were detected by qRT-PCR and Western blot. Experimental groupings: Con group, LPS group, LPS+miR-NC
group, LPS+miR-204-3p group, LPS+si-NC group, LPS+si-CYP2E1 group, LPS+miR-204-3p+pcDNA
group, LPS+miR-204-3p+pcDNA-CYP2EI group. The levels of IL-6 and TNF-a were detected by ELISA.
Flow cytometry was used to detect the apoptosis rate. The dual luciferase reporting experiment verified the tar-
geted binding relationship between miR-204-3p and CYP2EI. Western blot was used to detect the expression of

Bcl-2 and Bax. Results In the LPS group, the expression level of miR-204-3p was decreased, the expression
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level of CYP2E1 was increased, the levels of IL-6 and TNF-a were increased, the rate of apoptosis and the lev-
el of Bax protein increased, and the level of Bcl-2 protein was decreased, compared with the Con group, the
difference was statistically significant (P<0.05). The levels of IL-6 and TNF-a in the LPS+miR-204-3p group
were decreased, the apoptosis rate and the level of Bax protein were decreased, and the level of Bcl-2 protein
was increased, compared with the LPS+miR-NC group, the difference was statistically significant (P<0.05).
The levels of IL-6 and TNF-« in the LPS+si-CYP2E] group were decreased, the apoptosis rate and the level of
Bax protein were decreased, and the level of Bcl-2 protein was increased, compared with the LPS +si-NC
group, there were differences Statistically significant (P<0.05). The dual luciferase report experiment con-
firmed that miR-204-3p could target CYP2EI. In the LPS+miR-204-3p+pcDNA-CYP2E1 group, the levels of
IL-6 and TNF-o were increased, the apoptosis rate and the level of Bax protein were increased, and the level of
Bcl-2 protein was decreased, compared with the LPS+miR Compared with -204-3p+pcDNA group, the differ-

ence was statistically significant (P<0.05). Conclusion Overexpression of miR-204-3p can target the regula-

tion of CYP2EI expression and inhibit LPS-induced renal tubular epithelial cell inflammation and apoptosis.
[KEY WORDS] miR-204-3p; CYP2EI; Lipopolysaccharide ; Renal tubular epithelial cells

g Z # (lipopolysacharide , LPS ) 1] JIl & & /N
b B A M AR RE B I I T AR R e R A R R
TfF 5% 2% B miR-204-3p 75 0> WLAH i Sl S8/ 2 | A 40
H A R I, miR-204-3p 1 32 1k AR Bl AU B A
0725 S RN 1411 O TS .7/ R =S = =8 VT T e
Jil 528 PAS0 K% 2 W ZE 1% E B 51 1 (Cytochrome
P450 2E1, CYP2E1) 7] fE & miR-204-3p Y #EHE A,
W5 R CYP2EL 7E TR 14 JE I & v 23k E iR IF
Al 2 5z & A Y. 3 miR-204-3p 215 7]
T AT 5] 5 CYP2E 1 338 1M 5% Wi B /N B 7
G B4 17 i AR T, PR L, A BF S8 1 LPS 5 S
B /NG T B2 A0, 5T miR-204-3p XFE/INE 1R
i R A RE SN K 40 B OE T Y 52 43 A HE
CYP2E1 s A E A, it — 2P 4R B /NVE T
i 240 A 4 1) 43 DL B B A

1 #RERE

1.1 BRG]

NE/NE bR 40 HK-2 W 3 R i A
Yy ; LPS W [ 4t 5% F 583 fE AL 42 A BR 2 v ; Lipo-
fectamine2000 1§ [ 3% [E Thermo Fisher 2\ &) ; miR-
204-3p mimics A B X B miR-NC (si-CYP2E] . si-
NC. anti-miR-204-3p 14 H |~ £ 18 4= 4 5 peD-
NA3.1 4 [ L] 75 A9 ; Trizol 1714 [ 26 [ In-
vitrogen ; [ % 5105 & 5 SE A 28 ' 2 2 PCR 5l
B HRGE T AW 5 TL-6 . TNF-o K5 &0 A
B B AR s A R TR & 55 [ Sigma
Pt N CYP2EL1 $iikig A i L TAEY ; bt A
Bcl-2  Bax $itik e B € [ CST 2~ Al ; — il A [
Abcam,

1.2 ik
1.21 LA

BN T Rz A (2% 10°/mL) £ 570 T 6 fLAR
(150 wLAL) , IIAA 10 pg/mL LPS H55 IR AL B
24h" JCVELPS 4, [FIPRERZAERANHE/E Con
ZH. /3 51% miR-NC.miR-204-3p mimics.si-NC.si-
CYP2E1 .miR-204-3p mimics 5 pcDNA .miR-204-3p
mimics 5 pcDNA-CYP2E1 #% 4 5 /& I Kz 4 ity
48 h, A 10 wg/mL LPS [REFRBALFE 24 h, 7351
JC/E LPS+miR-NC 4 . LPS+miR-204-3p £ . LPS+si-
NC 4 .LPS+si-CYP2EI 4 .LPS+miR-204-3p+pcD-
NA 41 .LPS+miR-204-3p+pcDNA-CYP2E1 41,
1.2.2  gRT-PCR #i U 2 il miR-204-3p .CYP2E1
mRNA 257K

AR A A1 /N T B2 2L, SR FH Trizol 1532 X
20 ) R RNA L, 2 BRI SRR &0 RNA &
i cDNA, A cDNA A #EFT QRT-PCR ) ,
P ) o I B R VAR R R 2-0C it A
miR-204-3p .CYP2E1 mRNA FFIXT ik,
1.2.3 TG RE W B2 (ELISA ) 46  TL-6 . TNF-«
[ 7K

WO A /INVE R A IR EVE TR, SR M
ELISA 346 IL-6 .\ TNF-« (7K , P 4% iz B 7
SR TR
1.2.4 P 220 A ARG 00 248 Ff i T2 %

W B 4% 20 B /N R 2, T PBSS VI,
A 500 pL Binding Buffer £ 77 40l , 4 7 43 5l A
5 pL Annexin V-FITC 5 5 wL PI, 580104, & i
E G 20 min, I U 2 40 A SRS 0 41 M
2%,
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1.2.5  WEEZE R A 3L A miR-204-3p [
A

Ty 5 57 A= U 35 /K WT-CYP2E] | 58 78 B 45 {4
MUT-CYP2E1, 43 5l miR-NC , miR-204-3p mim-
ics 5 WT-CYP2E1 . MUT-CYP2E1 3£ %% Yt Z 5 /]
B R AN, Y 48 hJE I A RS ' 2R il 5 A
PRI I 58 71) 6 A DGR, 4% 150 T 5 B A A e D'
R EHETE
1.2.6 Western blot il CYP2E1 . Bcl-2 . Bax & [
ik

RIPA Zfiff i 45 AT AR 6 25 L B 30 g A8k
1T SDS-PAGE , 54 15, >R FH 5% A5 Wi 1 141
2h, FE —PIR B (1:1000) , 5 —Hf B
(1:2000) , ¥ il ECL, B %, 5% , I JH Imagel %K
PF53 1T S5l IR BEAH
1.3 Gl #abH

K SPSS 21.0 Ge 24 5 3 M Bt 5 1 it 9%
BEUA (3 +5) Fn HIFF G IER 340, 4L LR
FHARSEAEAS e R 5y, 22 2 1] B B0R B R 3 2247
B LA P<0.05 25 A Gt L.

2 HFR

2.1 miR-204-3p F1 CYP2EL 75 s 2205 il 34 A 5 /N
B A Ik

LPS 2H 4 it o miR-204-3p 1 7% 35 /K PR
CYP2E1 mRNA J2 4 Kk & THeE , 5 Con 21
e, ZR AT FE L (P<0.05), WK1 &1,

Con LPS

CYPEL | g— - 57 kDa

B 1 CYP2El ZEARIXE
Figure 1 The expression of CYP2EI protein

#1 miR-204-3p 1 CYP2E1 ZERE SR A B/ E LK
WRAHPHIRIE (x+s5,n=9)
Table 1 The expression of miR-204-3p and CYP2EI in

renal tubular epithelial cells stimulated by lipopolysaccharide

(X+s,n=9)
SreR miR-204-3p  CYP2El mRNA  CYP2EI & [
Con 1.01+0.09 0.99+0.08 0.42+0.04
LPS 0.58+0.05 3.01+0.29 0.83+0.07
A 12.530 20.144 15.256
Pl 0.000 0.000 0.000

2.2 miR-204-3p i FIK X g 2 AT 0 B /NE T
B A9 i PRl - 2R 8 FIE T2 19 52 )

5 Con 4H b4, LPS #H IL-6 . TNF-a 7K F-  JH T
N Bax  HAKCE ST, Bel-2 285 UK REAG, 22 57
A8t 2¢ 3 X (P<0.05) ; 5 LPS+miR-NC 40 [ 4%,
LPS+miR-204-3p 41 IL-6 . TNF-a /K F I8 T2 I
Bax & H /KR, Bel-2 SR KT, 2 R A S0
P24 L (P<0.05), WK 2.3 2,
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< n\‘v’ 1 3
§ ¢ &3 i
3 <& 10" 10"
N

S SRR

010 0100 10
Annexin V-FITC

Bol-2 MR o g 20 kDo
Bax s R S e 21 kD2 LPS+miR-NC
Garpn MR SR SRR W 0.

Pl

= 10 R g

010 w10 10 0010 0100

Annexin V-FITC Annexin V-FITC

TE A B TSGR AR5 B v ga T XA .
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Figure 2 The effect of miR-204-3p overexpression on the
apoptosis of renal tubular epithelial cells induced by

lipopolysaccharide
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&2 miR-204-3p FRIZENE ZHEE S E/NE LKA KAEEFRIEFFTHRME (x+s5,n=9)
Table 2 The effect of miR-204-3p overexpression on the expression of inflammatory factors and apoptosis of renal tubular

epithelial cells induced by lipopolysaccharide (x +s,n=9)

Iye miR-204-3p IL-6(ng/mL) TNF-a(ng/mL) T (%) Bel-2 & Bax & [
Con 1.00£0.05 3.45+0.36 1.74%0.17 6.58+0.66 0.67+0.06 0.30£0.03
LPS 0.57+0.05 15.24+1.53 8.36=0.83 27.32+2.71 0.2520.03 0.78+0.07
LPS+miR-NC 0.55+0.06 16.22+1.74 8.57+0.81 29.65+2.84 0.23+0.03 0.79+0.06
LPS+miR-204-3p 0.8120.07 6.2120.62 3.55+0.36 11.02+1.13 0.59+0.05 0.38+0.03
FA4 122.022 251.116 283.598 280.387 236.203 234.495
P 0.000 0.000 0.000 0.000 0.000 0.000

&3 CYP2E] RiEXE ZHEE SR B /NE L RAMKERFRIEZFBA TR (x£5,n=9)
Table 3 The effect of inhibiting CYP2E] expression on the expression of inflammatory factors and apoptosis of renal tubular

epithelial cells induced by lipopolysaccharide (% +s,n=9)

A4 CYP2E1 IL-6(ng/mL) TNF-a(ng/mL) TR (%) Bcl-2 HH Bax & [
Con 0.4120.04 3.65+0.35 1.98+0.19 7.0220.71 0.660.06 0.31+0.03
LPS 0.85+0.07 16.34%1.63 8.92+0.88 28.41x2.84 0.240.03 0.76+0.07
LPS+si-NC 0.870.08 17.02+1.69 9.01+0.89 28.69+2.88 0.22+0.03 0.77£0.07
LPS+si-CYP2E1 0.5020.05 8.32+0.81 5.69%0.54 13.58+1.37 0.53+0.05 0.42+0.04
F1H 131.123 267.156 210.345 227.065 215.506 162.049
Pl 0.000 0.000 0.000 0.000 0.000 0.000
2.4 miR-204-3p 5] J##E CYP2E]L 3R 1k , ¢

C IR e
«\.&,\4 “(&,7, »“*"\\\\ o

TargetScan Fiill il 75 CYP2EL ) 3’ UTR W &4
5 miR-204-3p HAMYETRITA, WK 4, WIOLHR

CYP2E] WEE s e S 57 (D

TS0 5 TR miR-204-3p 3 FEATTREAIE WT- " R

CYP2EL 3 ST e B WEAT 22 AT 03 28 | P CYREIRAEE
S(P<0.05) . 3 4, miR-204-3p 1 CYP2EL Figure 5 The expression of CYP2EI protein
fFeik 2 R G 2475 X (P<0.05). L& 5. 355, £ 5 miR-204-3p 84 CYP2El EEMFIE (x+s5,n=9)

WT-CYP2E1 3 UTR 5 uugasaauaaauauuUUCCCAGa 3 Table 5 miR-204-3p regulated the expression of CYP2E1

miR-204-3p 3 ugcagggaaacggAAGéCl;Lllcl)g & pr otein (¥ +s ’ n=9)
MUT-CYP2E1 3' UTR 5’ uugaaaauaaauauuCGUAUCUa 3’ A CYP2E1 #H
, A : . miR-NC 0.43+0.04
B4 CYP2E1 B 3’ UTR REH S5 miR-204-3p B4 miR-204-3p 0.2150.02
ZERF S anti-miR-NC 0.42+0.04
Figure 4 The 3"UTR of CYP2E1 contains a nucleotide ami‘m;R{gO“**‘P 0:316:%%7
sequence complementary to miR-204-3p Pl Q ot(;()()
R4 WRARBHEEZIWRRNER (T5,1=9) PR AWFITSE B R LPS 15 S0 S /NG I
Table 4 Dual luciferase report test results (¥ +s,n=9) 1 P miR-204- 3p () 3 ik AR, TL-6 . TNF-a 7K
4 . ; . . N e N e HE
o T = PR R0 S P 260 5 9 40 4 e T et
miR-NC 1.03+0.07 1.05+0.06
miR-204-3p 0.6120.06 1.02+0.08 JE S AIFFE 45 R R LPS AP IL-6 \ TNF-a 7K F
t% 13.667 0.900 Fhi , 1M miR-204-3p i k0] i F DA IL-6 . TNF-o
P 0.000 0.381 . s \
K, 7R miR-204-3p 3 FRIA A8 LPS 75 5 1) '
3 itip INE T R LR RES A o ASBFSE S R s LPS &b

FRIG B /NE R A T % T, 11 miR-204-3p
miR-204-3p i iof J4 15 FLRR L SRS S AOBRIE 5 ek T b 40 MU T, 32K miR-204-3p i 3k

st T 410 7 J PG 9R 20 BB Y TR T miR-204- W LPS S NG R 4T
3p 8 i3 L [5] Braykinin B2 52 4% I 042 v 75 5 Y CYP2E1 7E 15 B5i75 5 14 /8 UL W 1% 1ML 2 1 e
MPC5 &M T 0 AHSEHRIE TS miR-204-3p 411 450 455 v 35 3k 0 0 L Bl i 2238 1+ 0 8] CYP2EL
A 4 ORI FL S RO A0 I 78 A TSR AR Skl v A S /D B R A ML A PN R
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Pid3'' . CYP2EL ZE IS M s R R 78 11 1 4
U L IR B, 3 CYP2EL W] 4% 5 i i A Ak
R A IE 45 3 R LPS i S 0 B /IVE R
4 Mg th CYP2E1 ik LA, #E— 2543 B 2 7= 700 i
CYP2E1 %3k J5 IL-6 . TNF-a 7KV WA, 20 06 7
R, SRR I CYP2EL Z63k a5k LPS 5 5114
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W) 5 1 3% 995 K84 1 3% Venetoclax #¢ % 1) HPLC-MS/
MS Jiik
EE REA FF almE o

[ Z] B & 20E IMWRE R H ¥ Venetoclax ¥ FE ) HPLC-MS/MS . ik BE MK
25 B (% IR Venetoclax-dy) YT 3E 85 FI AL B, 8435 4 4 Ultimate®XB-Ci (4.6X50 mm, 5 um) , #£ i
60C. WA N E 0.1%H B2 F 2 mmol - L £ TR &4 1Y 7K 15 WA 2 0.1% H R 1) FF B3 W, I3 0.7 mL -
min™, B EVEBL . Venetoclax 5 Venetoclax-d, i kil 7y X34 Jhy M w55 1F B8 T4, 22l g i (MRM)
[A] B W50 Venetoclax m/z 868.5~321.7 (% & &5 ) , Venetoclax m/z 868.5~177.6 (ZZ 14 B T ) I Venetoclax-d;
m/z 876.6~329.4 (FE BT ). A Venetoclax Fll Venetoclax-ds 15 1 £ L b 78 B K4, 11580 1.2 Venetoclax
W, IFXFZ LA TYERE M . 5 R Venetoclax £E 10~2 000 ng - mL™" 78 Fl N B4, =41k 0] 03 )5 7
HEATERPERL G I B BRIE 4 057 # Y=0.001 87 X+0.003 15,7=0.996 7; #4715 4% B M 5056 2= PUORG &
BE DR L RN AR CE PEIAT A PERE ISR R . 4518 Frdi sz AU HPLC-MS/MS Jy ik vl v L R B
R i AG I AL YR AR 312K Venetoclax #& &, AT R FH T Venetoclax 1497 25 4 Wi i K HLAA PN 24 sh 2443 M o

[X8EiE]  venetoclax; VYT 25 5 w5 OB (1% - Bk I 5 7 vk~ # ik

HPLC-MS/MS method for the determination of plasma Venetoclax concentration in pa-

tients with hematological diseases

WANG Lei', DAI Yuchao®, LI Meng’, LIU Hongxing'***

(1. Department of Laboratory Medicine, Hebei Yanda Lu Daopei Hospital, Langfang, Hebei, China,
065201; 2. Donggang Women and children’ s healthcare hospital, Rizhao, Shandong, China, 276300; 3. Divi-
sion of Pathology & Laboratory Medicine, Beijing Lu Daopei Hospital, Beijing, China, 100176; 4. Beijing
Lu Daopei Institute of Hematology , Beijing, China, 100176)

[ABSTRACT] Objective To establish an HPLC - MS/MS method for the determination of plasma
Venetoclax concentration in patients with hematological diseases. Methods The patient’s plasma was treated
with methanol (containing the internal standard Venetoclax-d;) to precipitate protein. The chromatography col-
umn was Ultimate® XB-Cy; (4.6X50 mm, 5 wm), and the column temperature is 60°C. The mobile phase is an
aqueous solution containing 0.1% formic acid and 2 mmol - L-1 ammonium acetate and a methanol solution con-
taining 0.1% formic acid, with a flow rate of 0.7 mL -min-1, and gradient elution. Both Venetoclax and Vene-
toclax-d8 mass spectrometry detection methods are electrospray positive ion mode , multiple reaction monitor-
ing (MRM) , and simultaneous monitoring of Venetoclax m/z 868.5~321.7 (quantitative ion) , Venetoclax m/
7 868.5~177.6 (qualitative ion) and Venetoclax -d8 m/z 876.6~329.4 (quantitative ion ). The peak area ratio of
Venetoclax and Venetoclax-ds was used to calculate the plasma Venetoclax concentration. The performance of
HPLC-MS/MS method for the determination of plasma Venetoclax concentration in patients with blood diseas-
es was tested. Results Venetoclax has good linearity in the range of 10~2 000 ng - mL™". The standard curve
equation after linear fitting of three batches of regression equations is Y=0.001 87 X+0.003 15, r=0.996 7. Car-
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rying pollution, repeatability, precision in the laboratory, recovery rate, matrix effect and stability all meet

the performance verification requirements. Conclusion The established HPLC-MS/MS method can accurate-

ly, sensitively and rapidly detect the plasma Venetoclax concentration in patients with blood diseases, and can

be applied to the monitoring of Venetoclax therapeutic drugs and their in vivo pharmacokinetic analysis.
[KEY WORDS] Venetoclax; TDM ; HPLC-MS/MS ; Validation of methodology

Venetoclax j&=—7fft BCL-2 i A7), HF 12
PP L 200 PR 1 177Nk L 4 Atk 2983 (chronic lympho-
cytic leukemia/small lymphocytic lymphoma, CLL/
SLL) 2 PE &8 4 H 1% (acute myeloid leukemia,
AML) B WG YT IRIMIFFE R ] Veneto-
clax T2 CYP3A4 IS, SFHREREME |11 70 Bk 1A
RRP 25 AT B0 B 25 WU AR B, S IA] il 24 B 22
SRR iR A Venetoclax 25 ¥ I
AN R 25 24550 e, T U RRORE AR B
IRIFRC o AN ST — PR €3 ER I B3
(high performance liquid chromatography tandem
mass spectrometry, HPLC-MS/MS )71 %2 I35 £&
# I3 Venetoclax ¥ B 1977 58, 30 HI Tl ARG 47
25U, 2 Venetoclax FAMASL I 24| i R 4 (it
AR

1 #RERE

1.1 — R
111 B

5 Nexera Xp B = 80BAH €6 3% A ( H A 5 HE
/N, API3200 MD = 5 UG T i 51X ( 3¢ [ AB
SCIEX 2~ Hl) , B ASCR L w55 (ES) & 11, 71
Fr#xk 44 Analyst® MD 1.6.3,
1.1.2 {5

FRUE & : Venetoclax (L5 : 1-NWY-41-1, TO-
RONTO RESEARCH CHEMICALS INC, Il&x) ;N
#5: Venetoclax-ds (5 : 02-Jun-17-01, Clearsynth,, E[]
J¥), HEE(HPLC-Grade, fisher, 3% [% ) , Z i (HPLC-
Grade, fisher, 3£ [# ) , DMSO ( — F FL WK, Lot: WX-
BC1590V, PYtsH B B 27 ( i) A S AT IR A H])
HIR (HPLC Grade, b 5t i i ik FHEA IR AR 5 &
M (HPLC Grade, It 5t i EmbRHE A FRA R .

1.1.3 B R FEA

25 IR 5T Sy s /N A I3 (b A B3
MR ABRAR) . WHEARBE 74 M Venetoclax
ft) CLL 3% B I REAS , 494 300 mg qd MR 2Y , T
MR 24 6 T s e a0 A ) g e
1.2 Jiik
1.2.1 O

% H H JH Ultimate® XB-C, & #H 4 1% #+ (4.6
50 mm, 5pm) , HE i 60C ; ik : 0.7 mL - min™ ; i AH
TN : A NS 2 mmol - L7 4 R E%+0.1% B IR
KR s B AN 25 0.1% F R ) B BV T . REAR
HERE R 3 wLo VR 7 XA BE R, B ARV B
M (0.01~1.0) min Hf 60%~95% , M\ (1.0~2.5) min 4
F5 95% Wk £, M (2.5~2.6) min, B A ik £ HH 95% ~
60% , 44 60%4 £ 21| 3.5 min 45
1.2.2  Fuig At

e FH HL 6 25 B 7 IR (BSI+) , DL 2 88 1 R e
W77 =X (MRM) #EA TR o B8 8 S50k B -1t
SFELE 4 500 V, B R 550C, W% 2 50
psi, B INAR . 55 psi, A A2 20 psi, AliE S : Me-
dium, |7} W5 Venetoclax m/z 868.5~321.7 VE K
EHE B T, Venetoclax m/z 868.5~177.6 E N EHE
5 Wil Venetoclax-d; m/z 876.6~329.4 VE N AR E

wmET. WK KL

321.7

200 400 600 800 1000 200 400 600 800
A i1 (Da) i e (Da)

1 : A B H Venetoclax . Venetoclax-d8 4 A T i &
B 1 Venetoclax 5 Venetoclax-d8 B — 25 i i &

Figure 1 Secondary mass spectrometry of Venetoclax and
Venetoclax-d3

®1 BUEEH
Table 1 Mass spectrometry conditions
L/ BB (m/z) FEF(m/z)  BERE (ns) KFEHEG) BiEEEEG) BHEEG) ARG
Venetoclax 868.5 321.7 100 91 70 4 10
Venetoclax 868.5 177.6 100 91 63 4 10
Venetoclax-ds 876.6 329.4 100 91 70 4 10
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1.2.3 IR
1.2.31 &AW ECH] B Venetoclax #5 #fE iy
5.000 mg, J§ DMSO 7t 53 % fif , e il ik B2 4 0.5
mg - mL"' {6 &5 W 5 [A] A B Venetoclax -ds A #E i
1.000 mg, ¥ ] DMSO 5 H B ), 7850 %, il
il B B2 SR 100 wg - mL VAT, 2%, &
1232 HrdfEM S NARERAECE B 0.5 mg-
mL" [ Venetoclax f##5W , A LW (50% i+
10%DMSO ) #i B il e B 25 0.1.,0.5.1.2.5.10,20
pg-mL" Y Venetoclax ArifE i RIVE W . SR S5 B
B U 1) Venetoclax-ds fif 7 W, FH FF S B, il 159k
J# A 250 ng - mL" Venetoclax-ds N FRA R o
1.2.4  FESALEE

W MBREAS 3 500 r-min™ 2.0 10 min, HX
100 pL M3 B3, N % 1.5 mL B0 %, JilA 100
pL 75 0.1%H R F1 2 mmol - L Z PR &% 1 /K IR 8, T
JIA 300 wL B #il & 19 Venetoclax-ds PN BRI K , 5
JiE 60 s, FE431E AT, 13 000 r-min™ B .0> 10 min, W
B3 TR, SRR 3 pl
1.2.5 JriksgmnE
1.2.5.1  LEhEse SRR %, e
M3 S Venetoclax & Venetoclax-d8 123 (MK 25
AR MK o 150 2.47 W e A ARG
1.25.2 FRESUE  FES vk EEAE S S L ED
W 5E 78 AR SR PE T 158 B
1.2.5.3 B PEAN ol s in 3 ANk K P
P BRI TR B 25 LR AR b 4% 1.2.4 T4 b
L R AATE T BB S (AR ) 115551
FE 5K BErb &9 (AR ) BME 558 BER TR N
i I — A8 35 03 PR, S I VAN B B Ak, TR
XS EZH,
1.25.4 bt FE R B0 L ik
40.1.0.5.1.2.5.10.20 wg-mL" ¥ Venetoclax f5
HE R RN, A BN 1.5 mL B0, 4T
A 90 pL 25 I3, AR J5 #ic B 1.2.4 #:4F , &
HPLC-MS/MS %3 #7, DA Venetoclax 5 N #1 Veneto-
clax-ds W T AR 2 L (W AE AL R, LU LK Veneto-
clax ¥ & X AL bR , -IINAL(W=1/X") /N — e ik
AT ENE R MRS .
1.2.5.5 ZMITM

W PR 3 bR 2, R 1 RdniEih £,
FHEZAE [T A AH 5C R B r, 225K r=0.99,
1.25.6 K&E 4 & b AR 500, 300, 30

ng - mL"") 3 Ff ¥k B 19 i & 5 il (quality control,
QC)FESL A 64, 47 1.2.4 T JEATAL B, 1% 2210 7
3 d, M4l QC R 0 i Ve i 45 SR 1T SR Ak P At [
K BER CV<15%.
1.25.7 [HCR  BeEs (i, il m o K3 AR
VR I RS AR A, 45 6 1, 44 1.2.4 700 F 4 1Ak
B A BI04 S N BRI T AR AE U AL RIS
HUZS (LMK, 288 DR BRI 3E L35 AR5 4%
o P A 3 AN R R B ) AR L IR A 61,
Fi2 1.2.4 50 A TACER , I 5245 20 0 Hr 4 Ko N bR
TR HU(E A2, L A1/A2 HEE SRR
1.2.5.8 FaE ks MHlHl Venetoclax ik . H 5 3
AR (130,300,1 500 ng-mL" ) YIRS, B4
W 3R, B AR SRS 12 h UKAR 4 B
B 12 h FERENUICE 12 h B R 3 IR E M.
1.3 Gl FabH

K SPSS 19.0 B AFi#E AT et o1 Hr o R
B IE A3 A RO R (R 5) Fom , AR IE A 8L
F: SR FH rp A 500 o B R E ) SEAT R 5 TR
BERF n(%) 3R, 456 07 k5B R R e 52
B B AT A S AT
2 H£#R
21 LBlEMEE

Venetoclax 14 £ B} [8] >4 1.88 min, N5 Veneto-

clax-ds /5 B4 BF 6] 4 1.83 min, —# @311 —3(;
=AM P TR e g . TLIE 2,

At B s C

AL 25 FIFEA ;) B. 25 L3¢ +Venetoclax+Venetoclax-dy ; C. B
il FE+Venetoclax-ds.
2 Venetoclax F1 Venetoclax-d, f& i [&]

Figure 2 Chromatogram of Venetoclax and Venetoclax-dsz

2.2 FREAIE

Venetoclax 58 FA7E 3% 2247 ,/INF b & T FR
20% , NFRERER R 0 A T ARG AR Y 5%, T3 2,
2.3 LAY

A B G I FE R A ] bR ¥R Venetoclax
AR — b L 5 R 7E 0.93~1.00 Z 7], CV 1E 4%~
9% 0], /NF15% . W33,
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%2 Venetoclax 7 BRIGIEME R

Table 2 Residual experiment evaluation results of Venetoclax

Venetoclax-d,
s WIRAE AR
g (%)

Venetoclax

RGN RE
VEIR e ()

i

WHERE 143 000 ~ 35800 =
23 1 01 35.4 1130 3.1 0 52700 0
23
o

0
02 0 0 0 0

%+ 3 Venetoclax BN EEIFM &R

Table 3 Matrix effect evaluation results of Venetoclax

FDIRE L F IR L F IR L

(30 ng/mL) (300 ng/mL) (1500 ng/mL)

=
9 Tk wwm WEL wm WEL G
AR s bR kR EdE ks
1 0.06 0.06 0.60 0.68 3.01 3.23
2 0.07 0.06 0.68 0.73 2.86 3.33
3 0.07 0.07 0.66 0.70 3.11 3.30
4 0.06 0.07 0.67 0.72 3.14 3.35
5 0.07 0.07 0.66 0.72 3.04 3.34
6 0.07 0.07 0.72 0.73 3.27 3.30
Il 0.07 0.07 0.66 0.71 3.07 3.31
§E$ 1.01 0.93 0.93
CV(%) 8.97 3.71 4.63

2.4 Brif £ 0 2 il A R

K I I AR ik AT 2 1 3 B, A5 B 4
SN Y=0.002 01X+0.001 64, r=0.999 5, F I Veneto-
clax 7F 10~2 000 ng - mL"' PN PE G R R4, el
w2 ng-mL",
2.5 LAV

Venetoclax % £E 3 > 4L IR A5 1 fh 26 5 72 43 51l
A Y=0.001 89X+0.000 526, r=0.995; Y=0.002 01X+
0.001 64, r=0.999 5; Y=0.001 75X+0.006 63, r=0.998
8o AW Bg At A o i 4 A OC R AL r=0.990, = 5F 4k
YRR Gl i O A R AR BN R Y=
0.001 87X+0.003 15,7=0.996 7,
2.6 HHEE

Venetoclax it § RSD & 2.77% ~6.10% , It [H]
RSD H 4.91%~5.23% , — & /N T 15% , 25 R K5 5%
JEIF B sEh . Wk 4.
2.7 [HiE

Venetoclax Fll Venetoclax-ds [ 1 £ He 141 2 208K
(EHAEAT A, 75 FICRTE 101.68%~105.38% 2. 19,
T 85%~115% 2 18] . W3 5,
2.8 FoE il

FEUL BB SRR MRS, X2 Bk i
17 8 A &R 7 22 53 1, H Venetoclax ¥ B 2 4
0.92%<RSD<6.56%<15%., W3 6.

Fz 4 Venetoclax IFZEMELE R (n=6)

Table 4 Precision measurement results of Venetoclax (n=6)

R e J¥ (ng/mL)

30 300 1500

25—t P51 3512 347.33  1555.00
HiL SD 1.50 9.71 53.94
41t N RSD(%) 4.28 2.80 3.47

gl SN H(E 33.33  330.00 1531.67
L SD 1.88 20.12 68.82
It RSD(%) 5.63 6.10 4.49

= N 34.25 32350  1436.67
HIL/ SD 1.79 12.77 39.83
LN RSD(%) 5.22 3.95 2.77

JuRrN HE ] 21 34.23 33361 1507.78
LA SD 1.79 17.38 74.09
it RSD/% 5.23 5.21 4.91

%5 Venetoclax B RMELER (n=6)

Table 5 Recovery results of Venetoclax (n=6)

A1/A2 Al/A A1/A2
joys (30 ng/mL) (300 ng/mL) (1 500 ng/mL)
T W ML M MCEL M ML

D)1 R I 1 7 | 2|12 1 s =) | 2

1 006 007 063 062 283 290

2 007 006 065 068 310 288

3 007 007 067 062 281 285

4 007 006 066 063 298 276

5 006 006 066 063 304 274

6 007 007 068 066 283 268
FHME 0.07 007 066  0.64 2.95 2.80
SD 000 000 002 002 011  0.09

RSD% 4.15 444 267 376  3.74 3.18
(%) 101.68 102.46 105.38

&6 Venetoclax TR EMRIER (n=3,x+s)

Table 6  Stability experiment results of Venetoclax (n=3,x+s)

)% (ng/mL)
30 300 1500

JCE AR

R ERidE S

FEWE 12 h 36.37+0.72 330.33+3.06 1490.00+26.46

(ng/mL)
RSD(%) 1.99 0.92 1.78
VKA AE AR . :
W 12h  (ng/mL) 34.90£1.56 324.00£7.94 1526.67+51.32
RSD(%) 4.48 2.45 3.36
AR AR L, . .
W 12h  (ng/mL) 33.13+1.42 319.00+8.66 1416.67+92.92
RSD (%) 4.27 2.71 6.56
_ W75 v e
R bR S e L 33.57+1.76 321.33+7.51 1540.00+43.59
(ng/mL)
RSD(%) 5.25 2.34 2.83
2.9 IHPRR

I F R #E 57 9 HPLC - MS/MS 32 X Ifil 3%
Venetoclax #¢ B 17400 , 75 3] 7 4] 2 & Veneto-
clax [l 25 FE 25 530 R : 654,940 .398 . 760,406
1110 11870 ng-mL", i] & th [A]— 5 & T A [ &
rh, i 24 e B 22 0 K, H (B R 877 ng -
mL", 5HZG3 145t —3.
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Venetoclax 5 —WEAE2 I FHI , AR A i 7
Z MR, B S B BT il
MDA KON, WAE Venetoclax FHR AT A4
I8/ Venetoclax Fll " I RELISLEG % H ) Vene-
toclax 25V EEASIN , DAEIG R 41 15% Venetoclax
YR, I 2GR Ty vk — A gk, ek
FIHPLC-MS/MS i%. HHii T Venetoclax il 259
e Ry Sikds b, HHOT 492 HPLC-MS/MS 12,

Salem """ fl Liu 45" F 2017 4= 8 57 7 I &2
Venetoclax Ifll 25 ¢ & ) HPLC-MS/MS % , (H At i 13}
WA B B A A R G, B MR
I CRAR WA A S ST TR B KU, (R
B, A A, HIJCA 18 i AR AT 645 . Inturd
AT 2018 AR E Y 5 5 FH RV 2% Venetoclax-d8
YER bR B 23 B ]84 (R FE 5L RF 13 min) ;
R A S e R 5 HLAS 22 42 1 Tk 5 i Veneto-
clax. 7S SR A — F 36 3 A% fi# Venetoclax, DA 5
JIik Venetoclax 7 Bf ¥ fif P 22 Y MERL . A SCR TR
M P A 100 pL & 0.1% H FZF1 2 mmol - L 212
B 1R 7K WRAE SR AT A B, HR DL B RSO R
I, TSR T v HRE AR I AR o S A IR
A, A SCHE ST ) Venetoclax I 24 3% FE RGN i 4 &
PEIR KE 2 BEAF ER L 5 e ML (AR R B
TJoBR BA R Es ELAT R A LT B FE RS, E A A A

SERL, AT T DR A I 24 9 I
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[ ZE] B& WICLRILT e @k 22q11.2 Wl 2 25 A 1R & A2 3R BRBIE S O I L b it
1T 22q11.2 IR = RS Wi L BEPE R v AT . ik BE8E 2014 41 A 21 2019 4 12 A EARBEIA ™ FH 4
Ji& LR 75 R AE 12 Wik e IO WE R T 1) 228 BIR L , 47 008 IBURE | = B 2 i ol B i 2 03K BB LA
ZEA43 N FHY C R R 4 BT 22 F S B MR AT 1 388 DR 258 S BAAZ AT TR 2 A MR SR A1 e A5 2 R
A, SR LHEAT 20 Mt B 2 KO ARG . G558 228 flREAS v & B (R AR 58544 64 f51), Horbr 21 =
1A 25 1] |18 =44 30 1] .13 =4 4 41 45, X 2 44| .48, XXY ,+18 1 1] YL ik =451k 2 451, % 164 1Y (444
TR W8 AT A3 4] SNP SIS 43 Hr % B 0 1] 22q11.2 Bk 2k, 22q11.2 Sl 2 £ Se Lo fif L
M EERN 549% ., G TR ILSE RO DEBLE 5 Y @K 22q11.2 A7 56, FESE 0 iR )L AT
22q11.2 iR = Frs WoE M2 AT, PO E DR IR LTS Sk A E WU PG A 2 S,

[EEIA]  22q11.2 BRLRAAE ; Se XM 0B ; 77 ATl

Prenatal Diagnosis for 22q11.2 Deletion Syndrome in Congenital Heart Diseases

XU Yushuang', LIU Siping', SONG Langlin', WU Ruifeng', QIU Yurong®, JIA Bei'*

(1. Department of Antenatal Diagnosis centre, Gynaecological , Nanfang Hospital, Southern Medical Universi-
ty, Guangzhou, Guangdong, China, 510515; 2. Department of Ultrasound, Gynaecological, Nanfang Hospi-
tal, Southern Medical University, Guangzhou, Guangdong, China, 510515)

[ABSTRACT] Objective To study the incidence of chromosome 22q11.2 deletion syndrome in fetus-
es with congenital heart defect. And to explore the necessity and feasibility of the prenatal diagnosis of chromo-
some 22ql1.2 deletion in fetuses with congenital heart defect. Methods Chorionic villus sampling, amniocen-
tesis and cordocentesis were used to 228 pregnant women tested as fetal congenital heart defects by prenatal ul-
trasound examination. Cytogenetic and molecular genetics methods were employed to detect potential muta-
tions, including karyotyping, multiplex ligation-dependent probe amplification (MLPA ) , fluorescence in situ
hybridization (FISH) and single nucleotide polymorphisms array (SNP array). Results There are 9 samples
of chromosome 22q11.2 deletion were found in 228 patients with congenital heart disease, the ratio was
5.49%. Conclusion Fetal congenital heart disease is assosiated with chromosome 22q11.2 deletion. The prena-
tal diagnosis of chromosome 22ql1.2 deletion in fetuses with congenital heart disease is necessary and feasi-
ble, and it is of great significance for eugenics, optimizing fetal prognosis and risk assessment of recurrence.

[KEY WORDS] 22q11.2 deletion symdrome ; Congenital heart diseases ; Prenatal diagnosis
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EAH LA FIB.APTT R PAEILS P DVT E &

AL FRMEA AT T AW Eear

(8 E] HH FUIBEERRE T YEE G R (FIB) 5L/ BE LT B 18] (APTT) /K P48 L 5
FRORERIK LA B(DVT) IR R . Fik IR EE 108 BIBAE BB A G N DVT & A4 3 kA7
AR R AR B DVT HVERTFITAL , ok K 4= I DVT FAE J % BEAL, % LE I 2H I RGOk K S22 4847,
HF R DVT &4 1520 R 2, 45858 FIB . APTT /K-F-55 APACHE I PE4TA9AHSEME: , 439 FIB \APTT /K-
5 APACHE Il ¥E40%F R DVT (U2, &R 108 B4R R P DVT k4% 4 13.89% , 1
BONAE TR, 7 53.33% , 457 T 33.33% , AUR B 13.33% 5 AR B i KA N DVT S54RI A Be it
(5], FpCa ik B 5257 APACHE 11 14 \FIB \APTT /K- i 3 A0 ¢ (P<0.05) 5 &L F B DVT M &A1 B
# FIB . APTT /K145 APACHE I #1535 1IEAH X (7=0.714,0.635, P<0.05) ; FIB ,APTT . APACHE II i/} ¢
HIZW T B DVT 4T AR (AUC) K T &8RS i2 i, Jy 0.859. 4518 B4R BE 3 FIB . APTT /K
SRR TR T DVT KBRS 2, HAE2W NI DVT PR B 18 7 10 2 —E .

[SEIA] B B NIRRT B £F 4R 5 R 396 Ab 308 25 1 3 il A 1]

Relationship between the changes of FIB and APTT levels in elderly hospitalized patients
and DVT of lower limbs

BIAN Chunhong, GUO Shengxiang, HE Yilin, YU Jian, ZHOU Bo, WANG Ronggi*

(Department of Clinical Laboratory , Haidian Hospital , Beijing, China, 100080)

[ABSTRACT] Objective To investigate the relationship between fibrinogen (FIB) and activated par-
tial thromboplastin time (APTT) levels in elderly hospitalized patients and deep vein thrombosis (DVT) of
lower limbs. Methods 108 elderly inpatients in our hospital were selected, and the incidence and location dis-
tribution of DVT in lower limbs were counted. Patients with DVT of lower limbs were regarded as the study
group, and those without DVT of lower limbs were regarded as the control group. The clinical data and labora-
tory indicators of the two groups were compared, and the factors affecting the occurrence of DVT in the lower
limbs were analyzed. The correlation between FIB, APTT levels and APACHE I scores was explored, and
the diagnostic value of FIB, APTT levels and APACHE I scores for DVT of lower limbs was analyzed.
Results The incidence of DVT in the lower extremities of 108 elderly hospitalized patients was 13.89% ,
mainly the left lower extremity, accounting for 53.33%, the right lower extremity accounting for 33.33% , and
both lower extremities accounting for 13.33%. The occurrence of DVT of lower limbs in elderly hospitalized
patients was significantly correlated with age, length of stay, type of central venous replacement, APACHE Il
score, FIB and APTT levels (P<0.05). The FIB and APTT levels of elderly hospitalized patients with DVT of
lower limbs were positively correlated with APACHE Il score (r=0.714, 0.635, P<0.05). The area under the
curve (AUC) of FIB, APTT, and APACHE Il scores in the combined diagnosis of DVT of lower limbs was
greater than that of each indicator alone, which was 0.859. Conclusion The significantly increased levels of

FIB and APTT in elderly hospitalized patients are risk factors for DVT of lower limbs, and they have certain
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value in diagnosing lower limb DVT and evaluating the patient’s condition.
[KEY WORDS] Elderly ; Hospitalized; Deep vein thrombosis of lower limbs; Fibrinogen; Activated

partial thromboplastin time
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Figure 2 ROC of FIB and APTT in diagnosis of DVT of

lower limbs in elderly hospitalized patients
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Table 3  Analysis of the diagnostic value of FIB and APTT levels in elderly hospitalized patients with DVT of lower limbs
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Changes of IL-33/ST2 signal pathway activity in pulmonary bacterial infection and virus
infection and its differential diagnosis value

HU Jinliang, WANG Zhen, WU Ruihong™*

(The First Affiliated Hospital of Henan University of Chinese Medicine, Zhengzhou, Henan, China, 450000)

[ABSTRACT] Objective To explore the changes in the activity of interleukin-33 (IL-33)/stromal ly-
sin 2 (ST2) signaling pathway and its differential diagnosis value in pulmonary bacterial infection and viral in-
fection. Methods A total of 126 patients with lung infections in our hospital from March 2018 to June 2020
were selected as the research objects, and they were divided into the bacteria group (66 cases) and the virus
group (60 cases). In addition, 62 patients with healthy physical examination during the same period were select-
ed as the control group. The levels of IL-33, soluble ST2 (sST2) mRNA, serum IL-33, sST2, inflammatory re-
sponse indicators [ C-reactive protein (CRP), procalcitonin (PCT), and tumor necrosis factor-a (TNF-a) | in
peripheral blood mononuclear cells (PBMC) in the three groups were compared. The correlation between the
above indicators in the bacterial group and the viral group and inflammatory response was analyzed, and the val-
ue of the above indicators in differential diagnosis of pulmonary infection and pulmonary bacterial infection and
viral infection was evaluated. Results The levels of IL-33, sST2 mRNA, serum IL-33, sST2, CRP, PCT and
TNF-a in the bacterial group were higher than those in the virus group and the control group, and those in the vi-
rus group were higher than those in the control group (P<0.05). IL-33, sST2 mRNA, serum IL-33, sST2 in the
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bacterial group and the virus group were positively correlated with serum CRP, PCT and TNF-a (P<0.05). The
AUC of IL-33, sST2 mRNA, serum IL-33, and sST2 was the largest in the combined diagnosis of pulmonary

infection, 0.910. The AUC of combined diagnosis and differential diagnosis of pulmonary bacterial infection
and viral infection was the largest, 0.860. Conclusion IL-33 mRNA, sST2 mRNA, serum IL-33, sST2 are

highly expressed in patients with pulmonary infection, and are positively correlated with the level of inflammato-

ry factors. The combined detection of the above indicators has a good differential diagnosis value for bacterial in-

fection and viral infection and can provide a reliable reference for clinical diagnosis and treatment.
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R1 3HIL-33.5ST2 mRNA . §F IL-33.sST2 7K P b
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Table 1 Comparison of 1L-33, sST2 mRNA, serum IL-33,
sST2 levels in the 3 groups (x+s)

o IL-33 sST2 M35 133 HfiLi% sST2
A n
mRNA mRNA (ng/L) (ng/mL)

4L 66 2255030 2.02+0.18  1230.76+404.87 21.79+6.02
FRERAL 60 1.47+0.22  1.28+0.14  775.29+253.06 15.935.14
SHHEZE 62 0.92+0.11  0.96+0.10  162.31551.02  6.87+2.20

FAH 561.273  908.112 232.345 158.050

P <0.001 <0.001 <0.001 <0.001
2.2 3 W RN FE bR AR

341 CRP .PCT . TNF-a HLEES5 L : 4 A 41> 905 2
H>XRAL, 2R A G L (P<0.05) . WLE& 2,
F2 BERERNIERAKE (v+s)
Table 2 Levels of inflammatory response indicators in the

3 groups (x+s)

2.3  ZHELH JEEEA IL-33 .sST2 mRNA | [fil i IL-33 |
sST2 5 4 5 AH A

Pearson AH &1 20 M, 4 I 4H LR 7 4H IL-33 .
sST2 mRNA . I3 IL-33,sST2 5 IfiL i CRP.PCT .
TNF-a £ IEAH 56 (P<0.05), W3 3,
2. 4 IL-33 ,sST2 mRNA | [fiL 7§ TL-33 . sST2 X fifi i
YL W E

ROC M4 50 #7 , B 512 W B BUE R 74.60%
B 5 R 98.39% , AUC T B 0.910, Fb B —i2 W
i (P<0.05), WLE1. %4,

100

& 40 Hf — IL-33 mRNA
i ----sST2 mRNA
p — I TL-33
e e Fm ;%‘ sST2
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100-45 51
1 IL-33.sST2 mRNA 1§ [L-33.sST2 X Al SR Ak 512
R RIEN
Figure 1 The diagnostic value of IL-33, sST2 mRNA,
serum /L-33 and sST2 in pulmonary infection

3 itip
KA FEUESE ™ G AE B A i o Jek g e 28

K S S AR B G A o i SR R A il P

%éﬁjgﬂ 5% ciRp(mf/LS) PCST( :g;rzL) TNF;LO;(I;g/m;) A Cal) il A0 R A AE R 51k AL 1A 2H 20 40 il R

QA 66  142.65+45.80  15.74%3.46  85.49+26.1

JREEA 60 52.77+17.32 2.63+0.81 20.51+6.80 i SN, SRS A KA Y PCT \TNF-o 3 R L 5

AL 2 usw0sl 002 23003 S THLARAEI L . 55—,
P <0.001 <0.001 <0.001 PR B, 4% ) - B B0 , 1% R -« B A 4

K3 WEAE.FSHEIL-33.5ST2 mRNA . 175 1L-33.sST2 5 A iE /i M 48 56 14

Table3 Correlation between IL-33, sST2 mRNA, serum /L-33, sST2 and inflammatory response in bacterial group and virus group

_ IL-33 mRNA sST2 mRNA I 1L-33 IML7% sST2
2151 Efstan - - - - ™ ™ ™
r{d PE r{d PE r{d PH r {8 PH
4 T 41 CRP 0.721 <0.001 0.689 <0.001 0.745 <0.001 0.718 <0.001
PCT 0.704 <0.001 0.645 <0.001 0.751 <0.001 0.706 <0.001
TNF-a 0.675 <0.001 0.597 <0.001 0.704 <0.001 0.663 <0.001
TR A CRP 0.643 <0.001 0.702 <0.001 0.692 <0.001 0.708 <0.001
PCT 0.521 <0.001 0.558 <0.001 0.594 <0.001 0.627 <0.001
TNF-a 0.614 <0.001 0.623 <0.001 0.615 <0.001 0.710 <0.001
R4 IL-33.sST2 mRNA  [1& IL-33sST2 X Fi 4B B 2 Wi &
Table 4 Diagnostic value of /L-33, sST2 mRNA, serum IL-33 and sST2 for pulmonary infection
ELELA) AUC 95%ClI Z5eit BT PR (%) FE5 (%) PAH
IL-33 mRNA 0.828 0.767~0.879 11.028 >1.46 73.81 88.71 <0.001
sST2 mRNA 0.833 0.772~0.883 11.500 >1.32 73.81 79.03 <0.001
135 TL-33 0.901 0.849~0.939 18.067 >634.65 ng/L 75.40 96.77 <0.001
IfiL 7% sST2 0.766 0.699~0.825 7.842 >13.82 ng/mL 62.70 80.65 <0.001
G 0.910 0.859~0.946 20.498 - 74.60 98.39 <0.001
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(# ZE] BH WX HIV G 0 AR = Fh 208 8 82 R R A I 248 2R 19 23 #r , R = 2%
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2R MAE 5CTAGE B0 20 ming 55 RO 70 B IR 58 H 25 R M 48 25°C# B0 10 ming 55 = PR diEe
B SR (J04 B 25CH I 2500 5 ming X 3 (0 AEA AT LRI o 5 252 58 W AE AR 197 7 2 i A
W, Hr 7T CDC S8 SR L& 36 B AV EH RAE HEAT HIV A, R RIS R 5 —F i CofE ol
32.4, 55 RS Ct(E N 32.69, 55 =R B Ct(H Dl 32.760 5 W5 T 38 0 Hr 45 51y 3.28x10°TU/mL; = A
J5i CDC L RAER A HIV BHPE . 2538 U SN HIV 7 LR A A B AG I 45 SR S mm s/, IR BTG
V5 1M T AR I i) = P A R RE AR AT LR TR R R
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Analysis of NAT results of one HIV window period sample by three processing modes
SHUAI Min*, XUE Wei, HUANG Chao, ZOU Chen, TIAN Zhi
(Department of Clincal Laboratory, Leshan blood center, Leshan, Sichuan, China, 614000)

[ABSTRACT] Objective Objective to analyze the nucleic acid detection results of three types of vac-
uum blood collection in HIV window period samples, to investigate the effect of different treatment conditions
of three types of vacuum blood collection samples on nucleic acid detection results of HIV window period sam-
ples. Methods To analysis of NAT results of HIV window samples processed in three different modes, three
samples collected from a unpaid blood donor in Mabian County on July 30, 2018. The first mode is 5°C cryo-
genic centrifugation 20-minute separation adhesive anticogulant tube. The second mode is 25°C normal tempera-
ture centrifugation 10-minute separation adhesive procoagulant tube. The third mode is 25°C normal tempera-
ture centrifugation 5-minute anticoagulant tube (no separation adhesive ). Three HIV window period samples to
NAT simultaneous. After completing the Riral load test of the sample, completion of HIV confirmation experi-
ment by CDC. Results The results of NAT 77 hours after sampling were as follows: The sample use first
mode HIV RNA NAT result is 32.4 , the second mode HIV RNA NAT result is 32.69, the third mode HIV
RNA NAT result is 32.76. The HIV RNA viral load result is 3.28%10° IU/mL. three month later, CDC resam-
ple to completion of HIV confirmation expermation is HIV positive. Conclusion Test tube type has little in-
fluence on NAT results of HIV window period sample, Sufficient and no hemolysis and fat free blood samples
from all three types of test tubes can be used for nucleic acid detection.

[KEY WORDS] NAT; HIV; Window period; NAT type
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Table 1 serological test results of HIV window period samples

A HBsAg Anti-HCV HIV-Ag/Ab Anti-TP ALT
S Hiel HER FHE Ortho kS {EER il Ji % FHE
oD fH 0.011 0.046 0.024 0.011 0.004 0.073 0.007 0.005 -
S/CO fH 0.10 0.43 0.09 0.02 0.03 0.27 0.05 0.03 -
45 B Bt Bt Bt B B B Bt G




- 432 - TR SIEIT Ak

202143 H %134 8531 J Mol Diagn Ther, March 2021, Vol. 13 No. 3

2.2 ZFRAGIN &5 5
iff R A AN A TR WU B o3 45 SR kg B vy 1 5

J& S — I A By b = 2 RS A RE AR AT
AN . WLER 2,

x2 HIVEOBEA=ZMXENZBRENER

Table 2 nucleic acid test results of three types test tubes of HIV window period samples

T H R 2 R 2 5 2 A1 3
TRAG /B 8 FEAIRAL LR i i<k 53 Ky R
B ITE5y 8 8 EER i EERn= i BB HAr B Too B

e R EiiR e EiiR R EiIR Y e sEss EiiR e

B — UK (CefE) 34.07

55 K (CefE) 32.69

55 = YA (Ce{H) 32.40 32.69 32.76

2.3 HH BRI (WB) Ak 2 3 Wi
A 24 A 025 L MOV PR v 0

3.28x10° IU/mL, T CDC =~ A J& #& 2 1% ik 1f1.
G R FEVE AT WB BIASE S, WB A 4E R N
HIV-1 HUAR B K 1 557 A7 P24 gpal \P51 . P66
gp120.gpl60, VL 1,

5
o
R
X}
itk —

i [= 1

g3 = T R B BEEREE
” i E ;

A

o :H:h:;d:lﬂ/:ﬁ:
il

e

=
m
2
2
2

Eﬁf

»

16
09148

i

0

%

£
i
i
1

R

HIANIA NIZLO¥A
271078 AH

1 WBHIAERBIKE

Figure 1 Electrophoretogram of WB confirmation results
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Table 3 Comparison of nucleic acid detection results of
three types of test tubes with different treatment conditions in

HIV window period samples
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Detection of deafness gene mutation in childbearing age women in Tongren City
LONG Li, TIAN Songya, LEI Xing, LUO Xia
(Department of Laboratory Medicine , Tongren people’s Hospital , Tongren, Guizhou, China, 554300 )

[ABSTRACT] Objective To analyze the deafness genes carryied by women of childbearing age in
Tongren City. Methods 1723 women of childbearing age who had prenatal examination in our hospital were
selected as the research objects, from August 2019 to October 2020.21 mutation sites of GJB2, SLC26A4,
GJB3 and mitochondrial 12STRNA were screened by using the deafness gene detection hybridization kit provid-
ed by Guangdong Kaipu Biotechnology Co., Ltd. Result 62 cases (3.6% ) of deafness gene carriers were de-
tected in this study. The carrying rates of GJB2 gene, mitochondrial 12SrRNA gene mutation, GJB3 gene mu-
tation and SLC26A4 gene were 2.15% , 0.35% , 0.11% and 0.99% , respectively. There was no significant dif-
ference in the carrying rate of deafness gene among different ethnic groups, and there was no significant differ-
ence in the type of deafness mutation among different ethnic groups (P>0.05). Conclusion Carrying out com-
mon deafness genetic screening among women of childbearing age in Tongren City and conducting genetic
counseling on deafness knowledge before delivery can effectively reduce the birth rate of deaf children.

[KEY WORDS] GIB2; SLC26A4; GIB3; Mitochondrial 12STRNA
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Figure 1 Common deafness gene mutation sites
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The effect of smoking-mediated respiratory microecological disorder on Treg/Th17 imbal-
ance in COPD
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[ABSTRACT] Objective To explore the effects of smoking-mediated chronic obstructive pulmonary
disease (COPD) patients with respiratory tract microecological dysfunction on T regulatory cell (Treg)/T helper
cell 17 (Th17) immune imbalance. Methods From September 2018 to June 2020 in our hospital, 30 COPD pa-
tients and 30 patients with normal pulmonary function were selected as the research objects. According to smok-
ing and pulmonary function, they were divided into smoking COPD group (15 cases) , smoking normal pulmo-
nary function group (15 cases) , non-smoking COPD group (15 cases) , non-smoking normal pulmonary func-

tion group (15 cases). Results The ACE index, Chao index, Shannon index, Treg cells, Treg/Thl7 ratio in
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peripheral blood and BAL, and IL-35 in the serum and BAL supernatant in the smoking COPD group <non-
smoking COPD group <smoking normal pulmonary function group <non-smoking normal pulmonary function
group. Simpson index, Th17 cells, neutrophils, monocytes, IL-17, IL-6, IL-8, IL-10 in serum and BAL super-
natant of smoking COPD group>non-smoking COPD group >smoking normal pulmonary function group >non-
smoking normal pulmonary function group (P<0.05). Smoking was negatively correlated with the ACE index,
Chao index, Shannon index, Treg cells and Treg/Th17 ratio in peripheral blood and the alveolar lavage fluid
(BAL), and positively correlated with Simpson index, and Th17 cells in peripheral blood and BAL (P<0.05).
The ACE index, Chao index and Shannon index of the lung flora were positively correlated with Treg cells and
Treg/Th17 ratio in peripheral blood and BAL, and negatively correlated with Th17 cells. Simpson index was neg-
atively correlated with the of Treg cells and Treg/Th17 ratio in peripheral blood and BAL, and positively correlat-

ed with Th17 cells (P<0.05). Conclusion

Smoking - mediated respiratory tract microecological disorders in

COPD patients are closely related to Treg/Th17 immune imbalance. Smoking-pulmonary microecological disor-

ders-pulmonary immune disorders-inflammatory infiltration may be the pathogenesis of COPD.
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Table 1 Comparison of the diversity of diversity in 4 groupss [n, (x+s) ]

% 46 COPD £H AN AR COPD 21 WHRRT N REIE # 240 ARl T g 1 % A .
WiH i 2/F i P
(n=15) (n=15) (n=15) (n=15)
PSR 12/3 11/4 10/5 9/6 1.587 0.662
iR () 62.15+5.42 61.48+6.75 59.96+5.51 60.62+6.68 0.369 0.776
BMI(kg/m*) 25.12+1.58 24.91+1.49 24.75+1.42 24.18+1.60 1.048 0.379
ACE $5%¢ 312.45+20.27" 338.52+22.16™ 396.73+28.81* 512.14+31.34® 174.107 <0.001
Chao 5 %% 314.20+13.17" 329.34+20.05" 372.55+24.17% 508.39+31.68" 216.622 <0.001
Shannon F5 %% 1.50+0.12" 1.89+0.23" 2.54+0.35* 4.13+0.41* 225.186 <0.001
Simpson $85 %% 0.85+0.11" 0.72+0.12" 0.52+0.08* 0.30£0.05® 97.896 <0.001

T 5 AN COPD 41 FL#5,*P<0.05 5 5 R Il D RE 1 FL A, "P<0.05 5 5 ASW R I Ty 6 1 4 41 Fe 4, P<0.05,

%2 4£HPBMC.BAL H Treg/Th17. B iHi 40 AR B4R AARAIEL 3] (x %)

Table 2 Comparison of Treg/Th17, neutrophils and monocytes in PBMC and BAL in 4 groups (x +s)

5iH i . Treg 41 Th17 4 ffd Treg/Th17 PEERIATN RN
) (%) (%) Lol (x10°/L) (x10°/L)
CANENI % 5 COPD 4H. 15 1.21+0.22 6.82+0.83 0.18+0.04 3.84+0.38 1.76+0.31
AN A# COPD #H 15 1.80+0.43 6.12+0.65 0.29+0.07 3.51+0.32 1.25+0.27
W2 S0 it T B A 4 15 2.76x0.51 2.57+0.40 1.07+0.13 2.63+0.29 0.84+0.22
AN AR I Ty i L 21 15 3.40£0.67 1.22+0.21 2.79+0.26 2.06+0.25 0.53+0.16

FAE 60.691 335.794 957.863 100.956 70.000

P1H <0.001 <0.001 <0.001 <0.001 <0.001
BAL % 4 COPD 41 15 1.32+0.25 6.91+0.89 0.19+0.05 4.26+0.57 1.93+0.25
AN 4H COPD 4 15 1.96+0.38 6.17+0.68 0.32+0.08 3.79+0.48 1.3420.21
W52 i il Ly e 1 5 2 15 2.93+0.52 2.63+0.42 1.110.14 2.95+0.39 0.88+0.17
SR SR it T B A AL 15 3.72+0.70 1.28+0.23 2.91+0.27 2.28+0.31 0.59+0.14

F1H 69.391 299.330 928.693 57.822 132.315

P1H <0.001 <0.001 <0.001 <0.001 <0.001

2.3 441 BAL FiRIER T
A 13 BAL F 3% IL-17 .0L-6 . IL-8 . IL-10 [t
B WA COPD 21 > AN W 46 COPD & > W 7 i T R
1E 2> AN W R Al B BB GE 4 (P<0.05) , 1MLV .
BAL [ 7F IL-35 [ 4% : M 4 COPD 4H <A~ 1% 4
COPD £ <M A8 i Ty 68 1 55 4 < AN WA il ) B 1E 7
W, 2R A 5 E X (P<0.05), W3R 3,
2.4 WEHR A RIRE  Treg/Th1 7 S A AN
Spearman AH JCYE 53 B , W M 55 Jili 58 7 #F ACE
$8 %% . Chao $8 %% . Shannon $5 %% . #b J& 1fi. . BAL 7

Treg Zf Ml . Treg/Th17 LL5] 2 FAAH G, 5 Simpson 4
B AN I BAL F Th17 20 i 5 1E A 56 (P<0.05)
Jii 5B B B ACE 35 %% . Chao 35 %% . Shannon 5 %% 5 #p
J& 1l . BAL 1 Treg 0 fifd . Treg/Th17 Ho 5] 5 IEAH G,
5 Th17 40 i 5 67 A0 ¢, Simpson 15 %5 41 & 1fiL
BAL ™ Treg 4l fifd . Treg/Th17 il & i 40 %, 5
Th17 4 g & IE A (P<0.05) . UL 4~5,

3 it

W A 2 H AT PR 23 TA COPD 1Y 32 22 e i A R
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R3 AHEME.BAL LFERMERFLLE (v +s,pg/mL)

Table 3 Comparison of inflammatory factors in serum and BAL supernatant of 4 groups (x s, pg/mL)

[ 2H 5 n IL-10 1L-35 IL-17 IL-6 IL-8
JIR75 % 45 COPD 20 15 638.21+13.06  117.45+15.34  142.79+1547  35.18+7.79 80.26+8.11
A JH COPD 41 15 57.49+10.64  138.04+22.51  95.03x10.31 19.29+5.05 74.136.04
W2 SO il Ty B A 41 15 42.18+822  189.16+30.55  62.17+7.22 13.75+4.10 67.39+5.22
AN SR il Ty B A 4L 15 35.26£6.03  242.37+42.39  50.28+5.09 8.31+2.46 62.15+4.10
F1H 34.236 54.001 242.680 74.031 25.548
P1H <0.001 <0.001 <0.001 <0.001 <0.001
BAL i % 45 COPD 21 15 72.14%15.12  121.24+16.48  161.52+18.55  38.49+8.03 85.31+10.25
AW COPD 4H 15 59.13+11.44  141.35%24.05 101.37+12.79  21.15+5.22 76.02+7.21
W2 0K s Ty B 1 & 21 15 45.07+9.02 194.26+28.79  65.09+8.14 14.82+3.61 69.10£5.69
AN A Bt T i 1 2 15 36.194627  248.70x44.01  52.26+5.63 9.67+3.79 63.45+4.31
Fi8 31.211 54.304 237.328 79.325 25.595
P{E <0.001 <0.001 <0.001 <0.001 <0.001
A WRHE S AR A AR E A Treg/Th17 R KBRS M
Table 4 The correlation between smoking and lung microbiota, Treg/Th17 immune imbalance
Wi H ACE Chao  Shannon Simpson A0 A 1 BAL
: TRAL TRAL R BEC Th7A1M Treg UMY Treg/Th17 LB Th17 404 Treg 41 Treg/Th17 K4l
Wl A -0.531 -0.547 -0.506  0.493 0.602 -0.578 -0.621 0.617 -0.591 -0.644
P <0.001 <0.001 <0.001 <0.001  <0.001 <0.001 <0.001 <0.001 <0.001 <0.001
R5 MRESEELS Treg/Th17 REKLEHE X
Table 5 Correlation between pulmonary microbiota and Treg/Th17 immune imbalance
sk ACE $5 %% Chao $5 %k Shannon f5 %% Simpson $5 %%
i i Pl P Pl P PIE P P
A Il Th17 4 -0.591 <0.001 -0.602 <0.001 -0.584 <0.001 0.557 <0.001
Treg #fififl 0.613 <0.001 0.606 <0.001 0.592 <0.001 -0.563 <0.001
Treg/Th17 H 1l 0.647 <0.001 0.628 <0.001 0.609 <0.001 -0.599 <0.001
BAL Th17 #H il -0.603 <0.001 -0.614 <0.001 -0.598 <0.001 0.602 <0.001
Treg # il 0.597 <0.001 0.611 <0.001 0.607 <0.001 -0.616 <0.001
Treg/Th17 4 0.629 <0.001 0.634 <0.001 0.647 <0.001 -0.620 <0.001

Z—  AE W K 3 3 Ar] R AL G i COPD & A= XU
HHET T E R KWK, 52T W I I8 BURE R XE
FAL G A A ) 15 75 48 AR Jmy B A 199 55 T i DA 355 3k
AN il 2 — S OB R PR B, Bl A S U A
rRNA 4 B %508 FEAR 1 K e, e BRIt 38 52 B A7 76 22
FhZ R AE D e, HBEE IR A B &
T 0 A A 2 T S R e 8 M I W Y K A R
JR B G RIGTT R o AT I 45 A4 I i b 2
JIPH AT RE 5 COPD [ & EA XK, i —F i A%
PEI BT e IR 5 il S A A TR R 2 R A7 AR B
A, R WA AT 50 COPD 3% Il T B 1E %
B M A S TR

VLAE SR BF 5T @78 , Th17/Terg 2 £ 5 COPD %
Wi B YA E COPD HY, Th17 4 43 WA 5 7K
P IL-17, 107 IL-17 AU AE 5 S 50A% B W 4 i DL S
HF PR 24 6 il 2R A AT Ak, R s B g LA
N4 B R I AF 2 R R AL 2, R BURIE R

i &R TR TR AGE R AR P R 4 s 2
Fofr e £k PR R0 AR A PR 7, 3K B 200 i R - mT ik — 2541
#F COPD & ™, FAML-17 i n] ek 32 548
F 20 M3 R ) TR YR I T Y G
RN FESRAE RN T, Treg 1T 175 S 77 A 4
05 A0 B DR, [ ) 3 8 300 e 200 e 1] 4 f 2 22 00 o]
Th17 4 S e TG P AR T, 3 ol B 7 B2 980
N ZURAG ", BARRFT @A i & B
Treg/Th17 PR 55 it il A= A8 B 22 1 285 D AH
5 BER Treg/Th17 AT 5 AE S I . AHF
SE4E FARRI A AT 75 5 Th17 40058 538 AL I E45- 0
K IL-17, [RIEHD ] Treg ZHAEIGTE . JE T4
AN SO R AR T 552 i 50 ol A 2 R AT A,
SZMA i T Wk EL 4R AE 50k, 53X Th17/Terg A, e B
“h Th17 A £, 23 WA FIE A I Y 9 i PR 1 R
ALIH -, 1 Treg 40U/, o285 T BEA L, Il
RIEANML S RAE R FIERIERFLR (F45% 444 )
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I i% SAA .sTREM-1.PCT B &K A0 2 JL e A ik
GuPE it R g e

ok RAMFE RAF I

Ll

(8 ZE] B& TS TERMEEFES 1 A(SAA) AT PE#E 2 40 0 fil & 32 14 1 (STREM-1) 45
RIF (PCT) B A K AR B A )L ey PR Ge M it 5 RS W b i i I . F7ik RERUAR B 118 Bl A L,
Hor G PR G R R R AR e 32 1 (R ) A E IR R e N B+ R R A 40 Il (A 4,
A NIRRT N R PE N R 46 1] (B ZH) , Kl 454 I SAA L sTREM-1 . PCT /K-, L 3Z ik &
TAEFHIE(ROC) 1253 8T SAA (sTREM-1 .PCT B A2 Wi . 455% B 4 SAA sTREM-1.PCT /K
SEU TR S A4, 22 B G X (P<0.05) . XFHRZH5 A 41 SAA (STREM-1 . PCT 7K H
WS TEITF R L (P>0.05) . ROC ML HT /R, SAA B Wi UK FE 71.2% , 15 5 & 88.4% ; STREM- 1
LW S 65.7% , 15 57 1 84.2% ; PCT 12 Wi U E 72.6% , 15 52 ¥ 90.3% ; = & A 12 Wi iR ¥ 85.7%,
FESRRE 04.5% ., 26 B VB Y MENl 48 37 A4k JLIF I SAA (sSTREM-1 & PCT 35 /K V- 5 01 @ Fh st %,
A XL E BRI A B R RS W (E

[REIA]  MIETEMBIRER A TR TERE R AL 2R 1 RS2 5 s B PR M i

&R

Value of combined detection of serum SAA, sSTREM-1 and PCT in neonatal intrauterine
infectious pneumonia

HU Bing*, ZHOU Xuping, SHI Yingcai, WANG Xiang

(Department of Pediatrics, Zhumadian Central Hospital, Zhumadian, Henan, China, 463000)

[ABSTRACT] Objective To analyze the application value of combined detection of serum amylase-like
protein A (SAA), soluble triggering receptor expressed on myeloid cells 1 (STREM-1) and procalcitonin (PCT)
in the early diagnosis of neonatal intrauterine infectious pneumonia. Methods A total of 118 neonates in the
hospital were enrolled, including 32 cases without high risk factors of intrauterine infection and without infection
(control group), 40 cases with high risk factors of intrauterine infection and without infection (group A), and 46
cases with high risk factors of intrauterine infection and intrauterine infectious pneumonia (group B). The levels of
cord blood SAA, sTREM-1 and PCT in each group were detected. The diagnostic value of combined detection of
SAA, sTREM-1 and PCT was analyzed using the receiver operating characteristic (ROC) curves. Results The
levels of SAA, sTREM-1 and PCT in group B were significantly higher than those in the control group and group
A (P<0.05). There was no significant differencebetween the control group and the A group in the levels of SAA,
STREM-1 and PCT (P>0.05). ROC curve analysis showed that the diagnostic sensitivity and specificity of SAA,
STREM-1, PCT and the combination of the three were (71.2%, 88.4%), (65.7%, 84.2%), (72.6%, 90.3%) and
(85.7%, 94.5%) , respectively. Conclusion The expression levels of umbilical cord blood SAA, STREM-1 and
PCT in neonates with intrauterine pneumonia showed a significant increase, and the combination of the three has a
high early diagnosis value for neonates with intrauterine pneumonia.

[KEY WORDS] Serum amylase-like protein A; Soluble triggering receptor expressed on myeloid cells 1;

Procalcitonin ; Intrauterine infectious pneumonia
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B R GR fili R TRAT SE AL R ZFK, J& T8
Az L DUAR , 3 OB A LA T E P —
PR o, B ARG Al 28 ELAT AN SR I PRAE IR
PR A LT B R IA 5%~20%" . =125
R S A &= Gl T | RS WA A S k] iR g 4
SEL R AR LS N R RCR I AN BIAR DL
YR BRI A 6 (Interleukin-6,1L-6) .C J
)% 25 F1 (C-reactiveprotein, CRP) & R EL 4452 1T
I AT SR BRI o 8 AR A ok e 32 A 1
(Triggering receptor expressed on myeloid cells 1,
TREM-1) 4 S 5885 2 H AR ST SOV A SR
— BT B B AE 4 T, RAE KA R M TREM-- 1
(soluble Triggering Receptor Expressed Myeloidcells-
1,sTREM-1) 275 A LI , 7] HT T2 W 4 S PP
W AR, A WrE bR L, RS 3R
(Procalcitonin, PCT) X} B YL PE S 12 Wi ¢ B 5 R
BRI ST HRGE T Y R i A R R
Y RROE SOPE A I T VE K A 2 1T A (Serum amylase-
like protein, SAA) K-V W] It la i . HAf, v
ADLLL = bRIge S A U T8 A L e P R
Pl AL Wr T ARIE . A SCRFE SAA STREM-1
PCT =R RR A= LS ARG PE i R 12 Wit
(6L, B B TR Al PRAZ W (S A dfs

1 #RE5HZE

1.1 — sk

PEHRABE 2018 4F 1 H 2 2019 4 8 A WilH] 118
R A L, 4% RS 5 15 R R A 0 5 B e 45 =y it A 7
G, Hh IO E PR A R R A R A R 32 151
(X RRZE) | A7 B PR 5 15 PR 2R+ R ke A IR 40 )
(AHH), A B WG = G K R+ PR i 48 46
BI(B4L). Bk LE @A KB ZTANE , IF HE
BHERE A, W T AR SR RS H

TR i 5 R 2 - A YRGS 2 I AR il 20
M40 CRP KT &3 = AR R L E A
AR R 24 h RSB
KT EEZEYL™ B BRI E - B LEAT R
JER R W I T 457 | PR AR 8 45 60 Y% /min it FS
PEWD 5 ol IF IR D) RE N 2 AR SRAE , I R
Ji 24~72 him i MR X 28 A AT K BRI RAE S
1.2 ik

J AL SRIBUBT SR 28 5 v R AR i 5
mL, 3 000 r/min &.0> 10 min, 53 & I35 , B -70CIR-AF

R, A4 A S AA AT (5 : COBAS INTEG-
RA, Roche 24 H]) , DABBIX 528 15300 22 1l 7 sSTREM- 1
5 PCT /K-, MGG & A 725 BRAHMS A .
FI A A 4 8 1 53 A (5 : Ottoman- 1000,
B YR 2 AT BR A FDIE SAA K-,
1.3 Gl FabH

fdi FH SPSS 19.0 {4 Ah B 4 20 %54l W kL, 114k
TR n(% )RR AT ¢ Ko s TH R 2 E S A
R, LA (R +s) T, 241 BRI Ry 22
A3, £H a5 LA R SNK R 3612 5 SR B2 i
TAEF#E(ROC) th 2534 SAA (STREM-1 ., PCT X
PIFIZWI A . P<0.05 K% FH it X,
2 4R
21 34U A L—M TR g

3B A LM AR R T A A 2 R
Giitegm X (P>0.05), W1,

F1 SEWEIL-MBERELE [(2(%), (x£s)]
Table 1 Comparison of general data of newborns in three

groups [n(%), (x£s) ]

am n 5 Z# ] Ao
% E's (&) (kg)
YHRZL 32 18(56.25) 14(43.75) 38.52+1.45 2.33+0.38
A4l 40 22(55.00) 18(45.00) 38.36+1.41 2.27+0.34
B4l 46 25(54.35) 21(45.65) 38.15x1.47 2.26+0.35
2IFH 0.028 0.641 0.404.
P{a 0.986 0.529 0.669

2.2 341 SAA STREM-1 PCT /Kt 45
B 41 SAA STREM-1,PCT /KB {5 F X} IR
HE5 AL, =25 BEAG 7R L (P<0.05), X
5 A 24 SAA sTREM-1.PCT /K- L4 2% % L4
2 E X (P>0.05), WLFE2,
%2 3% SAASTREM-1.PCTKELLE (n,x+s)
Table 2 Comparison of SAA, s TREM-1 and PCT levels

among the three groups (n,x+s)

A% n SAA(ng/L) STREM-1(ng/L) PCT(ng/mL)
XPREeH 32 0.5420.10 5.53+1.02 0.72+0.09
A 40  0.51+0.08 5.49+0.96 0.70+0.11
B4 46  6.82+1.14" 12.85+1.87% 1.24+0.20™
Fid 1083.791 385.733 180.601
P{H <0.001 <0.001 <0.001

T 5 R AT, ©P<0.05; 5 A A AR, °P<0.05
2.3 SAA .sTREM-1.PCT = F 52 Wr /3 #r

SAA.STREM - 1. PCT = # Bt 4 2 W i &k
85.7%, K5 E 94.5% , L o—i2Wr(E g, W3- 1,



NTEWiERITaeE 20214E3 A %5134 4534 T Mol Diagn Ther, March 2021, Vol. 13 No. 3 - 443 -

%3 ROCHZLTHER
Table 3 Area under ROC curve

AR A FREIR 95%CT BURE RRRE PE

SAA 0872  0.054 0.762~0.979 712 884 <0.001
sTREM-1 0.743  0.061 0.614~0.870 657  84.2 <0.001
PCT  0.887 0.052 0.753~0986 72.6  90.3 <0.001
=HIEA 0934 0026 0.895~0975 857 945 <0.001

1.0
STREM-1
SAA

—~ PCT

— SHBA

- 5%

0.8
# 0.6

~ |
0.4

0.2

0 02 04 06 08 10
1-H5 5

1 SAA.STREM-1.PCT BX &£ i ROC B £ 5 #ff
Figure 1 ROC curve analysis of SAA, s TREM-1 and PCT
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o STREM-1J& T TREM-1 43WAF 0 | Y % A Jk gy
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IRFFE AT, B B AR M il 9 A ) L I
STREM-1 F&AA A PR L, TREH TR
11, RN s TREM-1 23 IH S8 SRR SAE S
T R RAE PR T 7K 5[] I A ] e P 2
B RAEN ST = AL E . PCTIR T2
PR AR 8% il S ECARSE S A R 43K
SEFE, A0 TL-6 5 e SR AE - (Tumor Necrosis
Factor-a, TNF-o) 45, iZZE RAE K 71T MEHE PCT &
B, i PCT o] HF IR G2 W e, A e oE 2k
B, JBF il PCT ] X A L S0 B e 3] — e o £
FHU, ARAFFE4 ROC #h 2k % BH, SAA sSTREM-1,
PCT K Ik 512 Wi iU 5 05 5 8 40 50 ok 71.2%
88.4% ,65.7% .84.2% , 72.6% .90.3% ,85.7% .94.5%,
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TPP.FM .CRP/HDL-C 5 LVEF 3 & K Wi ilgs v ke
JECHHE

RER EFT HR

(¥ ZE] BM HOTIMRETRE D (TPP) (44 1 4R (FM) (C SO 28 -5 e % B2 R 2 1 LTS
Jist [t {8 (CRP/HDL-C) 55 56 ik #5 #F R J5 76 % 33 1l 43 %% (LVEF) 3¢ & M S50 4% N il M8 s i (. 53k
BEHUA B TR 1 468 BT RS B AR BB R IEARTE 1A H &G B P AR E o WS (n=31, FH 1
IS ) X BRZH (n=437 , TTHY N IS ) , LA 2H — i %58} . TPP \FM . CRP/HDL-C .LVEF, 437 TPP .FM
CRP/HDL-C 5 LVEF fyAH G KA Fa b 10 i oy i Ae T ke . &65%  RJ5 1 d TPP.FM .CRP/HDL-
C 5AJ5 1 dLVEF £ 741, RJF 7 d TPP.FM ,CRP/HDL-C 5 K5 7 d LVEF £ fi#f % (P<0.05) ; Logis-
tic BB 43 BT S/, B JR 9% \HDL-C F&A% . RJ5 1.7 d TPP .FM . CRP/HDL-C 4 5 #F P4 il &8 7 )8 A ¢
(P<0.05) ; RJ5 7 d TPP .FM . CRP/HDL-C it ¥l #; P4 Il 44 7B B ) AUC 33K T 0.8, 2 80 1 — 5 1) Tl 47y
i, £5i€ TPP.FM.CRP/HDL-C 5 2 WKW A5 A P AR TE s i Al 57 f b5 R R, R J5 A [R] B[]
KPS 0TI R R B, B — @ AN E , %8 S IG IR 58 8 AR5 18T F R BA B E XL,

[KEIA] MR RRE A F4EE AR CRNEH; % BN H I R 222 i 25X

Relationship between TPP, FM, CRP/HDL-C and LVEF after coronary artery bypass

grafting and its value in predicting intra-bridge thrombosis

CHENG Juntao'*, LI Fang®, GAO Yuan'

(1. Department of Thoracic Surgery, Anyang People’s Hospital of Henan Province, Anyang, Henan, China,
455000; 2. Department of Ultrasound, Anyang Fifth People’s Hospital, Anyang, Henan, China, 455000)

[ABSTRACT] Objective To investigate the relationship between thrombus precursor protein (TPP),
fibrin monomer (FM) , C-reactive protein to high-density lipoprotein cholesterol ratio (CRP/HDL-C) and left
ventricular ejection fraction (LVEF) after coronary artery bypass grafting and the value of predicting intra-
bridge thrombosis. Methods A total of 468 patients undergoing coronary artery bypass graft surgery in our
hospital were selected. According to whether there was intra-bridge thrombosis within 1 month after operation,
they were divided into observation group (n=31, with intra-bridge thrombosis) and control group (n=437,
without intra-bridge thrombosis ). The general data, TPP, FM, CRP/HDL-C, LVEF of the two groups were
compared, and the correlation between TPP, FM, CRP/HDL-C and LVEF and the effectiveness of each index
in predicting intra-bridge thrombosis were analyzed. Results The differences between the two groups of TPP,
FM, CRP/HDL-C, and LVEF at different time points and interactions were statistically significant (P<0.05).
TPP, FM, CRP/HDL-C at 1 day after operation were negatively correlated with LVEF at 1 day after opera-
tion, and TPP, FM, CRP/HDL-C at 7 days after operation were negatively correlated with LVEF at 7 days af-
ter operation (P<0.05). Logistic regression analysis showed that diabetes, the reduction of HDL-C, TPP,
FM, and CRP/HDL-C at 1 and 7 days after operation were all related to intra-bridge thrombosis (P<0.05).
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The AUC of TPP, FM, CRP/HDL-C predicting intra-bridge thrombosis at 7 days after operation was greater
than the corresponding index at 1 day after operation. The AUC of TPP, FM, and CRP/HDL-C predicting in-

tra-bridge thrombosis were all greater than 0.8 at 7 days postoperatively, showing a certain predictive value.

Conclusion TPP, FM, CRP/HDL-C abnormalities are independent risk factors for intra-graft thrombosis af-

ter coronary artery bypass graft surgery, and their level changes at different times after surgery are closely relat-

ed to cardiac function. They have certain predictive value and are of great significance for guiding clinical im-

provement of postoperative treatment plans.
[KEY WORDS]

liptein cholesterol ; Left ventricular ejection fraction

H AT KA AR MG ARG 76 O el ke 7 32
BFBZ—, (AR AT R ] 4 K K 141]
TR R A — BB 53 F B AR5 PRI 48 B 7 A ZE 4
KA U AR AR AR Sk iE 52 2 PP
T DR FE A A i 145 38 s M e, (H AR XY
H A RS AT IEAL , TR AL B e 5 5 0 2%
{5 B . I BT {42 4 (Thrombus precursor protein,
TPP) OB UE S A EE 1L T AR S e s S 4E R R
1K (Fibrin monomer, FM ) J&&E Il BEAEH T, £F 4565
SRR AT AR K AL B IE g — i MR 1, HOXT
PO i BEA —E s A, C OB A (C-
reactive protein, CRP) I3 58 14 e v M i %% i g 2,
1 JH & 5 (High density liptein cholesterol, HDL-C )5
B FRIB TN S DK ML A RE SRR A A I AR O R
Y1, EIRFERR T A AT S LA SEE IR A (5
5 56 kA R 5 22 2 5 i 43 £5 (Left ventricular
ejection fraction, LVEF ) S 15 TR0 A/ {EL 4 ] ficf L 4%
T8, AWTFEE VO AR, B TE NI R 56354 A I
TR RS

1 ABSHE

1.1 — R

PEHL 2014 4F 1 H & 2019 4F 12 H AR B lig 1y
468 Bl FKFEAT AR B, AR JE 14 A AR HERE IR &
5ok Ik 185 5% 12 W S A5 A B I AS T B 4 Sl W 5 41
(n=31, A Fr N I Ae ) X BE 4 (n=437, TCHF Y 1ML
Fe) o GNABRUE - WIH S0 O S8 S0 5 25 903R T
RORAE, PR G MRS AT ARIGIT 5 i R e
BB I E W o HEBRARIE - A 1 R S
W s o I IR B A A S DB B A
FETERIE RGN s HAR IR DI RE 2 4 o
12 Fik

O3S FRFE AR 28 R B 1E T i A%,
2 FL N B K B b e 0 K E A 7 e DR FE R R

Thrombus precursor protein; Fibrin monomer; C -reactive protein; High density

AR g A B B |0 T B A1 100 1k R AR
HIMIE I 5 Jik 45 17 AR Bl R 1A SMIE P8 e K R L 3R
BRIk S 1 h T DMK 7R 0.4 mL(J R
F) 1V RIA, FESEL 25 3 ds RJEH LR S OB
NIRRT o @M SR BRASIN 7 AR RT ARJF 1.7 d
2SN, R HAEPUEE LA B EUR R DK I 2 mL, 2
O CEAR 10 ecm, ¥ 3 3 500 r/min, B8] 10 min) , %
£ BRI, R FFERRHE YR TR W] TPP
it EB G 28 3R 0] &0 TPP /KSF- >R F b 50 SR 57
A BRA 7] FM g Ll 3857 & FM K-, JR 2R
AR B3 A7 BR A ] CRP A3 155 5 Eb il 3857
£ CRP /K-, 1ifE B B ARKAF B 2E R 2247 BR A 7
HDL-C [k G2 307 £ HDL-C 7K - ; LVEF £l
K% DC-N2S RUE (6 225§ 7 K 2
1.3 Giile#abs

KRS 20 SPSS 19.0 Zb A , HE0s R
Phn(%) 3 2R 2 e, RGO (o) AR,
2R ) FL R AR ST AREAR ¢ K56 ; Pearson  Logistic [F] 15
TR TR BRI OC R 5 A2 0H TAERMIEZ: (ROC) 4
Mriisihe. P<0.05 MZESAGHEE L,

2 #R
2.1 TR L
WL 20 55 %) BE 2H 4 R 9% . HDL-C A0 A kb

B, EZSHGIFE N (P<0.05), WLFE1,
2.2 4 TPP.FM ,CRP/HDL-C .LVEF %

P 4] TPP.FM,CRP/HDL-C ,LVEF K HFijX} It ,
ZERIGIFE L (P>0.05) ; SARATHIEL , MR G
1.7 d TPP.FM #J g 2 %1% , AJ5 1 d CRP/HDL-C .
LVEF #) 3 F+ &, X B4i R J5 7 d TPP . FM ,CRP/
HDL-CX FARJ5 1d, WA ARG 7d TPP.FM,
CRP/HDL-C |7 T A5 1 d(P<0.05) ; WELH A 5
1.7 d TPP .FM ,CRP/HDL-C /& T X} B84 , LVEF 1%
TXTHRA, 2R A2 L (P<0.05), W2,
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®1 AARKFBIILE [(n(%), (x£s) ]
Table 1 Comparison of clinical data between the two groups
[n(%),(x£5)]
WL

X 4

Bkt (n=31) (n=az7) Ul PIA
(D) 60.84+10.03  61.52+11.28  0.327 0.744
(B ) 16/15 224/213 0.002 0.970
M A (kg/m?) 24.15+2.24  24.06£1.97  0.244 0.808
el 26(83.87)  371(84.90) 0.011 0.916
W2 S sk 14(45.16)  192(43.94)  0.018 0.894
WEAE 5B

BE R 9(29.03) 43(9.84)  8.940 0.003
155 I 4(12.90) 50(11.44)  0.002 0.964
B BT 12(38.71)  175(40.05)  0.022 0.883
b = HER T 10(32.26)  135(30.89)  0.025 0.874
RN E TS 8(2581) 116(2654)  0.008 0.928
HDL-C [#A% 6(19.35) 27(6.18) 5.789 0.016
e kA B AR AL
F=873 10(32.26)  134(30.66) .
P 21(67.74)  303(69.34) 0.035 0.853
BAE M
PN 23(74.19)  327(74.83)  0.006 0.937
AL N BN kAR 9(29.03)  122(27.92) 0.018 0.894
ez ki 5(16.13) 65(14.87)  0.005 0.943
A 5(16.13) 65(14.87)
WL 12(38.71)  170(38.90) 0.147 0.883
ES3 14(45.16)  202(46.22)

2.3 TPP.FM.CRPHDL-C 5 LVEF K& %
Pearson H K PE AT 45 . RJ5 1 d TPP (r=—
0.585, P<0.001) . FM (r=-0.578, P<0.001) . CRP/
HDL-C (r=—0.588, P<0.001) 5 A J5 1 d LVEF &1
MK, RJG 7 d TPP(r=-0.594, P<0.001) .FM (r=—
0.577, P<0.001) .CRP/HDL-C (r=-0.541, P<0.001)
5ARJG57dLVEF 25, WK 1.
2.4 MrNIeeETE i) Logistic [MIH 5 FE L R R 44T
AES5AT Logistic AR DI A IR & BIE K
SRR g WA 0=TC MR , 1=A5 M4 , 49 AHE PRI |
HDL-C [#{i% . RJ5 1.7 d TPP.FM.CRP/HDL-C £}
H A5, ¥ AR5 1.7 d TPP.FM,CRP/HDL-C jE£57%
L, BEWNALLIERZ b — s s, 45
7, BEIRI% HDL-C [F%AIK R J5 1.7 d TPP.FM,CRP/
HDL-C ¥ 5N IIATE A (P<0.05) . T3 3,

%2 W TPP.FM.CRP/HDL-C.LVEF KRBT LLER (x+s)
Table 2 Comparison of TPP, FM, CRP/HDL-C, LVEF

between the two groups (v +s)

bR a0 fEe R ARJF1d  ARiF7d
TPP(mg/L) WEE4l 31  18.16+5.05 13.14+3.06 14.05+2.77
KWEZH 437 17.89+4.92 10.35%2.59  4.89+1.02
18 0.295 5.723 40.684
P 0.768 <0.001 <0.001
FM(mg/L) M4l 31 19.86x4.19 10.14+2.50 11.84+2.13
XHRZH 437 20.03+5.26 8.66x1.99  5.11x1.04
{8 0.176 3.929 31.708
P1E 0.860 <0.001 <0.001
(CRP/HDL'C WELH 31 7.97+2.34 12.68+1.95 14.59+2.11
mg/mmoL.)
MR 437 8.0522.57 10.45+2.06 6.81+2.24
1 0.168 5.844 18.755
P{H 0.866 <0.001 <0.001
LVEF(%) W40 31 44.62+5.17 46.22+4.98 55.05+5.14
XHURZ] 437 45.03+4.85 49.16+3.57 58.77+5.03
tHH 0.453 4.273 3.973
P{d 0.651 <0.001 <0.001
2.5 TR P IR TR B A

221 ROC #h £k, 45 5 B /" RJ5 7 d TPP .FM ,
CRP/HDL-C T30 #5 PN 144 JE 5L A AUC K T X i
R ARG 1 d W AUC, HR 5 7 d TPP .FM , CRP/
HDL-C Tl N eI 8 AUC, L3k 4.

3 it

AR ZARE ETE T AR S 2 R,
SRR AR B RN S BRI A AR S e
FEIRIT FBZ — R BRI | E s O LR
M EEACRES A IEARA ROE BRIk e 2 7 2 2

VAR AR WA BF 9L 48 L, 560 B 3 Tl ks
AR5 15 5 9 5 A8 B AR 248 L TR KT SR A
A L ARBFIEBRAS BTG 5 R eI 7 55
[Kl % 4} , HDL-C F#AX 434 . TPP .FM ,CRP/HDL-C
LVEF ¥ B & 25, % WE o N i I & £ 5
i) | 22 5 it AR FH 0 245 S8 it 98 e B, 760 L
Yt , TPP WE(E B[R 25 bric ) . 2~4 b, AWF5E
S5 RPN LT RE S S50 N AR TR B & A kg it
P FM & —FpsE I 2 2 (1, 1 51 S0 S I
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Figure 1 The relationship between related indicators and LVEF
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Table 3 Logistic regression equation analysis of factors affecting intra-bridge thrombosis

AL ES it B SE Wald/y* {4 OR 1 95%CI P1H

Wi R Ja 1 1.000
el 2 0.272 0.085 10.205 1.312 1.156~1.489 <0.001

HDL-C [&A% & 1 1.000
2 2 0.362 0.096 14.216 1.436 1.365~1.511 <0.001

ARJ51dTPP & FH41E 1 1.000
=T 2 0.959 0.254 14.260 2.609 2.336~2.915 <0.001

RJ51dFM K FH1E 1 1.000
= THME 2 0.526 0.156 11.381 1.693 1.597~1.794 <0.001

AJ5 1 d CRP/HDL-C K FH1E 1 1.000
=T 2 0.443 0.134 10.906 1.557 1.268~1.911 <0.001

ARJF 7 d TPP fRFIME 1 1.000
= FEE 2 1.196 0.288 17.246 3.307 2.987~3.661 <0.001

ARJG 7dFM K FH41E 1 1.000
& T 2 0.655 0.186 12.398 1.925 1.798~2.061 <0.001

ARJ5F 7 d CRP/HDL-C I FHME 1 1.000
T 2 0.697 0.206 11.432 2.007 1.710~2.355 <0.001

R4 ROCHMER
Table 4 ROC analysis results
Eisan AUC 95%CI cut-off {f HURE (%) FRRE(%) Pd

ARJF1d TPP 0.734 0.663~0.798 >12.33 mg/L 54.84 80.14 <0.001
FM 0.761 0.691~0.821 <10.89 mg/L 67.74 73.29 <0.001
CRP/HDL-C 0.782 0.714~0.841 >11.62 mg/mmoL 80.65 69.18 <0.001
KF7d TPP 0.848 0.786~0.897 >9.74 mg/L 74.19 88.36 <0.001
FM 0.833 0.770~0.885 >8.37 mg/L 70.97 80.82 <0.001
CRP/HDL-C 0.829 0.766~0.882 >11.22 mg/mmoL 80.65 7945 <0.001

L JC FM (778 , (HBE I 28 BE 45 38005 I , 78 58
WiV JT R AT TG A B FML, HL KO8 4k 5 88 1l 3%
PESRE 2 IEA O™ . AHFIE & B, AR5 P 4L v
FM 7K-E SR, R RE -5 07 I 28 B WU BT A ok,
EER A ARG 7 d A5 52 T i B A R SR J5 B Y Il
FIE R P REAEAE i SRR RS BRAlBUBCHe 4
BINAY T MEA AR .

I8 T 585 LR EE I | 5 4 F2 1 55 2 4> 3
AR G, 0, BT E AR LR A AR AR LR
FHPEAERLAE" . CRP 2 5 ZAE 4 7, 4F R Atk
1R s 2 7 M R P e M S R T
R, 2 2 B KA s P 2 B M A I A T ok 1) TR
T, A F 2R MY BUAH C 235 , Tfif HDL-C
A3 S PR PR BT AL |35 FE S R ]
RS PN B AR A7 55 22 BAIL ] & F5 40 o Ik ot 5 s A8
VER . 5T LRAF5E , A3 52°4% CRP/HDL-C fE
J BT AR LZE S PR SR K FE B AR S5 HE A I
CRP .HDL-C /K P28 fk , A 5L 24t X R B 7R B A
AT HRAE RO R IR (5 A5 R AE , A7 B TR FH I K 2=
Ui £ 29 18 DA ME R 1, 25 SR R B, R 5 X R A
CRP/HDL-C &30 — i 1 T & , 1 W4 4 52 Fp S T

RS, A M 32 I HDL-C 15 3t 3l ik ks k1
TEREEE A, B AN A AR AR A, R RS I A
PEREARARZS , 107 CRP AR & M K32 1 i A 5+
B AR AL L S DR 2R TS ALK R E 2 R R I K F
FELE T, R AF] Jonn AIL A B8 I 5 A AV L Y
ik, gk sg o L A ARG . RIS 7 d TPP,
FM . CRP/HDL-C i A P IfiL #7119 AUC 25K
T 0.800, 47 — & M TN (8 o (HASHIF 53 T 356 995 191)
A B MRS B A D, RJS 7 d TPP.FM .
CRP/HDL-C % e Ik 42 #7 A J5 M A I A I i 1) 3 1)
a7 B SRR T Re 4R SLR 5%

Zi | Al 41, TPP . FM . CRP/HDL-C & & 2 i ik
FEM A G B N IR TR J sy fa B R &R, HAR S
AN TR B[] K S22 46 50 T BEOC R T, X N
I T B EAT — 2 T 1A

Sk

(1] X6 RS, ik R, 45 | 508 kB 25 12 15 o) 5ed ok 4 4 A v
K B ik i 9 A2 A i g2 ma [T, #Ral B2 de ik, 2016, 16
(4):474-476+482.

(2] v, FERR A, i, 55 . ARIROMIBIR LR Sk S5 RS A AR v
RIF DR FBOC g Ik PR (T 485 452 )



TR ST 4eE 2021463 1 45134 4531 J Mol Diagn Ther, March 2021, Vol. 13 No. 3

© 449 -
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(# ZE] BE RIS PR R R 0 ARG 45 4G 3w 1T SR B A AR R T TR
EAEYE . Frik 244 B2 WA T IS HE AT 17 e e £ 110 1 280 M 20, A6 U 2 2P AR v A 1] BB AT 7T gyrA
DAL s R R 25 47 G Y Asn87 (NBTK) L Asp91 (DO1G/Y/N ) 57543 5 il 23s rRNA FE[H |- 35 4 85 K i 25
AARAY A2142G . A2143G 257 15, L CYP2C19 |5 PPI AR X A 45 37 B K 2C19%2,2C19%3 58745
N7 A5, o R G 000 4% SR w5 T R e r B 2 I R A Ry R R T 24 5 PP 24 4 AR T 1 43 Dy R R 2 2
(EM) AR L (IM) RS54 78 (PM) ;5 45 ARG 45 S 45 7 | 1 1B ol A 7 DU AR BRIE 97, IR 4T
RERR, R 244 FI A 63 FIXT 5T R 2, i 25 5% 25.80% (63/244.) , Horp 22 S 50 B A s b8 %
it 25 2R 1M 245 R 2.86% ( 7/244.) F1 20.49% (50/244.) , W5 # WM 255 2.45% (6/244) o 244 ] 1146 H CYP2C19
A 242 41 (99.18% ) , Hor EM . IM . PM 73 Jill /Y 40.08% (97/242) | 58.26% (141/242) F1 1.65% (4/
242) o 242 K I 25 S B S8 A AR A0 G T 45 SR 45 7 e 1 TSR T BRI AR G < DU BR "3BT, 240 61158 AT
WIRAR R 155 91.67% . EM . IM .PM (AR R 2531124 89.58% . 92.86% Fil 100% , 25 55 T4 112% 3 L (P>
0.05), & FIIALIEFE R H AR RES IR IHE AL HERR 19 CYP2C19 AR SRR we 7 85 R | 22 S 0D B2 i
2100, 48 I K FH 25, AT B i R B A

[RBIR] WA ATALESE DR i BOR 5 CYP2C19 JE R 2251 5 it 24 5 MAfkinyr

Clinical research on the guidance of individualized treatment of Helicobacter pylori based
on visual gene chip technology

YANG Lili, ZOU Ao, WU Huihua, GUO Hai, ZHANG Fangting, ZOU Bing, WANG Junping*
(Department of Gastroenterology, Peking University Shenzhen Hospital, Shenzhen, Guangdong, China,
518036)

[ABSTRACT] Objective To use visual gene chip detection technology to guide the “individualized”
treatment of Helicobacter pylori and to evaluate its superiority. Methods Gastric mucosal tissues were
collected from 244 patients with initial diagnosis of H. pylori infection. The levofloxacin resistance related
Asn87 and Asp91 mutations in gyrA gene, clarithromycin resistance related A2142G and A2143G mutations in
23S rRNA gene and PPI metabolism related allele CYP2C19*2 and CYP2C19*3 mutations in CYP2C19 gene
were detected. According to the detection results, the sensitivity of levofloxacin and clarithromycin was
divided into the sensitivity and resistance groups. The metabolic activities of PPI drugs were divided into three
types: extended metabolizer (EM) , intermediate metabolizer (IM) and poor metabolizer (PM). A 14-day
bismuth quadruple therapy regimen guided by antibiotic resistance and CYP2C19 polymorphism testing was
implemented for H. pylori eradication. Primary H. pylori eradication rate was assessed 4 weeks after the
eradication therapy. Results Antibiotic resistance was identified in 63 (25.82% ) patients, of whom, 50

(20.49% ) were resistant to clarithromycin, 7 (2.86% ) were resistant to levofloxacin only, and 6 (2.45% )

K AR B ORI A HE R A LR B (JCYJ20150403091443320)
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were dual resistant to clarithromycin and levofloxacin. The phenotype frequencies of EM, IM, and PM were

40.08% , 58.26% , and 1.65% , respectively. Of 242 patients receiving personalized quadruple therapy, 240

were compliant with the 14-day therapy. H. pylori eradication was achieved in 220 patients, resulting in an

overall eradication rate of 91.67% . The eradication rates of EM, IM and PM were 89.58% |,

100% , respectively, and the difference was not statistically significant (P>0.05). Conclusions

92.86% and
Compared

with traditional detection methods, visual gene chip technology can provide accurate metabolic type of

CYP2C19 and clarithromycin and levofloxacin resistance at the same time, guide clinical medication, and has

good clinical application value.
[KEY WORDS]
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Table 1 H.pylori antibiotic resistance test results [ (%) ]

SRS AR e En A B2
Asn87 5(2.04)
Asp9l 2(0.82)
A2142G 18(7.37)
A2143G 32(13.12)
Asn87 ,A2142G 2(0.82)
Asn87 ,A2143G 3(1.22)
Asn91 . A2143G 1(0.41)
&t 7(2.86) 50(20.49) 6(2.45)
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Table 2 Distribution statistics of CYP2C19 gene
polymorphism [ (%) ]

Fe R 5, sRRAIEM R M 5540 PM
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Table 3 Comparison of eradication rate of H.pylori in

different metabolic types
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3 iTig

SEBRAER 1 —2F (9 N D AEAE Hopylori &, iT
SRR TR A e R AR AE TR A fEX s
YL E 2y 15%~20% KA AT , 20 5% Kk A=
B OWE e (B OMALT e ™, B, i T
U Z 25 5 77 A2 DL K CYP2C19 Ry LI £ 75
P 5 35 Hp AR B 58 00k B AL, AR ke i PRI ¥
P B LI K REASAIF 5t 8 s A v = B0 7 I AR o 3
TEART 80 % I FRARE R .

T AR R TR [ Hepylori X 22 S0 S V0 B2 R v 4 %
R 2 AW T, i — LSRR B,
H.pylori X} 52§ %5 28 1 A2 S V0 2L 19 it 245 2% 43 )
M 20.8% F1 8.9% ; ELit 25 R B4 T, ABESE
7, Hopylori X} 5e i8¢ 3R N 22.95% , 5 [& ] A -
BIKF-AHT o AR T [ 27 v i ] AT 1 J e Ak
PRS2 v R R 255 >15% , 3 & e hir
HE WIRTT 7 BN T 2 R
TE) IR HLIX , Hopylori AR 5 & 4535 H va b 55
R, BT 5P . ARSI, 22 AR
70 I 25 AN 5.33% , W BAR T E P A2 1
&, WOHE AR A2 A TR AR A b X AR R Hopylori
BIT TR E Y.

H.pylori #F% 77 €3 & 47 PPL "', PPIfEARBR
H.pylori JA¥7 H 9 2= 224 A2 0/ B v B 2B
F,IFBEE A A PRI R B A R AR AR
W AE J1 . PPL & I IE CYP450 fif§ () CYP2C19,
CYP3A4 X i , H v cyp2c1o &2 = S /E .
CYP2C19 ff #£ Z Fl 58 A& 5 i & B, H
CYP2C19%2 Fl CYP2C19 *3 J& L) R fift 4 2 o JL A
PIRE I B CYP2C19 il i P A BRI 2 58 42t 2k, iR
P CYP2C19 FEH 2 8453 4 : EM (IM Hl PM = Ff
FH H 25 HE 1 R B EM>IM>PM, PM A
PRI Z5 AT RE ) d5c 55 IR N 2 Dk B v o TETE
PAHE R, CYP2C19 JE (K AU 32 28 EM 54 % TM Al
DA PM B Ll b AP AR
RIS e —E . ANFE PPL2Z CYP2C19 521
VEFREEANTA] . B IEhime  PEFCH e Al 22 R prmk 3
B2 CYP2C19 AR, Hox =2l sz CYP2C19 & A
ZSPER M EOR , TEALER Heopylori VA 97 SUR A7 AE
B AR 22 5. UL, 76 EM LR IM 7Y 2 v
ANEBGX = Fh 245 H1 T Hopylori HERIGYT . 75 DL Himk
FA RS AR R I P 5008 1% (0 2R 4R/



- 452 - TR SIEIT Ak

20214E3 H 13 4%

3 T Mol Diagn Ther, March 2021, Vol. 13 No. 3

R, i H 32 CYP2C19 £E K £ S M5 mi dg /N
XFF EM BN IM & 28 5 % B %2 CYP2C19 R £
APERZ MBI TR DUREmE 1 PM ZR 25 A QI | 1
2R, U6 FH G e B T Hopylori HRIBIAYT

AW 5T 45 J s CYP2C19 3[R &2 285 1 g il
FE 1E FH A 38 /9 PP, i /> PPI 76 MR % H.pylori 157
HRAEAE R 22 53, BB B {2 2 5 Hopylori R BR AL
W AWETE S5 R R AR A Hopylori MR BR A7 1]
RE S A R e A AT R A BIR YT i

FEPRS R B AR AT A [ s A 7 3 PR 22457 0 1Y)
ZAMES TR BB, HA (R B R R
AT SRR . 2R R B S A 4
ARIEAN Hopylori HrA: K2R 1) & . bk
TSN T — P T[] ARG A [ R AT R s A A
SRR E T 25 CYP2C19 3L 28 SL RS H
T IE P LA 3 5 AR S P R, 45 SR et L
¥ AWFFER A T M ARTS SR EFT Hopylori
AT U TR AT RCR  (EAIG R

5% 3Hk
[1] Hosseini E, Poursina F, de Wiele TV, et al.

pylori in Iran: a systematic review on the association of geno-

Helicobacter

types and gastroduodenal diseases [J]. J Res Med Sci, 2012,
17(3):280-292.

(2] XIS, W55, BRAT, 55 . 5RO Uk 4 [l A | IR A F e e e Ak
PR (1], Al fb e, 2012, 32(10) :655-661.

(3] EFH, ¥, BB . T E r ] RFF G 0 UK 5 B
[1]. B M= 2%, 2017,26(6) : 640-643.

[4]  Xue Y, Feng H, ZhouLY, et al. Analysis of related factors

[12]

[13]

[14]

[15]

[16]

of H.Pylori eradication therapy eficiency [J]. Chin J Pract Int
Med, 2012,14(4):333.

Strom CM, Goos D, Crossley B, et al. Testing for variants in
CYP2C19: population frequencies and testing experience in a
clinical laboratory[J ]. Genet Med, 2012,14.(1) :95-100.

Nagy P, Johansson S, Molloy-Bland M. Systematic review
of time trends in the prevalence of Helicobacter pylori infec-
tion in China and the USA [J]. Gut Pathog, 2016,8:8.
Sugano K. Screening of gastric cancer in Asia [J]. Best Pract
Res Clin Gastroenterol, 2015,29(6) : 895-905.

Zhang YX, Zhou LY, Song ZQ, et al. Primary antibiotic re-
sistance of Helicobacter pylori strains isolated from patients
with dyspeptic symptoms in Beijing: a prospective serial
study [J]. World J Gastroenterol, 2015,21(9) : 2786-2792.
h— L, TR, ERH, 55 [ e TR B T 245 15 L
FELI]. B R 22555, 2017,26(6) : 664-668.
Graham DY, Laine L. The Toronto Helicobacter pylori Con-
sensus in Context [J]. Gastroenterology, 2016,151(1):9-12.
Malfertheiner P, Megraud F, O’Morain CA, et al. Manage-
ment of Helicobacter pylori infection - the Maastricht V/Flor-
ence Consensus Report [J]. Gut, 2017,66(1) :6-30.

Gisbert JP. Potent gastric acid inhibition in Helicobacter pylo-
ri eradication [J]. Drugs, 2005,65(Suppl 1) : 83-96.

Kuo CH, Lu CY, Shih HY, et al. CYP2C19 polymorphism
influences Helicobacter pylori eradication [T]. World J Gas-
troenterol , 2014.,20 (43) : 16029-36.

Gardiner SJ, Begg EJ. Pharmacogenetics, drug-metabolizing
enzymes, and clinical practice [J]. Pharmacol Rev, 2006, 58
(3): 521-90.

AR B, PG TR A R 2 MR
T2 D] 2 Ti2Er 57, 2015,7(2)132-139.
W, XV BLER BT, 45 T AT R P PR R AR A 1
IVERAT TR AL 25 IRy 7 AR G R [T ], i [ A=) T
ek, 2013,33(4):92.

(L% 448 )

BCRLT ] AR OIS, 2019,21(10):1050-1053.

(3] KM, FETToR, %, 45 . SF 48 (AR FN D- IR IR A
T 28 AP435 T R RS TR Ik I T v 1 ) A
fET]. BEMERT A%, 2019,18(8) : 827-830.

(4] M, A PRF4F, 55 . % R 4R 1 BORE L C S 2R
F 7 RO 5 I 2 R R s TR PP I PR S LT L S
BEgRiER, 2019,35(12) :1920-1925.

(5] $EERZ, TROR)AHKBE, 45 . Stk sh ik i iz F AR 5 0 &
S ES G e 1], hE P ES &2 E, 2020,
40(11) :1298-1307.

(6] BRZEWG, Z235 . AR K5 AT AR 5600 955 28 3 ' T A S0
UIRemsZm [T ], I RO B P2k, 2018,24(6) :48-52.

(7] X520, DRs, w058, & AT 3R Tk 3h koK ke
B AL O RS 2 A B TR R R A B [ ). AR T S 2,

[10]

[11]

[12]

2020,46(3) : 200-293.

R, B, S A S DR B KSR A AR S B AR I
WY IR K R R A [T]. T EPE R R i, 2017,32(2)
128-131.

I . ACS f3% TpP,sCD163 K T4k 5 5e ks A8 ™ AR 1
PRSI ]. B4R RAIFSE , 2019,36(11) :2254-2256.
Rivera-Caravaca JM, Rolddn V, Romera M, et al. Soluble Fi-
brin Monomer Complex and Prediction of Cardiovascular
Events in Atrial Fibrillation: The Observational Murcia Atrial
Fibrillation Project[J]. J Gen Intern Med, 2018,33(6):847-854.
Gupta N, Zhao YY, Evans CE.The stimulation of thrombosis
by hypoxial J]. Thromb Res, 2019,181(1) :77-83.

Mt K . shlikits kemgfk 3480 Lp(a) , hs-CRP, D-Dimer A
IR LT]. i E 92 e, 2018,22(7):1168-1169.



TR ST 4eE 2021463 1 45134 4531 J Mol Diagn Ther, March 2021, Vol. 13 No. 3

© 453 -
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Bk EAmy AR

[ ZE] BE FRILEEKSMEHE T-15(GDF-15) | Al AR K ik 3L 2 245 14 (sST2) 5
PR ) 08 SR O D RE AR SV B U (PPN B . AR I 2017 4F 5 H % 2020 4F 5 A AR
YA 1 CHF £ 146 il AT TE A o o B BRCR)HA (AR () £ B N 52 51 % BR A, L4 3 41 7F IfiL ¥ GDF-15 ,sST2
HILIRER 25, I IR A Se A, Bl U IF 5T 4L TR A5 B, 40 I GDF-15 . sST2 X #5 P74k A4
fi. &% IV CHF B4 1% GDF-15.sST2 7K f- \LAD .LVEDD> Il 2> Il £%>%} 41 (P<0.05) , LVEF
V<l o< [ <Xl BEAH , 25 54 Hi it X (P<0.05) ; 1L GDF-15.sST2 5 LAD .LVEDD f£1E i 3 1F
AHX, (P<0.05) , 5 LVEF 2 i 2 1A 5 (P<0.05) ,ROC #1Z 43 #7 7 , 13 GDF-15 . sST2 7K F-% CHF #
FH UG A R TIEF AUC 28 0.946 ,0.954, IR A T AUC 4 0.965, £5i8 1210 ) 58 8 £ 1 i
GDF-15 . sST2 7K V- B0 T2 B e it vy, ELAT 28 s T00 i T 10 {1, LD 45 T 000 e oy 1 B -

[Eg3A]  1BM0 )1 W GDF-15; sST2; (L IIfkE; s

Correlation between serum GDF-15.sST2 and cardiac function in patients with chronic

heart failure and evaluation of prognosis

DUAN Honggiang'*, YAN Peng', QI Na’

(1. The First Affiliated Hospital of Henan University of Science and Technology , Department of Cardiovascu-
lar Medicine, Luoyang, Henan, China, 471000; 2. Department of Endocrinology, The First Affiliated Hospi-
tal of Henan University of Science and Technology, Luoyang, Henan, China, 471000 )

[ABSTRACT] Objective To explore the correlation between serum GDF-15,sST2 and cardiac func-
tion in patients with chronic heart failure (CHF) and evaluate the prognosis. Methods A retrospective study
of 146 patients with CHF admitted to our hospital from May 2017 to May 2020 was conducted. In addition, 52
healthy people in the control group who underwent physical examination during the same period were selected
to observe the difference between the two groups in serum GDF-15, sST2 and cardiac function, and perform
correlation analysis. The prognostic status of the study group was followed up, and the prognostic value of se-
rum GDF-15 and sST2 was analyzed. Results Serum GDF-15.sST2 levels, LAD,LVEDD > grade Il >
grade Il > the control group (PLAD ,LVEDD>0.05), LVEF IV<II <II <the control group, the difference was
statistically significant (P<0.05). There was a significant positive correlation between serum GDF-15 . sST2
and LAD \LVEDD (P<0.05), and significant negative correlation with LVEF (P<0.05). ROC curve analysis
shows that the AUC of serum GDF-15.sST2 levels to predict poor prognosis in CHF patients was 0.946 and
0.954, the combination of the two was 0.965. Conclusion The serum GDF-15.sST2 levels in patients with
chronic heart failure increase with the degree of heart failure, which has a higher prognostic value, and the
combined prediction accuracy is better.

[KEY WORDS] Chronic heart failure; GDF-15; SST2; Cardiac function; Prognosis
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O N TR DI RENES , NI | A0 1588, 8t
71550 (chmnic hean failure, CHF) 2.0 1 5508 [ 45742
FEAEIRAS , Pl 22 , ARG . IR I
TR RE RS I B 2B, BT, K126 CHF
TR A I A RRAR AR R S O S B R 2 (LG B A
Gy 3% BRI RO PERE ], Bl A kIl RS Wk
SEHANE, TR I R AT TR BRI R S A A
W% Bl CHF o 1 DAl S5 U5 HIMr . A iFFEER
H K446 A - 15 (growth differentiation factor -15,
GDF-15) &AL+ B RGN — 51, 2 5.0 8 5IH
Rt AR X S A 25 S PR TR T HA AR
s al s A R A 56 2 3 M (soluble growth
STimulation expressed gene 2,sST2) & 40l 1
ZAKIToll BEAZ BB SR B LA , 7 CHEF Jg BEBL A 1o
FRAFEEEAE R, o W T 0o WL L 670 Ao e 2 s
Y, HAT, IERA CI03E GDF-15,sST2 5 CHF f
HLYIRE USRS M, BT I, A S B AR I
GDF-15,sST2 518 1.0 J 35 [ D I RER AR SR
R SO S PG . PR AT .

1 ARSI

1.1 — ek

PEHL 2017 4E 5 H & 2020 4F 5 A 7 B IiE 1
CHF £ 146 9 it 41, 534k 85 451 2otk 61 9], F-
A (57.22210.13) %, SR < 5600995 40 ) 3
SO L35 B A O LR 39 191 | e Il UG
320, OHEINRE S T2 58 491 . M % 51 41 IV 2%
37 T e HRIR] AR () fEE Rl N 52 il R4 . B
PE 33 i 2o 19 1], P-4 (56.54+10.08) %, P
TR LLE, 22 S G2 L (P>0.05) . JIF
B BE MR R G HA 8 R A, AR AT
B OF/REHEE F )T e i Aehnif

PAFRUE : OLHREIS W2 2O 5k
B HEBRPRUE : OIRIRTERA 2 B O/ I
YePEPI B s QG I I B i S b 0 i gg i
B ORI ReRE AT B ORI LI IO %,
1.2 ik

I3 GDF-15 . sST2 A5 « SR FH FH 156 528 W Fff
% (enzyme linked immunosorbent assay, ELIsA ) kil
I3 GDF-15sST2 7K, o #4742 FE AR 6
VLR T AR &t [ EE R PR A R A

OIIREFR AR : SR IR (0 22 W M 75 S, A3 N
2.0~4.0 MHz £ Il 2= 0> 57 N 4% (left atrial diameter,
LAD) | A0 % 47 7K A 2R N 1% (left ventricular end
diastolic diameter, LVEDD) . /0> & i il 43 %5 (left
ventricular ejection fraction, LVEF) & Il i< 2 i 4
2 B AR ] A T I 3 O, O 41 .

Bl U7 - 38 5 A S R R R O 2 A O
g vE B AT 6 N H BB YT 0 sk A R FE A
RAE B <O 7 5 I A BE 500 1A e
FET

DA% GDF-15 . sST2 /K- [l 19 32 £ 45 H 1 3
K& 10 BE T3 2 Ok - IR 5 =GDF-15+ (-
10.238)/(=0.016) *sST2, Gt 1143 #5 H 6 & 254 .
1.3 WEHEIR

OO PR I NYHA WFHE" T 9 1
G M VK, QMEEXT L4132 4 A b1 I
GDF-15,sST2 L IJREFE bR 25 57
1.4 SGeifepabsg

KRG8 F SPSS22.0 BEATALHE, H-#¥e ke
I n(%) 3R AT ks, THE TR (x +5) 2R 47
RS, 222 A A I 7 22 93 o ARG 20 Bk ]
Spearman 3 #7 . £ K % K H —.JC Logistic [7] 1443
Mt , T P4 R FH ROC iR 4B , il 26 1 AR
(AUC)P<0.05 A ZEFA G X,

2 #R

21 ASHZK N ST GDF-15,sST2 K- He 44
T 5% 40 £ 3 1fiL 75 GDF-15 . sST2 /K- i 2 /& F
XTHRZH , H V> 9> 11 9>x R, 22 A et
FEN(P<0.05), WFE1,
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Table 1 Comparative of Serum GDF-15,sST2 Levels

between the each groups (x+s)

WiH n GDF-15(pg/mL) sST2(ng/mL)
Wl 146 1349.19+137.25 1.19+0.35
1§23 58 831.45+126.23 0.51+0.16
% 51 1152.7+137.92 0.85+0.21
V& 37 1623.31+130.18 2.37+0.32
X 2 52 528.83+142.2 0.37+0.11
FiE - 277.848 238.977

P - 0.000 0.000

2.2 HUZK BT REFE AR H A

%5 41 LAD .LVEDD /K ~F- [t 45 : H IV 2> 1l 94>
Il 2>%F 841 ; LVEF W &I T X IR, 22 S A Geit
L (P<0.05), W2,
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R2 BREZWAROINEEEIRILEE (x25)
Table 2 Comparison of cardiac function indexes between

each groups (x+s)

WiH n LAD(mm) LVEDD(mm) LVEF(%)
WigEeH 146 46.21+7.51 66.13+10.73  46.72+11.88
I %% 58 44.61+6.85 56.14%5.86 54.365.75
1 %% 51 45.85+7.35 60.01+6.23 48.39+6.07
V& 37 46.87+7.55 65.10+5.91 44.57+5.98
YR 52 31.81+4.72 47.71+4.41 60.566.02
FiE - 0.669 15.690 13.846
P{H - 0.614 0.000 0.000

2.3 CHF#EHIM7E GDF-15.sST2 S5.0MRERAH G

Spearman A X 4 45 3L 1 R Il ¥ GDF- 15,
sST2 5 LAD .LVEDD {7 1£ i # 1E M1 5% , 55 LVEF
BB E A (P<0.05), WL#3.

F3 B0 NFIBESEMTE GDF-15.sST2 5 Ih R
liEEg s
Table 3 Correlation between serum GDF-15,sST2 and

cardiac function in patients with chronic heart failure

A i LAD LVEDD LVEF
GDEF-15 r 0.665 0.813 -0.571
Pl 0.000 0.000 0.000

sST2 r 1 0.598 0.777 -0.488
P 0.000 0.000 0.000

2.4 180Ty e B BTSSR
a6~ H B, 146 i) CHF B4, BiE A R
B 48(32.88% ) 19, (LFEFET- 6 B, FiABE 42 ], He
W TR 8 i M EBE 17 ] IV R 23 il
P2 B AR PR RIS L g, 22
SIGEFE X (P>0.05) B FE A K 4155 15
GDF-15.sST2 /K V-1 5 TG RiF4, 2 74

Beitei s L (P<0.05), W3 4.
2.5 1BV Ty B S Logistic [81H 704

DL TS AN B O D2 B (R : 0=, 1=757 ) ,
PL“IM % GDF-15.sST2 7K F-"h F A8 i, 44 A Logis-
tic [MH40#1. Z I F Logistic P19 HT 7w, IML7E
GDF-15,sST2 7K -3l CHF i3 HiJ5 AN K (1 AR ¢
SR 2 (P<0.05) , W3 5,

F5 EBHEOHRBEBREME Logistic BIF4 T
Table 5 Logistic regression analysis of prognosis of patients

with chronic heart failure

i:EN

¥ 95%CI P18

B S.E.  Wald H ¥ Exp(B)

GDF-15 -0.016 0.003 39.964 1
sST2 -10.238 1.729 35.041 1

0.984  0.979~0.989 0.000
0.000  0.000~0.001 0.000

2.6 75 GDF-15.sST2 7K K I 351 B 45 %) 12 P
O 71 v R LS AN R 0N

ROC [l £k 43 #r {8/ , PO I 1C & U AUC
0.965 , U 753N 89.6% .93.90% , ¥ L B —
FMAE R (P<0.05), WIE 1.6,

ROC (i

LT == e ke
Jij — GDFl5
0.8 — sST2
i WIA
]
el 0.6
= 04
0.2
0 0.2 0.4 0.6 0.8 1.0
1-H ikt
B 1 Mm% GDF-15.sST2 7k F & AT BE & X} CHF &
JEAR R ROC &k

Figure 1 Curve of predicting poor prognosis of CHF patients
with serum GDF-15.sST2 level and ROC combination

R4 BEARESTERFA—MBEMILE (%), (v£s)]
Table 4 Comparison of General Data of Prognostic Group and Prognostic Group [n(% ), (x+s) ]

LB ES BUE A B4 (n=48) UG KA (n=98) 2l P{H
AR (%) 56.83+4.53 58.85+8.55 1.217 0.225
HSICB ) 25(52.08)/23(47.92) 60(61.22)/38(38.78) 1.107 0.293
SRS RN 12(25.00) 28(28.57)
f}f?ﬁ‘t@gﬁﬂ 13(27.08) 22(22.45) 0515 0473
RS PEC L 11(22.92) 28(28.57)
o IR o 95 12(25.00) 20(20.41)
GDF-15(pg/mL) 1531.54+126.31 1223.34+130.28 13.562 0.000
sST2(ng/mL) 1.81+0.25 1.24+0.22 14.054 0.000

%* 6 IiEF GDF-15.sST2 7K F K A I E & 33 CHF EEFE A R N ME

Table 6 Prognostic value of serum GDF-15,sST2 level and two combinations in CHF patients

5 = AUC S.E. PAE 95%CI cut-off { HURIE (%) BRI (%) B R
GDF-15 0.946 0.019 0.000 0.909~0.982 1397.895 91.7 92.9 0.846
sST2 0.954 0.018 0.000 0.917~0.990 1.48 91.7 90.8 0.825
PS4 0.965 0.015 0.000 0.935~0.995 2442.4269 89.6 93.9 0.835
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P SN 73.58% . 78.26% . 72.29% , A HIIALIE SCC-Ag F1 SUVmax 53 BT B S5 e 8 25 IE L RL 1Y
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Diagnostic value of 18F-FDG PETCT combined with serum SCC-Ag for retroperitoneal

lymph node metastasis of cervical squamous cell carcinoma

HAN Chao', WANG Chaodong®, ZHAO Baogiong', KANG Wenwen', CHAI Lijuan', HE Fei’*

(1. Department of Radiology, General Hospital of Pingmei Shenma Medical Group, Pingdingshan, Henan,
China, 467000; 2. Department of Nuclear Medicine, General Hospital of Pingmei Shenma Medical Group,
Pingdingshan, Henan, China, 467000; 3. Department of Gynaecology and Obstetrics, General Hospital of
Pingmei Shenma Medical Group, Pingdingshan, Henan, China, 467000)

[ABSTRACT] Objective To study the diagnostic value of "“F-fluorodeoxygiucose positron emission
computed tomography (F-FDG PET-CT) combined with serum squamous cell carcinoma antigen (SCC-Ag)
for retroperitoneal lymph node metastasis in patients with cervical squamous cell carcinoma (CSCC ). Methods

The clinical data of 106 CSCC patients who were admitted to the hospital from September 2018 to October
2020 were retrospectively analyzed. According to postoperative pathological results, they were divided into me-
tastasis group (n=23) and non-metastasis group (n=83). The preoperative level of serum SCC-Ag and “F-
FDG PET-CT examination in each group were compared. The diagnostic efficiency of “F-FDG PET-CT and
SCC-Ag for retroperitoneal lymph node metastasis was evaluated by receiver operator characteristic (ROC)

curves. Results The preoperative level of serum SCC-Ag and the maximum standardized uptake value (SUV-
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max ) in metastasis group were significantly higher than those in non-metastasis group (P<0.05). Taking preop-
erative serum SCC-Ag > 3.61 pg/L as the cut-off value, the area under the ROC curve (AUC) was 0.806. 36
cases of cervical squamous cell carcinoma patients with peritoneal metastasis and 70 cases of cervical squamous
cell carcinoma without peritoneal metastasis were diagnosed. The accuracy, sensitivity and specificity of SCC-
Ag assessment were 74.53% , 69.57% and 75.90% , respectively. Taking preoperative SUVmax > 12.08 as the
cut-off value, the AUC was 0.729. 41 cases of cervical squamous cell carcinoma with peritoneal metastasis and
65 cases of cervical squamous cell carcinoma without peritoneal metastasis were diagnosed. The accuracy, sen-
sitivity and specificity of “F-FDG PET-CT assessment were 73.58%, 78.26% and 72.29%. The accuracy, sensi-
tivity and specificity of preoperative serum SCC-Ag combined with SUVmax (tandem way ) for evaluating peri-
toneal metastasis were 82.08% , 82.61% and 81.93%. Conclusion Preoperative "F-FDG PET-CT examination
with SUVmax > 12.08 and serum SCC-Ag > 3.61 pg/L is the best in diagnosing patients with cervical squamous

cell carcinoma with retroperitoneal metastasis.The combination of the two can improve the diagnostic accuracy.

[KEY WORDS]

Positron emission tomography/computed tomography; Cervical squamous cell carci-

noma; Squamous cell carcinoma antigen ; Retroperitoneal lymph node metastasis
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Figure 1 ROC curves of serum SCC Ag and 18F-FDG
PET-CT in evaluating retroperitoneal lymph node metastasis

of cervical squamous cell carcinoma
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Table 3  Diagnostic efficiency of serum SCC Ag and
"F-FDG PET-CT for retroperitoneal lymph node metastasis

of cervical squamous cell carcinoma (% )

FH n  SCC-Ag(ng/L)  SUVmax GTV
Heral 23 3.87x0.55  12.58x1.08  18.97+3.72 WA W B S BB B
KR 83 3.2220.61 1141142 18.093.56 7% SCC-Ag 7453 6957 7590 4444 90.00
tH 4.614 3.358 1.039 YF-FDG PET-CT 73.58 7826 7229  43.90 92.31
P A <0.001 0.001 0.301 s 8208 8261 8193 5588 04.44

£2 I SCC-Ag F1 "F-FDG PET-CT #& 2 SUVmax 5B RMWE [1(%)]
Table 2 Comparison of SUVmax and pathological results between serum SCC Ag and 18F-FDG PET-CT [n(%) ]

— 135 SCC-Ag(pg/L) FE-FDG PET-CT SUVmax iISEs
>3.61 <3.61 >12.08 <12.08 % K
A 16(44.44) 7(10.00) 18(43.90) 5(7.69) 19(55.88) 4(5.56)
KEEREH 20(55.56) 63(90.00) 23(56.10) 60(92.31) 15(44.12) 68(94.44.)

&t 36 70

65 34 72
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NSE.TTF-1 }& Ki-67 S/ dif il B8 B ALY IR
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(8 ZE] BH WL ook RrEEEL (NSE) | HURBRE: 5 R F-1 (TTE-1) K Ki-67 76 /N i
i g8 1 4L rp ) 3R OKSF, IR T = S NNl B TS AT RN E R . AR HEI20154F 8
% 2018 4F 8 AR BE ISR 1 90 1l N g AR, AR 1M 3 NSE 4121 Ki-67 \TTF-1 Rk 0L, #1 =
HEHBUG MR, T = AR R LS 7 SO SR 520 . 28R /NN 4120 Ki-67 & TTF-1
FHYEZ NSE 263K 55 1 55 2 78.89% . 76.67% . 75.56% 90 {5l /N4 i fili i £ 3 2 4F AR A7 2R 24.44% (22/
90), TTF-1(FH4E) 5 NSE (R 283K ) (Ki-67 (B ) 235 (14 /N0 I il Jas FB A AR TR 0 &y, I IR 20 8 (32
W) AL R TTF-1 323k (BHPE) (NSE (513234 ) ] Ki-67 FR3A (BHY:) S 52 ma) /N 200 j fii s 78 25 1905 2
FERIST S b Bl 2 (P<0.05) o NSE IEH 3235 —Z by B F i 2 (DCR) & WL 1z % (ORR) BIL T NSE
SRR A5 A ST L(P<0.05)  TTE-1 BHE & Ki-67 BHE 24 —424kJ¥ DCR \ORR 4 7# T
TTE-1 K Ki-67 FtER KM B, 2 S A 528 L (P<0.05) . NSE(S#H 5 ) \TTF-1(BHMERE) & Ki-
67(PHIEZRIE) Y PFS .0S ¥ 3/ T NSE(IE &K ) [ TTF-1(JIM:3ik) Ki-67(BIHERR)FH, 255 A
BYit 5 L (P<0.05), 451 TTF-1.NSE & Ki-67 % /N B 104 % A= B AT i s 8 B /E ), Rl R
TAEH AT R AR A = BRI O, I S AR IEIT 28, LUK iR B A7 .
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Relationship between NSE, TTF-1, Ki-67 and the prognosis and chemotherapy response
in patients with small cell lung cancer

WANG Yisheng*, ZHANG Zhang, QIN Ling, SUN Lingling

(Department of Oncology, Wuhu Hospital of East China Normal University , Wuhu, Anhui, China, 241000)

[ABSTRACT] Objective To investigate the expression of neuron specific enolization (NSE), Thy-
roid transcription factor-1 (TTF-1) and Ki-67 in small cell lung cancer and to analyze the relationship between
three indicators and the prognosis and chemotherapy response in patients with small cell lung cancer. Meth-
ods The 90 patients with small cell carcinoma admitted to our hospital from August 2015 to August 2018
were selected to observe the expression of serum NSE and Ki-67 and TTF-1 in cancer tissues and explore the
correlation with the prognosis. The influence of the expression of three indicators on the response rate for che-
motherapy was also analyzed. Results The positive rates of Ki-67 and TTF-1 and the abnormal increasing
rate of NSE expression in small cell lung cancer tissues were 78.89%, 76.67% , and 75.56% , respectively (P<
0.05). The 2-year survival rate of 90 patients with small cell lung cancer was 24.44% (22/90), and the mortali-
ty of patients with TTF-1 (positive) , NSE (high expression) and Ki-67 (positive) expression was higher.
Clinical stage (extensive stage) , lymph node metastasis, TTF-1 expression (positive) , NSE (high expres-
sion) and Ki-67 expression (positive) were independent risk factors affecting the prognosis survival of patients

with small cell lung cancer (P<0.05). The DCR and ORR of the first-line chemotherapy of patients with nor-

AR A A 8 ARFF A2 B (1708085MH213)
Ve A5 A RIPSE K 3 G S B IR I B AL, S %, 4 241000
*ABAE A AR, E-mail : wys623928652@163.com

%
2t



- 462 - NTEWSIEITAGE 20214E3 - 45134 531 J Mol Diagn Ther, March 2021, Vol. 13 No. 3

mal expression of NSE were lower than those of patients with abnormal increased NSE (P<0.05). The DCR and

ORR of patients with positive TTF-1 and Ki-67 were higher than those with negative expression of TTF-1 and Ki-
67 (P<0.05). PFS and OS of patients with NSE (abnormal increase), TTF-1 (positive expression) and Ki-67

(positive expression) were significantly shorter than those of patients with NSE (normal expression) , TTF-1

(negative expression), Ki-67 (negative expression) (P<0.05). Conclusion TTF-1, NSE and Ki-67 play an im-

portant role in the occurrence of small cell lung cancer and chemotherapy response. In clinical work, the expres-

sion of the three can be combined to selecteffective individualized treatment plans to prolong patient survival.

[KEY WORDS]
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Table Prognosis of different NSE, TTF-1 and Ki-67 expres-
sion in patients with small cell lung cancer [n(%) ]
$8F: ARRIFE 0 AfE(n=68) FET-(n=22) ;M P14
TTF-1  FHPE 69 64(94.12)  5(22.73)
BAPE 21 4(5.88) 17(77.27) 35T <0.001
Ki-67  PBHPE 71 64(94.12)  7(31.82) .
i 19 4(5.88) 15(67.18) 38137 <0.001
NSE @E#ik 68 60(8824)  8(36.36)
2k 22 8(11.76)  14(63.64) 24216 <0.001
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Table 2 Univariate analysis of prognostic factors in patients with small cell lung cancer

s ALK 2 HT ZHE 50

ORH 95%CI P1a OR1H 95%CI P1a

Y (=65 % vs <65 %) 1.524 0.524~1.534 0.660 - - -

PR (U vs %) 1.487 0.546~1.547 0.714 - - -
I AR 5301 (32 39 vs JR BRI 1.662 1.517~1.943 0.021 1.258 1.467~1.339 <0.001
WREEERS (E vs 75) 1.578 1.385~1.756 0.017 1.368 1.231~1.992 <0.001
SRR R (R A vs Th-fiK 50 1k) 1.624 1.527~1.857 0.008 1.236 1.347~1.887 0.245
IR E A% (=3 cm vs <3 cm) 1.547 1.427~1.997 0.024 1.335 1.321~1.875 <0.001
AR IE (A vs T6) 1.568 1.358~1.887 0.013 1.225 1.354~1.884 0.018
NSE (5% 375 vs IEH 1K) 1.475 1.342~1.568 0.004 1.647 1.247~1.654 <0.001
TTF-1(FHMERL vs PIPERIR) 1.354 1.235~1.456 0.019 1.354 1.372~1.698 0.025
Ki-67 (FHPER IR vs BIPERIR) 1.524 1.458~1.687 0.012 1.221 1.247~1.657 <0.001
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Table 3 the relationship between the expression of NSE, TTF-1 and Ki-67 and chemotherapy response [17(%) |
NSE TTE-1 Ki-67
WH - ER L S fH PIE B B £ P B B F1 P
(n=22) (n=68) (n=21) (n=69) (n=19) (n=71)
CR 1(4.55) 15(22.06) - - 2(9.52) 5(7.35) - - 1(5.26) 12(16.90) - -
PR 12(54.55) 8(11.76) - - 5(9.52) 4(5.88) - - 9(47.67) 4(5.63) - -
SD 6(27.27) 15(22.06) - - 8(30.10) 21(30.88) - - 6(31.58) 17(23.94) - -
PD 3(13.64) 30(44.12) - - 6(28.57) 39(57.35) - - 3(15.79) 38(53.52) - -

DCR 19/22(86.36)
ORR 13/22(59.09)

38/68(55.88) 6.650 0.010 15/21(71.43)
23/68(33.82) 4.422 0.035 7/21(33.33)

30/69(44.12) 5.031 0.025 16/19(84.21) 33/71(46.48) 8.604 0.003
9/69(13.24)  4.534 0.033 10/19(66.67) 16/71(22.54) 6.609 0.010

F4 PMABFTETHULRERL (x£s)

Table 4 Comparison of long-term efficacy between 2 groups
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PiE 0.040 0.042
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P AR A8 1 TSGF .GGT . VEGFE /K- R 520 PHC #:3% TACE 1697 5 &2 & 1l ~7 i R 2 (P<0.05) .
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H TACEIRIT G R ML AR N2 DG = ki vl B ikt PHC H& TACE Gy PR i WA L
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Predictive value of TSGF and GGT combined with VEGF detection in the efficacy of trans-
catheter arterial chemoembolization in patients with primary hepatocellular carcinoma
ZHOU Yongxiang*, SHOU Feng, ZHANG Jingjun, YE Shifu

(Department of Oncology, Jianyang People’s Hospital, Jianyang, Sichuan, China, 641400)

[ABSTRACT] Objective To study the predictive value of tumor specific growth factor (TSGF), -
glutamyl transpeptidase (GGT) combined with vascular endothelial growth factor (VEGF) detection for the ef-
ficacy of transcatheter arterial chemoembolization (TACE) in patients with primary hepatocellular carcinoma
(PHC). Methods The tumor tissues from 66 patients with PHC treated with TACE in our hospital from May
2016 to May 2018 were collected. According to the recurrence during the follow-up period, they were divided
into the non-recurrence group (n=41) and the recurrence group (n=25). The changes of TSGF, GGT, and
VEGEF levels before TACE treatment and 1 month after treatment in PHC patients were compared. The recur-
rence of all PHC patients was recorded during the follow-up period. The multivariate logistic regression analy-
sis was used to analyze the risk factors of recurrence after TACE treatment in PHC patients. The ROC curve
was used to analyze the predictive value of TSGF, GGT, VEGF and the combined detection of the three on
the TACE efficacy in PHC patients. Results The levels of TSGF, GGT and VEGF after treatment were lower
than those before treatment (P<0.05). There are more patients with liver function at Child-Pugh grade B, pre-
operative alpha-fetoprotein>20 ng/mL, tumor diameter>3 cm, tumor location next to the second hepatic portal

and multiple tumors in the recurrence group than in the non-recurrence group. The levels of TSGF, GGT and

AERA W) E A4 AR (Q16015)
Ve B4 15 1T AR E BB AL, w9 )1, & 8 641400
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VEGEF in the recurrence group were higher than those in the non-recurrence group (P<0.05). Logistic regres-

sion analysis showed that the preoperative levels of alpha-fetoprotein, TSGF, GGT, and VEGF were indepen-

dent risk factors that affect the recurrence of PHC patients after TACE treatment ( P<0.05). The area under
the combined curve was the highest. Conclusion The levels of TSGF, GGT and VEGF are independent risk

factors that affect the recurrence of PHC patients after TACE treatment. The combined detection of the three

can increase the predictive value of the efficacy of TACE treatment in PHC patients.

[KEY WORDS]

J& & A% 98 (primary hepatocellular carcinoma,
PHC) R Jit % 0 1) b B P v B oeg |, JHF 240 s
N 2 0, BCR IRAS A e SR A ALY . T
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%1 TACE&YTRI/G TSGF.GGT.VEGF 7K F Lk % (v+s)
Table 1 Comparison of TSGF, GGT and VEGF levels
before and after TACE treatment (x +s)

TSGF GGT VEGF
(U/mL) (U/mL) (pg/mL)

bEpagin] 66 185.56+37.98 159.86+27.83 379.86:+96.31
WIT1ANHIE 66 12745+27.83 1154742451 243.18+97.75
HE - 10.759 10.435 8.683
P1E - <0.001 <0.001 <0.001

MZRkMEMEEBRARRE KHZ, B &4 TSGF,
GGT.VEGF KPR E kMG, =5 E R IT¥
=X (P<0.05), WFE2,

i ] n

2.4 TSGF.GGT.VEGF K = # B &4 % PHC

& TACE J7 2 14 T 4 (8

ROC &4 - 2~ , TSGF .GGT . VEGF } =
H WA 2 T | ALy B A 0.800,0.725 ., 0.656 .
0.883, 48 bR R AR LA = F B Aok, W3k 4

ME 1,

#£4 TSGF.GGT.VEGF R =& & Xt PHC 2& TACE

TR TN E (%)
Table 4 Predictive value of TSGF, GGT, VEGF and their

combination on TACE efficacy in PHC patients (% )

WfElr  RAEIESUE REUE RERE AUC  95%CI
2.3 YIHPHC B TACE &) TG E KIZ R Z4MT TGSSF 1.895 0.745  0.895 0.800 0.643~0.958
T 1.781 0.719  0.884 0.725 0.549~0.901
- .. y S "
2t Logistic A0 Z 8L RATH IR A VEGF 1.594 0.778  0.837 0.656 0.431~0.880
TSGF . GGT . VEGF 7K 3 & % Wi PHC & % TACE SHEBAKI 1047 0.807 0985 0.883 0.770~0.995
Iy S IR TR B 1.764 0.749  0.785  0.794 0.752~0.789
BIT B R ST fE R R % (P<0.05) . WL# 3, = 2
R2 HMMPHC BE TACEARTEEAXNBREEZN [n(%) ]
Table 2 Univariate analysis of recurrence in PHC patients after TACE (n(%)]
A5
ES - 0 It {5 PiE
REEA(=4l) AL (=25) z
451 5 31(75.61) 15(60.00)
1.792 181
& 10(24.39) 10(40.00) s 0-18
AR (%) 49.71£5.74 49.85+5.63
Tj5E Child- "y 5
JF L BE Child-Pugh 432% A 30(73.17) 5(20.00) 17697 <0.001
B 11(26.83) 20(80.00)
JIRCEIA fH 21(51.22) 12(48.00)
oo 20(48.78) 13(52.00) 0.064 0-800
JF 5 5 f 16(39.02) 14(56.00) .
X 25(60.98) 11(44.00) 1.805 0179
VR <20 29(70.73) 4(16.00)
AHrH 5 # A (ng/mL) -2 12(20.27) 21(84.00) 18.609 <0.001
. <3 26(63.41) 5(20.00)
IR FA
JibdEE E4% (cm) -3 15(36.59) 20(80.00) 11.752 0.001
LA BT 17(41.46) 21(84.00)
o 11.54 0.001
B 24(58.54) 4(16.00)
Jisa K 5 L 23(56.10) 20(80.00)
EX. 3 18(43.90) 5(20.00) 3908 0.018
FARE A 26(63.41) 13(52.00) . .
I 15(36.59) 12(48.00) 0837 0-360
TSGF(U/mL) 130.89+24.58 189.71+25.63 9.280 <0.001
GGT(U/L) 101.39+21.36 131.59+20.77 5.630 <0.001
VEGF (pg/mL) 240.49+75.71 301.91+74.96 3.209 0.002
R3 HMPHC B&E TACEATTREXWERENH
Table 3  Analysis of multiple factors influencing recurrence of PHC patients after TACE
% DYEES4 brifEiR 22 Wald/y* {4 OR 95%CI PH
52 R H T IIHE Child-Pugh /39% : A 9% vsB £ 0.898 0.745 4.595 2455 0.570~10.572 0.094
AT H IR 8 - >20 ng/mL vs <20 ng/mL 0.941 0.124 4.541 2.563 2.010~3.268 0.015
iR A% >3 cm vs<3 cm 0.966 0.843 4.754 2.627 0.503~13.712 0.054
RIS BB 155 vs S — )55 0.895 0.961 4.456 2.447 0.372~16.096 0.063
ke H 0% vs 2R 0.841 0.758 7.253 2.319 0.525~10.244 0.077
TSGF /K- 1E % vs S8 0.869 0.135 5.094 2.385 1.830~3.107 0.001
GGT /K FIE % vs S 0.997 0.174 4.204 2.710 1.927~3.812 0.002
VEGF /K- 1E# vs S 1.045 0.198 5.561 2.843 1.929~4.192 0.005
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Figure 1 ROC curve analysis of predictive value of TSGF,

GGT, VEGF and their
combination in PHC patients with TACE
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VEGF = H A K, X PE/R I KT [l i) 2% 2 30
BT HUS A AR b , 3 52 s F0 4

2% L BT ik, TSGF . GGT K. VEGF 7K -} 5% Wil
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[RiE] Wiz M£Ti6E; Hey; NSE; IL-8

Relationship between the changes of Hcy, NSE and IL-8 levels and the recovery of neuro-
logical function in stroke patients

PENG Yuanyan, QIU Chengbing, ZHOU Min, YANG Hongye, XIANG Xueli*

(Department of Rehabilitation Medicine, People’s Hospital of Banan District, Chongging, China, 400055)

[ABSTRACT] Objective To analyze the relationship between the changes of Hcy, NSE and IL-8 lev-
els and the recovery of neurological function in stroke patients. Methods A total of 116 stroke patients recov-
ered from acute ischemic stroke in this department from April 2017 to April 2019 were selected as the study
group. According to the degree of neurological deficit in the acute phase, the Brunnstrom staging and ADL in-
dex in the stable phase, they were divided into three subgroup: 46 cases in the mildly dependent group; 40
cases in the moderately dependent group; and 30 cases in the severely dependent group. At the same time, 108
patients with normal physical examination in this hospital were included as the control group. The differences
in the levels of Hcy, NSE and IL-8 between the study group and the control group and the expression of Hcy,
NSE and IL-8 levels in the neurological deficit score were compared. A scatter plot was drawn, and Pearson
correlation analysis was used to observe the relationship between Hcy, NSE and IL-8 levels and neurological
scores in stroke patients. Results he levels of Hcy, NSE and IL-8 in the study group were significantly higher
than those in the control group and the difference was statistically significant (P<0.05). Serum Hcy, NSE, IL-
8 levels in patients with different neurological deficits: severely dependent group > moderately dependent

group > lightly dependent group and the difference was statistically significant (P<0.05). The levels of Hcy,

AAFRA ERT L AT ARZESHPA B (2017MSXM169)
Yl ER T EH EARERESLE$H, E k400055
*iBAE A %1 F A, E-mail : 417315830@qq.com
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NSE and IL-8 in patients with coronary stroke were positively correlated with NIHSS score, and negatively cor-

related with Brunnstrom staging and ADL index (P<0.05). Conclusion The serum levels of Hcy, NSE and

IL-8 are of great significance to the neurological function and rehabilitation indicators of stroke patients.

Clinicians can strengthen the monitoring of these three indicators to assess disease progression and prognosis.

[KEY WORDS] Stroke; Neurological function; Hey; NSE; IL-8

G 2 P e T A i A 5 SR 2R B A IfLA B
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W e B A 38 BB TR BRI, dndef i
e M A v DS 22 D RERL 0 L AR FE D BEK 52 02 H T
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TR KR R e S AR T B UIAR G L v IR 2
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The effect of thoracoscopic surgery on SAA, IL-2R and T lymphocytes in patients with
non-small cell lung cancer

LIANG Jianwei, SUN Teng, ZHANG Hao*

(Department of Thoracic Surgery, Affiliated Hospital of Xuzhou Medical University, Xuzhou, Jiangsu, Chi-
na, 221002)

[ABSTRACT] Objective To analyze the effect of thoracoscopic surgery on serum amyloid A
(SAA) , interleukin - 2 receptor (IL-2R) and T lymphocytes in patients with non - small cell lung cancer
(NSCLC). Methods The clinical data of 200 NSCLC patients admitted to our hospital from February 2019 to
January 2020 were analyzed. According to different treatment methods, they were divided into the thoracoscopy
group (n=106, full thoracoscopy surgery) and the traditional group (n=94, lateral thoracotomy ). The immune
function and trauma indicator changes between the two groups before and after treatment were compared, and
the safety between the two groups was compared. Results The levels of CD4+, CD4+/CD8+ in the two
groups increased, and the level of CD8+ decreased, and reached the peak (the lowest value) after one-week
treatment. At the same time, the CD4+ and CD4+/CD8+ levels in the thoracoscopy group were higher than
those in the traditional group, and the CD8+ level was significantly lower than that in the traditional group, and
difference was statistically significant (P<0.05). The levels of CRP, IL-6, IL-2R, and SAA increased after
treatment for 12h in the two groups, and each indicator decreased after treatment for 1 week. At the same time,
the levels of CRP, IL-6, IL-2R, and SAA in the thoracoscopy group were lower than those in the traditional
group at various time points after treatment, and the difference is statistically significant (P<0.05). The total in-

cidence of postoperative complications in the thoracoscopy group (2.83% ) was lower than that in the traditional

AR B TR TR AT R 4B (WJ2019G135)
Ve A5 AR N A K 3 WG B R B SNAE i 3, AR 0 221002
*i@AE A 5k 2, E-mail : haozhang_xz@163.com
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group (10.64%) (P<0.05). Conclusion For NSCLC patients, the full thoracoscopic surgery is less traumatic ,

safe, and has less damage to the immune function of the body, which has high application value.
[KEY WORDS] Thoracoscopic surgery ; Non-small cell lung cancer; SAA; IL-2R ; T lymphocytes
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Table 3 Comparison of postoperative complications of 2
groups of central lung cancer treated with different methods

(n(%)]

) o WRBK W DIEEGEE Bk OHRRE

Mgl 106 1(0.94) 1(0.94)  0(0.00) 0(0.00) 1(0.94)
fE5:2H 94 1(1.06) 2(213) 4(4.26) 1(1.06) 2(2.13)
71a 4.998
Py 0.025

W& FEVARTT NSCLC Hr iy FH H 2577z,

A A JZ 43T, B R R R i 2~3 AN
FL, 76 H R R A% W O B 58 i 25 i AR G
HATHEETFARY . MBS FARATRSESETFA
(8 D BHR [) (H 2 T A GE i T R A BK o220

*®2 WHETAITHIE CRP.IL-6.IL-2RSAA KELLE (x+s)
Table 2 Comparison of CRP, IL-6, IL-2R and SAA levels between the two groups before and after treatment (x +s)

215 n CRP(mg/L) IL-6(pg/mL) IL-2R(U/mL) SAA(mg/L)
it fi e 41 106 MEbagin) 12.26+2.34 31.59+10.59 317.95+125.39 28.36+9.36
VY7 12 h 72.26221.92 85.21+32.89 413.81+135.74 439.63+152.39
VAYT 72 h 43.59+14.37 40.38+27.85 324.83+110.96 174.20+52.33
FAi 413.58 133.53 19.78 530.73
Pl <0.001 <0.001 <0.001 <0.001
ik 94 IRIT R 12.31+2.35 31.53+10.58 318.83+125.41 28.41+9.38
VY7 12 h 05.41+22.59 95.25+32.86 498.78+136.59 520.47+156.98
HBIF72h 62.17+15.02° 53.47+28.41 397.562113.51 208.85+53.68
Fl 665.38 147.83 48.55 632.84
P{H <0.001 <0.001 <0.001 <0.001
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JEEAFIN R . ik AN 20154F 6 F 2 2017 4 6 A ABE A IY 115 6] 5 968 f8 3 s 2022 O 4 42 4)
e ided 55 0 1E R ORI A 40 a5 1E W AH 204 ) o HL3 CyPI \ERp29 & CSN5 78 AN [ 2 2 g 35 5 43 Bt
CyPJ .ERp29 J& CSN5 5 & ¥ £ £ B S B0 AH 5G4 , LA Kaplan-Meier 2: 773 #F CyPJ \ERp29 K CSN5
FEIk N 5 9 5 TS A AE 0 52 W 5 % 22 9T Logistic 171 V7 43 Fr 5% i B 9 58 % BUS R G 6 T &
R HIEAZU4 CyPI (CSN5 PHMEF A F i 2 15 T 55 1E F 4141, ERp29 B 55 1E F A 2L H Rk %
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Study on the relationship between the expressions of CyPJ, ERp29 and CSNS in patients
with gastric cancer and prognostic survival

YANG Jingduan*, HE Ming, WU Pin

(Department of Gastroenterology, the First Affiliated Hospital of Nanyang Medical College, Nanyang,
Henan, China, 473000)

[ABSTRACT] Objective To analyze the relationship between the expression of CyPJ, ERp29 and
CSNS5 in patients with gastric cancer and the prognosis and survival. Method The data of 115 patients with gas-
tric cancer admitted to our hospital from June 2015 to June 2017 were retrospectively analyzed, and tumor tissue
(cancer tissue group) and normal gastric mucosal tissue adjacent to the tumor (paracancerous normaltissue
group) were collected. The expressions of CyPJ, ERp29 and CSNS5 in different tissues were compared. The cor-
relation between CyPJ, ERp29 and CSN5 and the pathological parameters of patients with gastric cancer was an-
alyzed. Kaplan-Meier survival analysis was used to analyze the effect of CyPJ, ERp29 and CSN5 expression on
the prognosis survival of patients with gastric cancer and multivariate Logistic regression was used to analyze
the risk factors affecting the prognosis and survival. Result The positive expression rates of CyPJ and CSN5 in
the gastric cancer tissue group were significantly higher than those in the paracancerous normal tissue group,

and the positive expression rate of ERp29 was lower than that in the paracancerous normal tissue group. The dif-
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ference was statistically significant (P<0.05). There was no significant correlation between age, gender, serosal
-infiltration and the expression of CyPJ, ERp29 and CSN5 in gastric cancer patients (P>0.05), but the clinical
stage, depth of invasion, and lymph node metastasis were positively correlated with the expression of CyPJ and
CSN5, and the degree of tissue differentiation was negatively correlated with the expression of CyPJ and CSN5.
ERp29 was positively correlated with the degree of tissue differentiation, and negatively correlated with clinical
stage, depth of invasion, and lymph node metastasis (P<0.05). At the end of the follow-up, 79 patients with
gastric cancer survived, 36 died, and the mortality rate was 31.30%. Survival analysis showed that patients with
CyPJ, CSN5 (expression negative) and ERp29 (expression positive) had longer survival times, and Keplan-
meier survival curves were significantly different (P<0.05). Moderate to low differentiation of tissues, TNM
staging: stage I +IV , lymph node metastasis, negative expression of ERp29, positive expression of CyPJ and
CSN5 were independent risk factors affecting the prognosis and survival of patients with gastric cancer (P<

0.05). Conclusion CyPJ, ERp29 and CSN5 are abnormally expressed in gastric cancer tissues. Their expres-

sion levels are related to the clinicopathological characteristics and prognosis of the tumor.

[KEY WORDS] Gastric cancer; CyPJ; ERp29; CSN
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FUA 2 250 72 2 B OB T 45 7

L QARFAR I Z AT TSR BNAYT ; @A
FERBA I RO S8 8 s @I H e B s ©%
RH B RE . b Q&I 5
O RN ™ B @G I E A2 DI BE A
DIRe Rt ; QWM M2 . AT 2 1 B 1 2
e P2 51 et o
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LU ITE I T S W YU E Y R E T A
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Yy BELIKT 70035 I, 2 IR 15 min, R, — DU
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Table 1 Comparison of the expression of CYPJ, ERp29 and CSN5 between 2 groups [n(%) ]

CyPJ ERp29 CSN5
20 51 n
FH 4 [SiRES FH B4 BHPE Bk
Ji o5 IE W AU 115 18(15.65) 97(84.34) 94(81.73) 21(18.26) 7(6.08) 108(93.91)
SR 115 103(89.56) 12(10.43) 31(21.69) 84(73.04) 102(88.70) 13(11.30)
718 - 125.995 69.552 157.385
P& - <0.001 <0.001 <0.001

1 BELHL CyPI .ERp29.CSN5 GIE AL L E (SP,X500)
Figure 1 immunohistochemical staining of CYPJ, ERp29 and CSNS5 in gastric cancer tissue (SP,X500)
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BHIN KR

AEIE MBI IR 1 5 1 R S CyPI ERp29
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ERp29 541 4UMEFEE 2 IEAC, SR J=E
TRBE A AL S ARDC(P<0.05) . L 2,
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CyPJ 235 B o 2 308 BH A v 67 A= A7 15 ] 43 5]
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&35 B 7 A= A7 B TE] 4393 Ry (43.0122.08) 4~ H
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%2 CyPJ.ERp29.CSN5 5 BEEEBEANRRESHMXER (n(%) ]
Table 2 Relationship between CYPJ, ERp29 and different pathological parameters in patients with gastric cancer [n(%) ]

- CyPJ ERp29 CSN5
BL EE (n=115)  PAEE Btk M PIE pE Btk M PIE Ak Bt A fH P
(n=103) (n=12) (n=31) (n=84) (n=102) (n=13)
5 59  53(51.45) 6(50.00 15(48.38) 44(52.38 51(50.00) 8(61.53
) % ( ) 6 ) 0.009 0.924 ( ) 44( ) 0.145 0.704 ( ) 8 ) 0.614 0.433
i 56 50(48.54) 6(50.00) 16(51.61) 40(47.61) 51(50.00) 5(41.66)
A <60 61  54(52.42) 7(58.33 19(61.29) 42(50.00 54(52.94) 7(53.84
R () ? 54( ) ) 0.151 0.698 (‘ ) 42( ) 1.159 0.282 ( ) 7( ) 0.004 0.951
=60 54 49(47.57) 5(41.66) 12(38.70) 42(50.00) 48(47.05) 6(46.15)
MLtk ®afe 65  55(53.39) 10(83.33) 26(83.87) 39(46.42) 54(52.94) 11(84.61)
3.919 0.048 12.918<0.001 4.707 0.030
e 50 48(46.60) 2(16.66) 5(16.12) 45(53.57) 48(47.05) 2(15.38)
NS A 57 46(44.67) 11(91.66) 24(77.41) 33(39.28) 47(46.07) 10(76.92)
) 9.500 0.002 13.172<0.001 4.388 0.036
£ 58  57(55.33) 1(8.33) 7(22.58) 51(60.71) 55(53.92) 3(23.07)
TNM 434 + 1 41(309. 10(83.3: 25(80.64) 26(30.95 40(39.21) 11(84.61
NM s T+ 5 (39.80) 10(83.33) 8951 0.004 3(80[6 ) 26(3( 9>)22.656<0.001 0(39.21) 11(8 ‘6 )%29 0.002
m+1v 64 62(60.19) 2(16.66) 6(19.35) 58(69.04) 62(60.78) 2(15.38)
R = 55  50(48.54) 5(41.66) 15(48.38) 40(47.61) 50(49.01) 5(38.46)
7] pa
0.204 0.652 0.005 0.942 0.515 0.473
w 60 53(51.45) 7(58.33) 2% 16(45.71) 44(52.38) 7 52(50.98) 8(61.53)
SEL S VR o
RIRE  TI~T2 49  39(37.86) 10(83.33) 0,087 0.003 27(87.09) 22(26.19) 33.960<0.001 39(38.23) 10(76.92) 057 0,008
T3~T4 66 64(62.13) 2(16.66) 4(12.90) 62(73.81) 63(61.76) 3(23.07)
HE A R HEAE R HEAE B
1.0 : 1017 . 1.0 — 1L
=08 1 = 08 | = 08 i A
& 06 & 06 g 00 \ e
H C 4 2 CSN5
& 04 ey = o lph £ 0 i
BR (. | bitE — Bk (.0 PHYE Bk 0.2 |-t
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B2 CyPJ.ERp29.CSN5 & H £ 77 E
Figure 2 protein survival curve of CYPJ, ERp29 and CSN5
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Table 3 univariate and multivariate analysis of prognostic factors in patients with gastric cancer
- PR 2R A BT ZIRE5Hr
ORIl 95%CI Py OR i 95%CI P{H

IR E (T1~T2 vs T3~T4) 1.181 0.617~2.260 0.608 - - -
TR RE (AR AL vs w40 4k) 1.962 1.535~2.506 0.016 2.125 1.605~2.813 <0.001
TNM S CI+IV 3] vs T +10350) 2.330 1.781~3.048 0.009 2.572 1.865~3.548 <0.001
W ZEFRE (OB vs ) 1.960 1.595~2.048 0.013 2.330 1.778~3.054 <0.001
CyPJ &3k (BHPE vs FITE) 2.155 1.720~2.700 0.045 2.444 1.772~3.371 <0.001
ERp29 %3k (BT vs BAPE) 2.565 1.984~3.316 0.033 2.401 1.775~3.247 <0.001
CSN5 ik (B vs FIME) 2.325 1.816~2.977 0.021 2.565 1.896~3.468 <0.001
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{7 5 3 [ EA T SR R A, A0 o) 2L R 2 L ) A R R
KA, CSNs E2—FiaBEAME Gy, HE25%
ol 2000 B 0 O T B 38 5 o A SCBIEIE R, s 1 st
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) B, Sy BH B 5 T ) 9 A TS 52 T 1Y) s B
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[ AMIF L B 7R, ERp29 22 35 /K S A AR B i iR
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Logistic 18113438 Hp SR, 44U K504k . TNM 43
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S CSN5 [HPE 35 Ay 5 e B 98 £8 35 T A= A7 A ik
SfER R ER 5 RS —50, A JIEB T CyPl
CSN5.ERp29 5 B & R %Y, it — R
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TR s B e B IR IR S = o (AR T
PN B REAS A B, WF SR 45 A 1 Tl i — 2
P REA G Z P.OBEITE T LA — PR,

Zi | ik, CyPJ . ERp29 M CSN5 7t 1 i 41 41
i R RO A K5 B B I I
PRI BRRAE S 5 A % o

&% 3k
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AR5 S S FE 7% R oD ) 368 35 SB35 NT-proBNP.,
GDF-15 Jz Cys-C )55

At Eh E& EAR

(# ZE] BH AP0 RREIFIEEFCIE /KR ) 505 B N K I 06 8K i 4 (NT-proBNP) | IfiL 75 43
A K R F-15(GDF-15) B2 e 42 % 25 1 B 51 C (Cys-c) S RYREIN . ik BEHL20184F 9 A % 2019
A9 HARBE ISR 19 95 .0 1 3 by FR A KR AR A 55 ek R R o e T A2 500 6 ) 43 A A (o R
BEIHAR = FCI8 R RE A>95 mg/d, n=50) Il B 20 (IG5 5 41 - BEHPR 92 4T /R B BE <05 mg/d , n=45) . L
A5 W AL R FF 2, %) L TE 7 1T S NT-proBNP . GDF-15 J% Cys-C 7K 0 D RE [ 26 0 25 47 8k K W 1%
(LVEDD) , 720> Z 3 1Ml 734 (LVEF) Fl 220 Z UHR A N 4% (LVSED) | | 1M A8 P4 B D R AS R R g & 2B 1
Mo R AY4EAYCRE T BY, ZSAGIHTE X (P<0.05), A 43R5 T —IFE] 5 LeNT-proBNP
GDF-15 } Cys-C /KR T B4, 22 5 A 411258 L (P<0.05) . 43AY7)5 , A 41 LVEDD \LVSED /K F-i%
TXI B4, LVEF & T B4, 2% S A 41155 X (P<0.05) . Z36F7 )5 , A 4URESh K 3o i 5 148 A2 ik 3h ik
SN FE ML LA N AR AR AR IR K ONO JKSF-E T B 41, ET-1 KPR T B 41, 22 7oA Geih2# 3 L (P<
0.05) ., B I RARE LA R ILE S R IGH L (P>0.05) ., &1 FIEIK/RZE HINEAIT O iR kg
B B E T 04 P B DO e, e O I fig , BRI NT-proBNP .GDF-15 K Cys-C 7K, #il.C LT 98 H 42 4t

[XBiR] ARFE; SEFEHIR; 0 J133 ; NT-proBNP; GDF-15; Cys-C

Effects of different doses of metoprolol on NT-proBNP, GDF-15 and Cys-C in patients
with heart failure

ZHU Hongxin '*, WANG Tao ', WANG Hao ', HUO Jianfeng *

(1. Department of Cardiology, the Second Hospital of Qinhuangdao, Qinhuangdao, Hebei, China, 066600 ;
2. Department of Respiratory, the Second Hospital of Qinhuangdao, Qinhuangdao, Hebei, China, 066600 )

[ABSTRACT] Objective To analyze the effects of different doses of metoprolol on N-terminal pro-
brain natriuretic peptide (NT-proBNP), serum growth differentiation factor-15 (GDF-15) and cystatin-C (Cys-c)
in patients with heart failure. Method 95 patients with heart failure admitted to our hospital from September
2018 to September 2019 were selected and divided into group A (high-dose group: metoprolol succinate sus-
tained-release tablets > 95 mg/d, n=50) and group B (low-dose group: metoprolol succinate sustained-release
tablets < 95 mg/d, n=45) according to the target dose (target dose or maximum tolerated dose). The clinical
effects of the two groups were compared, and the levels of NT-proBNP, GDF-15 and Cys-C before and after
treatment, and cardiac function [left ventricular end diastolic diameter (LVEDD) , left ventricular ejection
fraction (LVEF) and left ventricular systolic end diameter (LVSED) ], vascular endothelial function and oc-
currence of adverse reactions between the two groups were compared. Results The total effective rate of
group A was higher than that of group B (P<0.05). LgNT-proBNP, GDF-15 and Cys-C levels at any time

point after treatment in group A were lower than those in group B (P < 0.05). After treatment, the levels of
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LVEDD and LVSED in group A were lower than those in group B, and LVEF was higher than that in group B

(P<0.05). After treatment, the internal diameter of blood vessel after brachial artery congestion, the change rate

of internal diameter after brachial artery reactive hyperemia, brachial artery, and NO level in group A were high-

er than those in group B, and the level of ET-1 was lower than that in group B (P<0.05). There was no differ-

ence in the incidence of complications between the two groups (P>0.05). Conclusion Daily increase of meto-

prolol in the treatment of heart failure can significantly regulate vascular endothelial function, improve heart

function, reduce NT-proBNP, GDF-15 and Cys-C levels, inhibit myocardial remodeling and have high safety.
[KEY WORDS] Different doses ; Metoprolol ; Heart failure ; NT-proBNP; GDF-15; Cys-C

O R FEURR R T, 0 DI RE I
55, DA 2B LR A 2V R 2 2 B E
M RREZR AR . HAT, O I =W a7 O,
BELIBT i 28 N 20 W0 R 8, IO L 98 GBI
IR Ay ik DR 1 A B 1Y) B 52 1A BELE 5], P 3 ok 3k
BEPE 0 IE B1 32 M4 3k B 43 i B 3 AR AR 1) B
s AR AR 25 S v, B ST R R o ot
JEVRIG WA IR 22 R g0 O35 ApFstiE
X AN [ 371 2 55 T 1 IR 60 ) 3 0 B E N 2R i
%} JIK 7if & (N -terminal pro-brain natriuretic peptide ,
NT-proBNP) . Ifil i 76 4= 4 [ F+-15 ( growth differ-
entiation factor-15, GDF-15) f 2 it 2 iR &5 11 Ji 4170
il 7] C (cystatin-C , Cys-c ) & 520, LU Ml IR 6
PO R HIE RS % . HHEIT

1 ARSI

1.1 IfEIRBE

YEHL 2018 4F 9 H % 2019 4F 9 7 A BEUIA Y 95
B0 1 32 B MARRUE . OFF G0 1 =il 112
SR s QB K AN I 24 h; BN R E
B H A EAEFENERZER. HERinE: Q&
IFSCRE N S RE N R A B 32 AR BEL S 71 1)
BE QB I A B TR B OB g 2 T8
RECA I s XA T 25 0 i .

Ji A B R R H AR a2 A 21 50 4, 55 26
], L 244, SEHIAE RS (61.25+6.53) % . B 4H 45 ],
H 244, 2 21 4], P-4 (61.29+6.58) % . I
— MGk A 2 R I g T L (P>0.05) , AAT]
Pt o ASHIFSE Ol A Be PR 2 e B 2 01 251t i
1.2 ik

2 B AT FGIT TR AL - A 3%
1R 35 F6 3% /R 22 B v (Fi ML AstraZeneca AB,
B14200011191,47.5 mg/F ) , A\ 11.875 mg (1/4 F)
TFEEIR I, 1 R/d, B 2~4 w B I —f5 7 &, A B iR
K A7 2 B 4 ) (190 mg/d) J5 4459697 . A4

BRHAMR L HEIK /R G B Ml 2 >95 mg/d , B ZHBEHATR
FACIK IR R 71 5 <95 mg/d.,

e K 32 570 A e AR E T D R B O R
55~60 Y</min, A FLAK T 55 K/min, 240 % <50 K/
min B8, 172~1 A1 Y 255 & @it e B Ik
45 5 <12.00 kPa i i 1/2~1 />R v 2 55 4 5 Qi
B D IREEAL 1 s L I, R O B R YT
AT R A3 2 P 1/2~1 T U I 57 5 (D3R 1
P SEFEIE IR G4 1 25 1 B rp oyt B0 %6 <50 YR /min
D)2 ekt , 7 300 O o DU R B SR T
1.3 WEHER

(O NT - proBNP: i H & [ ¥ [X 24 A Co -
bas6000 E601 4x [ gl e K 6 7 B AUk o JF 4%
NT-proBNP #4k J 756 IE 254304 ) L% N A 37 i
o JEKC T 4 F) Xt 45 1gNT-proBNP., @ GDF-15: %
FHBSUE AR S o0 Tl BB 0 73 W8 o 512 360 2 A i 380751 6
W B i A YA RA R . BCys-C: R H
Pl g gk AT A DU, 300 & P T B SR R A R
PR R GE . @0 T RE < R O A 7 223 B G
I8 200 = AT 5K AR I N 42 (left ventricular end di-
astolic diameter, LVEDD) , & .0 5 3 IfiL 43 % (left
ventricular ejection fraction, LVEF) Fl1 Z& .0» = I
45 R 9 N 4% (left ventricular systolic end diameter,
LVSED) . &I A K DIRE : R H] Bv-520T i 5 £
S Ay o ARSI SRS I T A A2 A R T T IR A
T S ki S N AR K AR AR AR R . [A]E
K A B2 2% -1 (endotheli-1 acetatecas, ET-1) Jz —%
fb A (nitric oxide, NO) 7KF . ET-1 K H Xt Je L
R Bt Y22 M 2 72 0 22, NO SR FH il 1R 30 Dot Tk it
AR . @A KN .

1.4 RIS TR

JaCs 7 3% Uiy i R S ARAIE 5 40 2K, D DT RE IR
B 1 HEkEE 2 2L o K IR AATE B B 27
fife O UIRERE 1 9 (B RINE 2 BONA R B O
DIRECRSE A IE E 1 9, sl Josk
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1.5 Sithik
K H SPSS 22.0 AT 8L i o, THE TR
i (R xs) F 17 e K56 5 THECROREE I n (% ) i
AT PR L P<0.05 N 2ZERASH R X,
2 #HR
2.1 PHEHIm IR AL g
IBYY VARG O AIm 01, A B 3 Y A5 58 3%

Fith . ADRARRETBY, ZRA%ITHENX
(P<0.05), WE1,

i
iR

®1 FAMRKFTRELE (n(%) ]

Table 1 Comparison of clinical efficacy between 2 groups

(n(%)]
215 n AL F3L Jork BB
A 50 37(74.00) 11(22.00) 2(4.00) 48(96.00)
B4 45  30(66.67) 6(13.33) 9(20.00) 36(80.00)
71H - 5.922
P1E - 0.015

2.2 Wi#H IgNT-proBNP .5

W24 VA7 AT LeNT-proBNP 7K V- [ 3% 2% 5 o 48
T L (P>0.05) 1697 5 A G Y7 54— I [H]
& LgNT-proBNP /K-F-BK T B 4, 2 R A 4 it 2%
Y (P<0.05), WFE2,

R2 WHIgNT-proBNPE LI (x+s,ng/L)
Table 2 Comparison of 1gnt proBNP values between the two

groups (x+s,ng/L)

209 n TBIT T WIY3HE  WRIT 1R
A4 50 3.63£1.52 2.01£1.08 1.13+0.54
B4l 45 3.69+1.54 2.74+1.24 1.87+0.63
t{H - 0.191 3.067 6.163
P - 0.849 0.003 <0.001

2.3 M4 GDF-15 Ht#

PR YT T GDF-15 7K A 25w e g2
(P>0.05) 6975 A HiRyy 5 AE— ] £ GDF-15
AP T B 4L, 25 A G2 L(P<0.05) .
%3,

x3 WAHKITHIGE GDF-15 &% (n,x+s,ng/L)
Table 3 Comparison of GDF-15 values between the two

groups before and after treatment (7,x+s,ng/L)

Al n JRITHT BIr3 HE R D
A4l 50 1351.26x135.41  952.15+114.74  786.39+87.65
B# 45 1356.42+135.36 1115.24+123.56 913.52+88.36
H - 0.186 6.670 7.032
PH - 0.853 <0.001 <0.001

2.4 W4l Cys-C L

PIZHIR YT HiT Cys-C KV LA 22 S T Ge 1T 5
M(P>0.05) 1797 )5 A HiGIT Ja HE—HF[E] 45 Cys-C
KT B AL, 2257 A 4012 5 L (P<0.05)
W4,

F4 THCys-CKFELLE (n,x+5,ng/L)

Table 4 Comparison of Cys-C levels between the two groups

(n,x+s,ng/L)
2H 51 n YR wIr3AJGE I 1V
A 50 2.34+1.13 1.25+0.55 0.63+0.12
B4 45 2.37x1.16 1.6420.63 1.15+0.23
t1H - 0.128 3.221 14.013
P1E - 0.899 0.002 <0.001

2.5 PidlLIhE

WIZHI4Y 7T LVEDD .LVEF #1 LVSED #5255
TG E L (P>0.05) . ZiRY7 )G, A4 LVEDD,
LVSED /KA F %t B 41, LVEF & T B 41, 2 51
HET#E L (P<0.05), LS5,
2.6 WAL N DIRE LA

P26 9T I, I0GE N R T BE A8 AR K F L R
E2RGEITFE X (P>005), &BirE,AH
Jz 50 ok FE AL LA P AR L B B bk s Pk TE LS
I8 N AR AR A Bk Bk NO JK P T B 41,
ET-1 KM F B, ZRBHASIT¥E X (P<
0.05)., WKo.
2.7 WA R A

AP Rz 2, B 4B 1 O K
HIFRIELEERERERLRIT¥E X (Y=
0.001,P=0.972)

K5 FHELDINBELLE: (n,x+s)

Table 5 Comparison of cardiac function between the two groups (n,x+s)

o . LVEDD (mm) LVSED(mm) LVEF(%)

IR HIT I RITHT BIT I IRITHT bEtidEl
AH 50 52.21+7.32 40.15+5.89 46.35+7.41 30.47+6.16 40.39+5.66 58.96+12.21
B4 45 52.28+7.38 45.63+5.26 46.52+7.35 37.56+6.52 40.52+5.63 51.89+12.13
tHE - 0.046 4.762 0.112 5.449 0.112 2.827
Pl - 0.963 <0.001 0.911 <0.001 0.911 0.006
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Table 6 Comparison of vascular endothelial function indexes between the two groups (x+s)

REsh bk FE il Jil ) ik B R P FE LS

gﬂjm n Iﬂl%l’\]ﬁ(mm) Iﬂl%l’\]ﬁ’y"&ﬂﬁ$(%) HfZ\ZJJﬂﬂ((mL/mlm) NO(Hg/L) ET—l(}LmO]/L)
WEN Wit il wR Wil WiR Wil wie Wil otk

A 50 6.31£1.52 9.47+1.58 6.87+1.45 20.53+1.85 113.56+22.74 185.24+23.85 75.26+12.26 94.36+13.58 101.26x15.35 63.59+10.53
B 45 6.25+1.51 8.35+1.52 6.89+1.49 15.87+1.74 113.85+22.76 164.02+23.52 75.35+12.29 85.14+13.41 101.37+15.31 78.26+10.87

tfE - 0193 3.512 0.066 12.608 0.062 4.358 0.036 3.324 0.035 6.677
PMH - 0.848 0.001 0.947 <0.001 0.951 <0.001 0.972 <0.001 0.972 <0.001
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REAY Zh #HPE ArZ

&

[ ZE] B BIPEREELE R+ 3 (DKA) BE 5 E (PCT) .C-J 1 % H (CRP) K LR /K
AL SRR, FiE R 2017 4E 1 H F 2020 4E 7 H ARBEOA RY 92 1] DKA B TSR AR
P Je A IR 53 43 AN AL - F DKA A IR IR A BN A 41 (n=54) , ¥ DKA KRG I e b B 4l
(n=38) , [T 44 A 98 {51l 7] ] 2= (B¢ 42 52 fit R A AG: 205 SR IE 5 35 I A X R4 . U456 41 PCT . CRP I FLIR 7K
-, 24 ROC 14 23 7 PCT . CRP ., FLER /K F-XF DKA M2 LB i . &R Wissdm
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SE T B4, 25 H St R X (P<0.05) . PCT.,CRP.FLER K- 71 155 55 DKA 45 I I8 e w5 VI AH ¢
(P<0.05), PCT.CRP FLAR/K T K = FH WA 4T w53 K 0.738.0.855.,0.829 ,0.950,, %5 845 ML T
DA R i = . 8518 PCT.CRP.FLIE/K -5 DKA & YL C R %), W = F 7K P28 bR
X PPA IR G I 7 o A LA

[£48iA] PCT; CRP; FLER; Wi PRI ERIE IR

Study on relationship between PCT, CRP, lactic acid levels and infection in patients with
diabetic ketoacidosis

KANG Mengjie*, WANG Wei, HAN Zhaoxia, LIU Xiaoman

(Department of Emergency , Beijing Shijitan Hospital Affiliated to Capital Medical University , Beijing, Chi-
na, 100038)

[ABSTRACT] Objective To explore the relationship between the changes in the levels of procalcito-
nin (PCT), C-reactive protein (CRP) and lactic acid and the infection in patients with diabetic ketoacidosis
(DKA). Methods 92 patients with DKA admitted to this hospitol from January 2017 to July 2020 were select-
ed as the study group. Then according to whether the patients were infected or not, they were divided into two
subgroups. The patients with DKA combined with infection were set as group A (n=54) , and DKA patients
without infection were set as group B (n=38). At the same time, 98 cases who went to the hospital for a check-
up and had normal results were selected as the control group. The levels of PCT, CRP and lactic acid in three
groups were compared. The ROC curve was drawn to analyze the predictive value of PCT, CRP, and lactate lev-
els in the occurrence of infection in DKA patients. Results The levels of PCT, CRP, and lactic acid in the
study group were significantly higher than those in the control group, and the difference was statistically signifi-
cant (P<0.05). The levels of WBC, PCT, CRP, and lactic acid in group A were significantly higher than those
in group B, and the difference was statistically significant (P<0.05). Increased levels of PCT, CRP, and lactic
acid are closely related to DKA co-infection (P<0.05). PCT, CRP, lactic acid levels and the area under the
three combined curves were 0.738, 0.855, 0.829, 0.950, respectively, and the area under the three combined
curve was the highest. Conclusion PCT, CRP, lactic acid levels are closely related to DKA co-infection, and
monitoring the level of changes in the three is of great significance to assess the severity of infection.

[KEY WORDS] PCT; CRP; Lactic acid; Diabetic ketoacidosis
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W IR % B GE 1% 7P 3 (Diabetic Ketoacidosis,
DKA ) J& 5 8 UL I — ol PR 2 ME I ACAE , B8 IR IR
BETEAFHEAEHT RS R HA L, FHIHK
R I, oA R IR L ROK BT R
S R B 2T B0 OB 5 IR PR PR K
fif o ZE AL IR A AR R T B IR ZE B AR S
KEHFE AN, DKA BFFET-F05 , o R YL 215
KRR BB Y DKA 5% DKA Sl R in & 1 8
Zoak RS, B, dnfe] S i 2 i DKA B34 31
UIRE, st /R E s 2 B AT A . ATk A
K H KL, DKA BN e ke 5 5050 %
FEbR B VIFAOC" . F45 % 5 (Procalcitonin, PCT) f
Rl R FH T2 W 4t o 2% e i BB s, T2 B T
Il PR, 76 Z2 R ge My Hh St i RIS C-Je
)W £ [ (C-reactive protein, CRP){E k& 4] s v 26
M, 11254 58RI RV, & Tl DKA 24
JUEE R A AR AEFR AR . AR OGRS A I, 5L
RS S5 PR Z R BEERE , H HOKE AR 5 4
LU BT HEBE R . A5 DKA

B3 PCT .CRP \FLIR /K 5 EGL R R RAFWT
1 MER5F*
1.1 —BeweR

PEEL 2017 4F 1 H & 2020 4F 7 H A BUsia ny 92
] DKA i g4l b 5 58 4], 2 34441, °F-
P (56.79+6.93) % o MR HEIE G G IG5
A Ff DKA 5 1 E 3 A 4, DKA K
GG B A, Hh A B 54 4], 55 37
B, 2 17 4], 4% (56.71+6.12) %7 3 B 4234 38
i, 55 21 6], 22 17 4], F-HI4FEE (55.5346.32) %

IR UE - OFF A E 2 85 IR b7 I6 45 5
(2017 4E ) 2 Wik i . QG R TR E 3 s BA 41
S AETE LA AR T v S R RRAE . HERR AR
ORI EFHEEREREL. Qf Ik
PR PRI G W B0 PR | DR 9 RO g
s QMG IR S B 7 7R AN S22 sl ik = HERf PR

[ B 20 A RS AR e 422 32 R AR A 45 R IE 3
o8 B A X REAL . T 52 ], L 46 i, S HAE %
(56.13+6.06) % . 541 (0] — ookt b 22 S o4t it
R SL(P>0.05) , HA Rk, A BRI 4354
BHIE R A C A B AR BEZ A St
1.2 K ik

PCT .CRP JFLIA - {7 FH il E0K G 88 I B A A 1

15 H CRP /K-, 120 & A R A= MR A R
F) s PCT ffi HAE E % [ ml ALY B601 FLfk27 A0
H Bl G2 43 A A 22 5 2L I SR FH 48 Ak I vk
A o[RBT AT I AR S Dhhe [ P9 e 2 B (Al
anine aminotransferase, ALT) I 4¥ 5 4% % [t (Aspar-
tate aminotransferase, AST) . Ifil L B (Serum creati-
nine, Scr) 1 [l JK & % (Blood urea nitrogen, BUN) |
I 0 F 28 M2 3% (White blood cell count, WBC) .
SRy vk ) DN R A 8 el NI SR (S S mwl
BAERITECETI BT, & A A
1.3 Geitsorik

K H SPSS 22.0 B A AT 1T 53 Ar , T Bk}
Ph(x+s) 3R, R e K 50 5 THECRORH n (%) %0
KH K8 . SR H £ JT Logistic [\ 15 43 #7 52 1
DKA B # &AL fiE R N 2 |, 221 ROC #hZ sy
H1 PCT .CRP \FLAR/K T4 DKA 835 & A & (1 15
MWME . DA P<0.05 hEFAHSITFE X,

2 #R

2.1 P4l PCT .CRP FLER/K T L
5T 2 [ 3% PCT . CRP  FLIR/K V- 5 35 5 T4
HREH, 22 AT G B L(P<0.05) o WK1,
&1 FHPCT.CRP.ZLEAKFLLE (x=s5)
Table 1 Comparison of PCT, CRP and lactic acid levels

between the 2 groups (x+s)

21 n  PCT(ng/mL) FLf&(mmol/L) CRP(ng/mL)
WoEdl 92 5.93+1.32 10.67+3.01 13.64+6.83
XTHEZH 98 1.43+0.63 3.89+0.51 4.17+1.29

i - 30.277 21.968 13.474

PiE - <0.001 <0.001 <0.001

2.2 4P IN DKA B A A B R 2R
A.B 4 # 3% WBC .PCT.CRP . FL 2 /K ¥ 25 K

TR, 25 A iR L (P<0.05) , 4R AR
ALT AST.Scr.BUN ., 7 4 it 55 K F 3, 22
SR X (P>0.05), W2,
2.3 %W DKA B & B BYL 2 AR T
PCT .CRP . FL.F2/K-F- Tt 15 55 DKA & I IR %
PIA X (P<0.05), W33,
2.4 PCT.CRP. F.FR/KF-%} DKA H# K A ik e
) I
222224 ROC 4k 43455 : PCT .CRP FLIR KT
R =B A M ZT ARSI 0.738.,0.855,0.829
0.950, £ F8 b Hh £ T T AR ARG A48 I B A, BB A A6
DU T (A e . W4 B 1,
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F2 ®MDKABEXEBLWBEERESM 3 i
Table 2  single factor analysis of infection in DKA patients Wik
HE A5l BALG38) il P DKA g 1 JR 5 56 3 UL 0 7™ 1 2 O
ik (mmol/L)  6.98+1.23 6.68£1.93 0910 0.365 § R
y 5 A= q &k 24 >
ALT(U/L) 812742273  80.58+23.63 0.141 0.888 T, FRDE 5 38 O0 U 5 JIERR DI RE 2R LA 2 A A
AST(UL)  64.83:1293  67.37+11.35 0974 0.332 E 58, JYHE N DKA RS IFIEZ —, &
Scr(umol/L)  114.79£38.04 115.03+39.46 0.029 0.976 T, A 28] TH A
BUN(ng/L)  136.68:15.38 139.35x16.03 0.805 0.422 G %Jﬁi‘j 15, i 18 i AL AE T O B 2
WBC(X10L)  14.93+3.03  10.03:2.05 8.664 <0.001 Wi -1 17 105 A0 S H RTI IR L AT
k2 o .24:5.9: 5.386. .6 K > J e
PRI (%) 86.24+5.93 85.38+6.92  0.639  0.524 CRP T 1930 4E &0, & Fhie SRR C £
PCT (ng/mL) 6.03+1.22 2.01x0.06  20.261 <0.001 o .
CRP(mg/L)  14.04%643  5.02:044 8619 <0.001 WA I W IE WA A W ) A P sk A S R 26 1, — T
FLMR (mmol/L)  12.93+0.75 3.24+1.16  48.661 <0.001 AL 58 5o 28 MR AR BT T EEARMA AR BN R R
*3 ®IMDKA BEXRERLMNESEEZSH
Table 3 Analysis of multiple factors influencing DKA infection
AN DYEES4 FrifiEiR Wald/y* (i P{H OR(95%CI)
PCT (pg/mL) (I vs 5+ Fhi) 1.884 0.450 10.254 <0.001 6.579(2.724~15.894)
CRP(mg/L) (IE% vs 5% F+im) 1.758 0.358 9.854 <0.001 5.801(3.287~10.237)
FLi#2 (mmol/L) (IEH vs 54 Tk ) 1.874 0.421 9.724 <0.001 5.641(2.632~12.091)
WBC(x10°/L) (£ vs 5% i) 0.566 0.389 1.315 0.251 1.760(0.820~3.770)

%4 PCT.CRP.ZLE&/KFEXT DKA & & & BEpymm

firfE (%)
Table 4 predictive value of PCT, CRP and lactic acid

levels in DKA patients with infection (%)
e Ar SRR RUE RS R

AUC 95%ClI

PCT 26.13 0.621  0.624 0.738 0.578~0.898
CPR 25.34 0.713  7.721 0.855 0.737~0.974
BNy 26.48 0.746  0.752  0.829 0.691~0.968
SHEIERI 27.62 0.894  0.898 0.950 0.000~1.000
o ROC 12
: /J I 2% 5
0.8 — —PCT
CRP
0.6 i FLAR
2 - SHRE
B 04t[ BHLR
0.2

0 02 04 06 08 10
1S5

B 1 PCT.CRP.ZE/KEN DKA B&E K 4 BAHFINME
Figure 1 the predictive value of PCT, CRP and lactic acid

levels in DKA patients with infection

L, 384 00 206 S 2 40 L S 0, 4 ik 4L I 5 5 — T
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A T 7 T 9K L 0 i — [ 4 4, ) A i 24 i
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IFAT ARG RS, AR R, SR 2 O
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BELOR B IR 3, Ui PCT .CRP M FLIR/KF
5 DKA BB BB B VIR

A ), A B 58 94T T Logistic [811H 5041 , 45
7% PCT .CRP L2 7K V- F+ & 5 DKA & I Jf gL
YIS . X 5 1R 2% & W98 PCT . CRP /K -4
SRAIRL, % 8 5 DKA H & R Py Bl i Bl 481
T BB I 5 UL RN AR T RE R A SR AR 5
BARNRER BT = A, F— 4R PCT.,
CRP K FLW2 K V15 DKA 5% & Az B e vh & LI
# o, JIARHEST I i ROC Hi £k 20 M7 ik — 45 2 75 B
BRI = F6 A T AR A T AR R A T B
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i 2 B, HHACE A 5 838 kAR R O R
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ICAM-1.HSP70 Fz PAF /K -2 4L 5 B a1 8 s
15 e BARYE &

WiEFE Eh FR ket

({5 =1 B8y O EDEEET T7-1 ICAM-1) B FLHE 1 70 (HSP70) K I /M i AL IR 1
(PAF) K FARAL 58 BE0 05 BEIE T PUGME R, FiE #2016 4F 6 H & 20184F 6 A TR #2112
TR 1Y 84 191 B4R 105 (SCL) B3 1fe R GERME A 52 4L AR S ASIA 20 br ety SCI B 7 o0 - B 5 2103
H(AH=43) BT B #H (B dl=24)  BHEEG A (CH=17) . FFLEIRIHASEF T HER 219 96 i 1E
W NFEE X IRAL . H ICAM-1 HSP70 K PAF /K-8 45 2010 (15 0 , 10 S T AT #8357 Bt )7 i) PN 795
150, R HZ 7T Logistic FIAM M A SR & BUS ARG HE., SR FdiEE ICAM-1,
HSP70 & PAF 7K F-HH 5l 5 T X B4, 22 A G2+ 8 L (P<0.05) ; ICAM-1 . HSP70 & PAF /K V-7 : A 41
>B4>C A, ZH AL E X (P<0.05) ; 84 0 B E 2 WAEREDT G Won , 57 BB E TS KA, 27 il & 1
JEANR, WG AN R %N 32.14% , 427G Logistic B B 7w, & 2405 2 F A0 E MG IR (ICAM-1,
HSP70 J PAF 7K} SCT & Tl AS B AY AL S fE 6 2 (P<0.05) . #5188 ICAM-1.HSP70 % PAF 7£ SCI
BE IR, B RE UG R B, TR TN SCL R W5 A4 FAr s P A6 7 I e AR A

[X43A] ICAM-1; HSP70; PAF; HHE#i i

Relationship between the changes of ICAM-1, HSP70 and PAF levels and the condition
and prognosis of patients with spinal cord injury

XIE Haiyang, WANG Ye, JIANG Cheng, ZHANG Yingbo*

(Department of Orthopedics, Affiliated Hospital of North Sichuan Medical College , Nanchong, Sichuan, Chi-
na, 637000)

[ABSTRACT] Objective To study the relationship between the changes of intercellular adhesion mol-
ecule-1 (ICAM-1), heat shock protein 70 (HSP70) and platelet activating factor (PAF) levels and the condi-
tion and prognosis of patients with spinal cord injury. Methods The clinical data of 84 patients with spinal
cord injury (SCI) who were diagnosed and treated in our hospital from June 2016 to June 2018 were selected
as the research group. According to the ASIA grading standard, the SCI patients were divided into: patients
with complete spinal cord injury (Group A, n=43) and incomplete spinal cord injuries (Group B, n=24), pa-
tients with spinal cord concussion (Group C, n=17). And 96 healthy persons who underwent health check in
the same period was selected as the control group. The levels of ICAM-1, HSP70, and PAF among the groups
were compared, and the prognosis of all patients during the follow-up period was recorded. Multivariate Logis-
tic regression was used to analyze the risk factors that affect the poor prognosis of patients with spinal cord inju-
ry. Results The levels of ICAM-1, HSP70 and PAF in the study group were significantly higher than those in
the control group, and the difference was statistically significant (P<0.05). The levels of ICAM-1, HSP70

and PAF are as follows: Group A>Group B>Group C, and the difference was statistically significant (P<
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0.05). After two years of follow-up, 84 patients showed that 57 patients had a good prognosis, 27 patients had

a poor prognosis, and the poor prognosis rate was 32.14%. Multivariate Logistic regression showed that the

time from injury to operation, type of injury, ICAM-1, HSP70 and PAF levels were independent risk factors
for poor prognosis in patients with SCI (P<0.05). Conclusion The levels of ICAM-1, HSP70 and PAF are

significantly increased in SCI patients, and are closely related to the prognosis of patients, and can be used as

molecular markers in predicting the prognosis of SCI patients and potential targets for treatment.

[KEY WORDS]

B 454 (Spinal cord injury, SCI) J& K &+ &
AN ECRE R R (S AAE iR 4 ) 5 R B N 45
15 DR 4 3, 1 R T DL T R R R 2
Uifg (s 8l s A AN A WA Yi6e) 1 kE
i, B i Bak 2, ™ RN R A Y B A
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BE A REEMENY MCHE R, /R
1k A F (platelet activating factor , PAF) 42 %8 4iE A9 H
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HAE A B BRI R 24825 4 2R [ BRds o (ASIA 2011
RO s QW 5E 4 R E IITEZ 35 A8 /NEE ABE IR 5
¥Rk &P SCL; @I PR BT R} 3% H FLSE ; HERR bR
e OB I Z B WBG K20 )5 ™ E Y # Q™
TG e BB R R S TG IR A AR QTR
FEEMEAR S W MR R GRS e HE] i
7 RS A 1 1 AHEAE R X R, 3k 96 4], o rp
5 61 B, 2 35 4], F-IJ4ENE (34.7226.51) % . 4
PR AR A — R b R 22 R RS R R L B
A (P>0.05) . WLFR 1, AWF5EE o B Bt
Z it Z I T E AN R .
1.2 Wk

WCAR BT AT BB I R BB, L4 ICAM-1 \HSP70
K PAF /K F-7E SCIEEH AL I O o iC i f &
A TE WAV I ) PN RS O, AR i 1S 1 O 43 R T
Ja R4 K Wi A R4, K H £ 50 Logistic [B]1H 73
Hragin SCI & Fils A R fafe R % .
1.3 WEHER

WA B RS R IR 4 i 5 mL, SR R
Ie 58 7 00 bR 1 R AE A AT R AR 250 (3 000 1/
min, 10 min) BUALYE 5 53 B A O RN s EP A& v,
FE—-80C VKR K o SR FH G IBC G 758 WO 86 32 A
HSP70, i35 G G AR E A A IR A E] . T LA
3% [# Beckman Coulter 2y &) 09 i 28 40 Jg 42 , I 52

Rl ABCH—MABLE [n(%), (x+s)]
Table 1 Comparison of general data of group A,B,C [n(%), (x+s)]

i A

L

. 51 ARy s Z At ]
411 Bk (%) semtic wat Rut ste s e PRET mw )
A4l 43 20/23 34.52+5.75 14(32.55) 13(30.23) 12(27.90) 4(9.30) 17(39.53) 10(23.25) 6(13.95) 10(23.25) 9.48+1.02
B4l 24 15/9 34.38+5.73 10(41.66) 7(29.16) 5(20.83) 2(8.33) 10(41.66) 7(29.16) 4(16.66) 3(12.50) 9.46%1.05
C4l 17  10/7 3457571 8(47.05) 5(29.41) 3(17.64) 1(5.88) 8(47.05) 6(3529) 1(5.83) 2(11.76) 9.50£1.03
Fly 8 1.819 0.010 1.626 3.224 0.010
P 0.403 0.993 0.951 0.780 0.992
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ICAM-1 7K. T LA Ia] i ACAH 35 25 A PAF
Ko B AR BT & R EL R T .
1.4 BEVIITE

A FERE U7 R IR TT b, ) 2 4 ik
F 2020 4F 6 J1 o B 11 Bl 17 B B] 23 A AE 2~24 4>
A F¥BEVIRHE R (15.71£5.93) 4 H o X 835 fifl
Vi 7 2 R F s B U A R T SRR
Wedd 2y . R H A H L4 23 (Japanese Ortho-
pedicAssociation, JOA ) " #F & #E ) BEVF & bR PE E
JT 35, AR 4 Hirabayashi'™® A X HERYT 5 R K FE 5
T JOA ¥4 B35 %2, BB 28R T 5 U5 32 1E 25%
IR B A TG 25, A B 3500 R 15 4F o
1.5 Sk

K HI SPSS 22.0 B AF AT G i oMy, THEEER
Phn(%) 2w, ¢ ks T ORER H (x £5) R,
2 6] FLEAT ¢ K G, Z A ) HL AT FARG S R Z
Jt Logistic [A] I3 53 1 5% ) SCI £ & Tl J5 A B f&
IR E DL P<0.05 N 22 R A g Lo

2 #R

2.1 P4l ICAM-1 HSP70 }z PAF 7KV
T4 % ICAM-1 . HSP70 K2 PAF /KB i 5

TR, 22 R A G L (P<0.05), W3R 2,

2.2 XfHtAB.C—4EHICAM-1 HSP70 X PAF/KF-
ICAM-1 .HSP70 } PAF /K- 7R : A 41>B 41>

CH, EZRAGI¥E L (P<0.05), WL#E3,

%£2 WHEICAM-1.HSP70 & PAF K P LLEE (wxs)
Table 2 Comparison of ICAM-1, HSP70 and PAF levels

between 2 groups (x+s)

4%  n ICAM-1(ng/mL) HSP70(ng/mL) PAF(pg/mL)
X4 96 1.30+0.42 13.4242.05  120.34+20.16
Wotdl 84 5.81£1.56 67.136.21  271.34%+31.45

18 - 27.230 79.937 38.811

PH - <0.001 <0.001 <0.001

%3 AB.CAEHICAM-1.HSP70 & PAFKFLLE: (v+s)
Table 3 Comparison of ICAM-1, HSP70 and PAF levels
among groups A, B and C (x+s)

4 n  ICAM-1(ng/mL) HSP70(ng/mL) PAF(pg/mL)
A 43 6.21+1.16 69.42+3.92 204.12+8.67
B4 24 4.12+1.12 44.33+5.13 234.11%15.67
c4 17 2.34+0.84 21.33+3.11 172.31+13.42
Fli - 83.55 876.86 665.11
PE - <0.001 <0.001 <0.001

2.3 SCI &1 O

84 19| R H A ARV 5 B, 57 B R E BUS
A, WU BN 67.85%, 27 il & TG A R,
UG A K3 h 32.14% , HR 4 W5 16 0430 BUs B
T2 K Wie AN R4 .
2.4 520 SCI B H FUE A KA E 00

2 AFEIE PR SCT 5 B4 5 H b 22 3 T 48
TH#E L (P>0.05) ,2 413245 2 F R a] S 2
A ASIA 739 R 2518 ] . ICAM-1 \HSP70 J
PAF /KP4 L 22 7 A it 8 L (P<0.05) . U
* 4,

R4 EMSCIEETEARMEZRS [n(%), (x+s) ]
Table 4  Analysis of factors affecting poor prognosis of patients with SCI [n(%), (x+s) ]

K% s RAF (n=57) TR A R (n=27) 2 P

Ll L) 32(56.14) 13(48.14) 0471 0.493
5’8 25(43.85) 14(51.85)

Z A EFARELE (h) <24 43(75.43) 6(22.22) 21.347 <0.001
=24 14.(24.56) 21(77.77)

() <60 36(63.15) 17(62.96) 0.000 0.986
=60 21(36.84) 10(37.03)

HMFH AL o e R4 19(33.33) 23(85.18) 19.704 <0.001
L RE HE 5 1 38(66.66) 4(14.81)

WMELYEH A 46(80.70) 5(18.51) 29.702 <0.001
J 11(19.29) 22(81.48)

ASIA 739 B 2 19(33.33) 10(37.03) 8.352 0.015
C% 21(36.84) 8(29.62)
D %% 17(29.82) 9(33.33)

SCI 1 Bt ek 23(40.35) 11(40.74) 4.792 0.091
Jig Bt 25(43.85) 11(40.74)
it 9(15.78) 5(18.51)

ICAM-1(ng/mL) 1.53+0.19 5.46x1.91 15.476 <0.001

HSP70(ng/mL) 11.58+3.89 69.51+3.83 64.054 <0.001

PAF(pg/mL) 132.08+8.42 291.63+11.16 72.839 <0.001
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2.5 R SCIAEETEARMEZHE DM
ZINE e R wos , BEZ0 EF ARNHE

IMGEZERED ICAM-1 . HSP70 & PAF 7K°F-4 SCI 3%
TG AN B3 7 GRS R & (P<0.05) . WL 5,

F SEMSCIEETMEARNSEZSH

Table 5 multivariate analysis of poor prognosis in patients with SCI

AN HIEEYiq PR Wald/y* 8 OR 95%CI PE

ASIA 439 (B %% vs C+D 2%) 0.794 0.895 4.596 2.21 0.38~12.78 0.292
MR (R RE R IT vs IRRR I B05) 0.869 0.161 4.596 2.38 1.74~3.26 <0.001
ZEF RIS E] (<24 vs =24) 0.893 0.325 4.523 2.44 1.29~4.62 <0.001
WMELWHH CH vs T8) 0.506 0.316 4.694 1.658 0.89~3.08 0.382
ICAM-1(IEH vs %) 0.712 0.314 4.489 2.03 1.10~3.77 <0.001
HSP7O(IF# vs 54 0.912 0.274 4.671 2.48 1.45~4.25 <0.001
PAF(IEH vs S5 ) 0.876 0.157 4.526 2.40 1.76~3.26 <0.001

3 itig

SCI J&— il H ™ 5 i 81 497 , 1T fjh 2 32 451 i
SR B, 0 E RS2 40, TR TN S AT
o s A e A . WS oR S SCLIRE #F R A ¢
B4 FFREW , X T SCLSVA FIHiG L

ICAM-1 J& e Bk 8 I 4K — bt , A
HAE R FG I 2 5 WU G 2 0 2%, 38 T AR S e s
I ) SR 35 53— 3 B o P B A M B 1 T AR,
TR RI,ICAM-1 TEWN B2 Ak s EF 4k Je I Kz 4
ML SEVE T, R IR KO AT el A =5 . Clark
SEURESY R IR, A SCIIF ICAM-1 A S0E Fh £8
A3 G0 5 | I R b A A R A B TR
HFRBAFBIE T AN R T [FH), Nakade
RGN ICAM-1 7K -5 2k SCT A g 16 v
TR UIAH G, W/ A W SCT Hils bRy . A
WFFEKF SCI 3 AR ASIA 239t AT or gl , &
P Bl s — 2L, 278 ICAM-1 5 SCI B 3 1195
Wit A mYI R . T B I T B S A
RN, ICAM-1 55 A 520 SCLUER & FiUs A R
ST fE R 2, L] ICAM-1 5 SCI 8 395 15 1 g
K KR D), R Hn RN SCLR A — AN TE
N SR e AR /K L il /) I8

A 2 I R A 58 & #X , HSP70 2 5 SCI Ji Bt it
TR, Y 82 B 03 B RS 4121 P BOE R S 4
J /0N S T AN M 48 o6 A 2 45 77 A HSPT0,
HSP70 id it — AL AN T 7 R A B, 3D 4E A
H 3, White A R™/HFSE 7R , HSP70 A i i 8 41
YRS, A A B AT B, R T AL
PUEAL DI REVK &, R B BE Ak Z P . R,
Yanrui 55 "8 55 BF 5T & PR SCI 3 HSP70 K 5
B BE B 1) R A AR IE ARG, B BE 6

R LI T HSP70 7 sy, #E0 HSP70 7£ SCI i
JE i R EAE . AT 5T 45 R 47 8 HSP70 7F
SCI Wy &A= & b K545 S A AAE T

PAF J& H i 1k & 1) 44 PR o ok I /) i 2R 4
R, —J7 1L, AT /N AR e A R SRR ORI, K
TG T VR 20 P SR AR ORI A P B A o, B i,
EREE AV PR MR IR BE R - A Sy — T,
TEF BRI (1) 9 i 1o A AN 4 2 304405 v e P i PE AR
o Zhang 5" SRS R IR, Y SR IS T A
PAF Bl , e 2% PAF Ui KAz AR M IF 5 22 AR
SRS A INER S . AU S5 R UL PAF
5 SCI W & J e R 200, Alf HAR R 7 SCI f8 4%
o 1 1 Bl S LIS 1 RLEE R o

Zg I+, ICAM-1 . HSP70 % PAF 1£ SCI & & ]
BItm, H5 8E WG X R%Y), nl/E R Bl SCI
BTG B TR S W FR T T AE (R 05 .
TGN AFEA fr 8/, S50 45 FME G A7 7 I
for, R KA R — D05, LIRS T 1
TR LI 4 5

SE

[1]  Xue H, Yanjun G, Shijiao Z. The relationship between se-
rum levels of pentraxin 3, high sensitivity c-reactive protein
and the severity, prognosis of patients with acute cerebral in-
farction[J]. Stroke Nerv Dis, 2019, 23(11):331-335.

[2] Oka S, Ono K, Nohgawa M. Relationship between p53 ex-
pression and prognosis of myelodysplastic syndrome treated
with azacitidine[ J ]. J Hematopathol, 2020, 8(1):92-94.

[3]  Feng QJ, Liu N, Song SP, et al. Relationship between B-de-
fensin-1 gene polymorphism and susceptibility and prognosis
of acute respiratory distress syndrome [J]. Medicine, 2019,
21(6):332-336.
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sdLDL-C.IMA Bz UACR 55 2P i P s A5 1 Be
BRI R &

7k

A

[ E] BB F /N % 2 B AG & A I #E (sdLDL-C ) | 1L 18 4 25 1 (IMA) B IR 1
T8 26 (15 BRLEF G (UACR) 5 2t S M ik 2 P il R M e R, Ak 2017412 A E
2019 4F 12 A Be WOIE 19 120 ) 20 SR i 2k i 2 rh iR 2 e o AR 4, I b S8 [ N7 AR O AR
A i R (NIHSS) ¥E43>5 43 55 f4i], NIHSS 743 =5 43 65 141 , 3 3 W [F] iof 301 A B A4 1) 128 1] {kt B
K H AR %A . X He R [A] A BE sdLDL-C . IMA . UACR /K -, 3 4> 7 NIHSS ¥ 43 5 sdLDL-C .
IMA ,UACR 2 [8] (% 4 5k, 2R ] Logistic 113 43 #7 5% Wil Sk i it 1 1 25 Hp 28 25 105 A 77 00 4 26 A8
HE., &R WEHU sdLDL-C . IMA . UACR 7K -3 b 25 T X B4, 28 A 401 2% 5 L (P<0.05) .
NIHSS 143 >5 43 (4 201 B ifi 4 i 26 o 82 3% sdLDL-C . IMA , UACR 7K -3 i 2% &5 T NIHSS $£43 =5 4%
B 2 et M A P R 22 R G o L (P<0.05) o 2Pk i il M i A5 R 2 NTHSS 3 4 5
sdLDL-C .IMA ,UACR % IFE A2 (P<0.05) . sdLDL-C (7 #%i5) \IMA (7 &35) \UACR (H #ik) iy B &
FET- R I T (P<0.05) o logistic 1A 3B 45 3 i 7R : sdLDL-C (#1235 ) (IMA (15 %1k ) \UACR (&
FEIR ) N R R At Bl B RS R E TS ST B B R & (P<0.05) . #5i8 sdLDL-C . IMA . UACR
55 Gk B I A b R & G R I e DR AT N A = A A, DA A A el il A A o
HBE N R WS .

[X$#8i7] sdLDL-C; IMA; UACR; 2Bl it A op

The relationship between sdLDL-C, IMA and UACR and the disease severity and progno-
sis of acute ischemic stroke

LI Chongyi

(Department of Geriatrics, Pingmei Shenma Medical Group General Hospital , Pingdingshan, Henan, China,
467000)

[ABSTRACT] Objective To explore the relationship between small and dense low-density lipopro-
tein cholesterol (sdLDL-C) , ischemia-modifying protein (IMA) , urinary microalbumin to urinary creatinine
ratio (UACR) and the condition and prognosis of acute ischemic stroke. Methods 120 patients with acute
ischemic stroke who were admitted to this hospital from December 2017 to December 2019 were selected as
the observation group. Among them, there were 55 cases whose National Institutes of Health Stroke Scale (NI-
HSS) scores were >5, and there were 65 cases whose NIHSS scores were = 5. 128 healthy people who re-
ceived physical examination in this hospital during the same period were selected as the control group. The lev-
els of sdLDL-C, IMA, UACR in different groups were compared, and the correlation between NIHSS score
and the expressions of sdLDL-C, IMA and UACR was analyzed. Logistic regression was used to analyze the

related risk factors that affect the prognosis survival of patients with acute ischemic stroke. Results The levels

H AR A T T RAHEA X A (172102310013)
Ve ffs, FRAN DL ESFER L EREZFmRA, Td, F 10 467000
WA %A, E-mail : zhoud6126s0ng1 78@163.com
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of sdLDL-C, IMA and UACR in the observation group were significantly higher than those in the control
group, the difference was statistically significant (P<0.05). The levels of sdLDL-C, IMA and UACR in pa-

tients with NIHSS score > 5 were significantly higher than those in patients with NIHSS score < 5, and the dif-

ference was statistically significant (P<0.05). The NIHSS score of patients with acute ischemic stroke was pos-

itively correlated with levels of sdLDL-C, IMA and UACR (P<0.05). The mortality of patients with sdLDL-C

(high expression) , IMA (high expression) and UACR (high expression) was significantly higher (P<0.05).

Llogistic regression analysis showed that sdLDL-C (high expression) , IMA (high expression) and UACR

(high expression) were the independent risk factors affecting the prognosis of patients with acute ischemic

stroke (P<0.05). Conclusion The levels of sdLDL-C, IMA, UACR are closely related to the disease devel-

opment of patients with acute ischemic stroke. The combined detection of the three can be strengthened clinical-

ly to evaluate the disease progression and prognosis of patients with acute ischemic stroke.

[KEY WORDS]

P B it P A A TR I PR b L A — e R i
PR 100 BLAT R R B 38 B s I B A K
Bk e N FERIEER BOCIEEIR , U
BE B A AR R A o RE S R G A R
A2 W | B I G BT X P IR ST O 58 R i
BITROR  BEREBR R BOLR 2 E . B0
FEAG /0N i A % 5 IR 2 1 E A % (Small and
dense low density lipoprotein cholesterol , sdLDL-C)
HA B i Bosh Do A1 FE . i 8 i 2 A
(Ischemia modified albumin, IMA ) J& A Ifil 7% 7% 25 11
Ui 2R R I ZH GUS BT 7 A Y 2 — Ry AR A R 1T
PR BRI S IR ILET L fH (Ratio of uri-
nary albumin to urinary creatinine , UACR )il # #% IA
BT B LA N B2 A B /N Sl JhkoRE A B
JEE ARG T A I 2 v R VR A5 D T A
3 . AR S AT sdLDL-C . IMA & UACR
5 SR B PR AR AR T UG BRI PR
A P R P A T T R B TS 1R S K
o MAEIT

1 ARSI

1.1 — sk

PEHL 2017 4212 H 2 2019 4F 12 H AR BEGA R
120 {1 2 ke i G 2 v R SR A, ABR
A 5% [ [ 7 DA WF 98 Be 45 i 3% (Strokescale at
the national institutes of health , NIHSS ) #£-43"> 5 43
55 1], A Bt i NIHSS ¥ 53 =5 53 65 i . 53 1% W]
Af 0 T AR (56 422 32 fa e AR Az 11 128 5] £ 3 1R A Xo) i
H, WA BRI ZER TG E X (P<
0.05), BA A M, Wk 1,

sdLDL-C; IMA ; UACR; Acute ischemic stroke

R 2HBEELHERER [2(%), (x£s)]
Table 1 Comparison of baseline data between 2 groups
[n(%),(x+s5)]
PO PR CTIRTE SRR

Hu on

€759 (%) (kg) (kg/m?)
WEZLH 120 68/52  58.32+2.49 52.75%2.28  22.19+0.32
XHBZ 128 68/60  5845+2.54 52.68+2.25  22.14+0.25
iy i 0.314 0.407 0.243 1.376
P{H 0.575 0.685 0.808 0.170

AR E . DI Z CT  MRI K A #1124 2 1k
St P G A e, AWK B2 1 R QAR i
80 % LT ; @K A I FLA A b ; @ A5
HE— P, A A 3 i /N 41 o 7] B 470 o 7] S
52 sdLDL-C \IMA 2 UACR /K254 . HE
BRbRAE - DI R 7R A 24 s QRS Wi & 85
B0 | BT R 2% 1 BT 5 st A% 1k s AR A 1 i il
N
1.2 ik
1.2.1  sdLDL-C .IMA } A= AL 48hma6 i 75 12

PR SR I i AR R TR B IS R R KL 5
mL, X B2 Sk it R ARG i R i 5 mL, T A
brASRAE G U LM EEH )5 L £ 2 000 r/min #5020
min 438 M , 77 T —80Crk A i A& i g i, ffi
it 166 G 72 W% 5 0 %€ sdLDL-C . IMA 7K -, ft
R &R 55 B RnD 28 F) AR 77 1 B 72 i AR AR
D42z ) & Ui A 64T . sdLDL-C &% il
0.30~0.80 mmol/L" ;IMA )&%l [l j<64.8 U/mL,
IMA=64.8 U/mL W g 75"

1.2.2 UACR il 72

SV EnAE RN A h B TEABE RS T HIG R

8:00 , X FEZE A filt FRAAAS 4 H I /= 8:00 B HURDR
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A%, R G g B vk D 22 PR A3 (4 3 H (Urine mi-
croalbumin , mALB) . JK JLEEF (Urine creatinine , Cr) ,
fiCEE: 1 8 R 5 ILIEF v B HE f (UACR) o XA
K H 377020 4 [ 3453 T, UACR 1 2%
75 ok 30~300 mg/g™ .
1.3 LS bR

ARt 2 N 2 44 TSR 45 7 EETR A
NIHSS X 2P e i 1 i A v £ A B o) 17 7™
FEREHEATIPAL . i RS B T B B PUK
VBT R 2T, B UL 42 53 N i
R, BT 42 RN, phAT)
BB Bt . <15 43, B D RE H 2 Bl - =16~<30
Oy A THRET BB . =31 2. LIS E A M,
B O 120 B EGE HEAT I 1 AR BE T
TG
1.4 Gt #orik

K SPSS 22.0 #AFHEAT S50 H , R K
Phn(%)3Fm, R ¢85, TR (v xs) R
7N, AT K5 5 SR ] Pearson B2k AH G20 #1 NIHSS i
g3 5 2P B i G A 3 sdLDL-C L IMA |
UACR 7K1 A0 &1 5 SR FH 2 5 Logistic [B1H 73 #r
S M) A P e O A i A e R TS A A A O S B
R P<0.05 AERAGITHE L,

2 #R

2.1 4l sdLDL-C .IMA ,UACR 7K F [t
WELLH sdLDL-C .IMA .UACR /K334 i 2 T
XHHRAH , 22 A GeiT2F 7 L (P<0.05), L3k 2,

%2 WitH sdLDL-C.IMA . UACR FRiEEMR (v +s)
Table 2 expression of sdldl-c, IMA and UACR in 2 groups

(xxs)
g1 B sdLDL-C IMA UACR
(mmol/L) (U/mL) (mg/g)
WEL 120 1.05£0.45  95.25+4.10 15.24+3.15
X HEZH 128 0.61+0.32 78.35+3.14 9.45+2.25
HE - 8.916 36.577 16.736
PH - <0.001 <0.001 <0.001

2.2 N [A] NIHSS $F 43 2P s il v ik 2 b R 3
sdLDL-C .IMA ,UACR /K- H %

NIHSS PF53>5 43 By 2Pk Sl i v i 2 v
sdLDL-C ,IMA , UACR /K *F- 3] i 2 75 T NIHSS ¥
I1=5 43 2R BRI 2R B S 25 BRIt
BN (P<0.05), WFE3,

&3 N[E NIHSS W5 2ok i fii = v B &
sdLDL-C \IMA \,UACR 7K F Eb3Z (v +5)
Table 3 levels of sdldl-c, IMA and UACR in patients with

acute ischemic stroke with different NIHSS scores (x+s)

sdLDL-C IMA UACR
2H 51 n
(mmol/L) (U/mL) (mg/g)
NIHSS #43>54F 55  1.22+0.50  103.25%4.30 17.29+3.38

NIHSS #F43r=54F 65  0.82+0.39  98.37+4.11 14.45+3.03
A - 4.920 6.345 4.852
P{H - <0.001 <0.001 <0.001

2.3 sdLDL-C.IMA . UACR 5 2 P fife ifn 4 figi 2 v
NIHSS P53 1) & &

sl A g NTHSS 97905 sdLDL-C |
IMA \UACR 2 IEAHX (P<0.05), WL# 4,

&4  sdLDL-C.IMA.UACR 5 2R i {4 o 2= b s 1 2
Table 4 Relationship between sdldl-c, IMA, UACR and

progression of acute ischemic stroke

i sdLDL-C IMA UACR

rfi PIA rfi PfE i P
NIHSS ¥43> 5 4F 0972 <0.001  0.828 0.019 0.814 0.007
NIHSS ¥F4r=54r 0.854 0.024  0.954 0.023 0917 0.015

2.4 Zokdli M A R AR
B2 5 s < 120 1 2Pk i v ik A o A
16 61 (13.33% ) 76 1 FE N FE T, HEAFH N 86.67% -
sdLDL-C(##53ik) IMA (5 #35) \UACR ([ 5£ik)
AT R I B 5 (P<0.05) . WLER 5,
2.5 syl EER AR R U ARG RS
sdLDL-C (7 #ik) . IMA (75 %1ik) \UACR (5
FEIR ) N R Fok Bl i R A R T G 0 ST
a2 (P<0.05), W6,

®5 AUBRIMMEKREFREEWHRE (%) ]

Table 5 one year prognosis of patients with acute ischemic stroke [1(%) ]

R A ) sdLDL-C IMA UACR
i [EES 3Rk (SRS (S (SRS L3Rk
H A 104 50(48.08) 54(51.92) 46(44.23) 58(55.77) 53(50.96) 51(49.04)
BT 16 13(81.25) 3(18.75) 12(75.00) 4(25.00) 14(87.50) 2(12.50)
paich 6.119 5.257 4.157104
P 0.013 0.022 0.041
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Fo HmEMEEMEKREREERMEHNHEXEZRR
Table 6 Related factors influencing prognosis of patients with acute ischemic stroke
- LS ii) EACEYi
= OR i 95%CI P OR 95%CI Pt
AEPE (=65 % vs < 65) 1.524 0.524~1.534 0.660 - - -
BB vs %) 1.487 0.546~1.547 0.714 - - -
e LA CFF vs J6) 1.578 1.385~1.756 0.030 1.368 0.231~1.992 0.881
BEIRIE (1 vs TT) 1.624 1.527~1.857 0.022 1.236 1.347~1.887 0.245
sdLDL-C ({5 %3k vs I ik) 1.354 1.235~1.456 0.019 1.354 1.372~1.698 0.025
IMA (#5335 vs IRk 1.475 1.342~1.568 0.004 1.647 1.247~1.654 <0.001
UACR (R #235 vs ik #35) 1.524 1.458~1.687 0.012 1.221 1.247~1.657 <0.001
3 it A5, BRI S UACR i 3% 3k 2 42 i sh ik ai

I 20y ok i 4 R 1 JRE B Ak R A (P FE A
2 5 350 Hh Ry B A I P ek /D (S BELT ), e
B 20 240 T —Fh 2O B A RIRAS , Sl — &
GIE AR B ARAE | R kg 2ot sl it i A< v H AT,
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HIIAN . Ak HEEL20154F 1 H % 2018 4F 1 H ARG A Be il iAT7 19 102 1] NSTE-ACS 35 1% A
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The application of GDF-15, HDL-C and c¢Tnl detection combined with CRUSADE score

in the prognosis assessment of NSTE-ACS

CHAI Bolan', LIU Jingjing', WANG Xiaowei’, WANG Lixian'*

(1. Department of General Medical, the First Central Hospital of Baoding , Baoding, Hebei, China, 071028;
2. Department of Cardiology , The first central hospital of Baoding, Baoding, Hebei, China, 071028)

[ABSTRACT] Objective To explore the value of growth differentiation factor -15 (GDF-15) , high
density lipoprotein cholesterol (HDL-C) and troponin I (cTnl) combined with crusade bleeding risk score
(CRUSADE) in predicting the prognosis of non- ST -elevation acute coronary syndrome (ACS). Methods
102 patients with non-ST-segment elevation ACS treated in this inpatient department from January 2015 to Jan-
uary 2018 were selected as the observation group [ According to the CRUSADE score, they were divided into
low-risk group (n=34), intermediate-risk group (n=36), and high-risk group (n=32) ]. 110 healthy people
who received physical examinations during the same period were selected as the control group. The levels of
GDF-15, HDL-C and cTnl in the three groups and the CRUSADE score of patients with different prognosis

were compared. The patients were followed up for 3 years to compare the incidence of myocardial ischemia
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events, bleeding events and prognostic survival rates among the three groups. The predictive value of GDF-15,
HDL-C and cTnl levels combined with CRUSADE score for the prognostic death of patients with non-ST-seg-
ment elevation ACS was analyzed. Results The GDF-15 and cTnl levels in the control group were significant-
ly lower than those in the low-risk, intermediate, and high-risk groups, and the HDL-C level was significantly
higher than that in the low-tisk, intermediate, and high-risk groups (P<0.05). The levels of GDF-15 and ¢Tnl
in the high-risk group were significantly higher than those in the intermediate-risk and low-risk groups, and the
level of HDL-C was significantly lower than that in the medium-risk and low-risk groups. The differences in
the levels of GDF-15, HDL-C and c¢Tnl among the three groups were statistically significant (P<0.05). The in-
cidences of myocardial ischemia and bleeding events in the high-risk group were significantly higher than those
in the intermediate-risk group and the low-risk group (P<0.05). The patients with high GDF-15 and cTnl ex-
pression, low HDL-C expression, and CRUSADE score = 41 had a higher mortality rate ( P<0.05). The area
under the RCC curve of GDF-15, HDL-C, cTnl level, CRUSADE score and four combined detection were
0.839, 0.803, 0.876, 0.938, 0.978, respectively. The area under the curve of combined detection was the larg-
est. Conclusion The levels of GDF-15, HDL-C, and cTnl in patients with non-ST-segment elevation ACS

are abnormally expressed. The three tests combined with the CRUSADE score have a higher value in assessing

the prognosis of death in NSTE-ACS patients.

[KEY WORDS] GDF-15; HDL-C; cTnl; Non-ST-segment elevation; ACS

o etk B Bk 2% & AiF (Acute coronary syn-
drome , ACS ) 8 3 7E £ 28 Je el R Sl ik A A (Percu-
taneous coronary intervention, PCI) & J7 J5 , 1] £ —
FERR L LR R E AR RSB R BUE A
FORW EAEE AR L AR AR AR SO A
PRI R R AR AT A BB AROCHE AR KRB 7-
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B LR EH O AR Z#HMoE™ . AHE
WSS, 1= % B IR & 11 IR [E] 5 (High density lipo-
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A fab R, S RETGR RS, JLsE
1 I (Troponin I, cTnl) 25 T g ikt LA AL I B
R R i S ACS BUE S 5 XU
(Crusade bleeding risk, CRUSADE ) - 43 1) 3¢ % 4
A R IE . it — PR 1T ACS B IV
GDF-15 .HDL-C } ¢Tnl /K V- £l X 5 CRUSADE
PEAPEAL AR ST Bt df 15 ) ACS (Non ST segment ele-
vation acute coronary syndrome , NSTE-ACS ) £ # il
Je BTN, A< SCHEIOCA B #4 NSTE-ACS & 1R
HBEFERS RHATHESE, G WT .

1 ARSI
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PEH 2015 4F 1 A 2 20184F 1 AARBEBeA)T

Y 102 f§i) NSTE-ACS f & B ML, N AARUE
OFFE A B2 2R 250 LA R 27 4 2 1 22 132 e
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Qe ABLE 1 B N3G PCTA . HESRbRE . D&
MR Gep e SEHEE ™ E B DR
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K Tl KV HIZ5)E s SRfi R R i3

H 4% CRUSADE 353434 3 41 - K fE 4 34 141
(CRUSADE 47 : 1~30 43) , H f& 41 36 4l (CRU-
SADE 147 : 31~40 43 ) , 5 fs 2 32 f4] (CRUSADE
W41 =41 43 ) o BE BRI AR AR Be (46 1 110 3] £
FREE B A IR A BELR BBt L 22 S e g i)
R L(P>0.05), W3R 1, ARG ERRHEZE R
S L, A 2 E B A E G R .

®1 WABZEBI (2(%), (xxs)]
Table 1 Comparison of baseline data between the 2 groups
[(n(%),(xxs)]

g3 451 FEAERE Rk
- % e (%) (kg)

WELL] 102 59(57.84) 43(42.16) 55.41+3.31  63.54+1.23
XHHRZL 110 55(50.00) 55(50.00) 55.48+3.39  63.62+1.31

tHE - 1.310 0.152 0.457
P{H - 0.252 0.879 0.648
1.2 ik

1.2.1  GDF-15 .HDL-C /K4

X HEZH TR 2 H OS2 T ABE 48 h N IAE
I3 GDF-15 7K, DA Mk i £ HUEE il bR A< | 77 %
T=70CH KA ZR . LLFEHTA GDF-151g £
e REPUIAR il A RN (1R ) A FRAA B X bR
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Table 2 Comparison of GDF-15, HDL-C and cTnl levels in
4 groups (x+s)

4% n  GDF-15(ng/L) HDL-C(mg/dL) cTnl(pg/L)
RG240 34 228.65%80.36 41.65%5.42 0.39+0.02
G4 36 279.68+95.64 35.34+5.04 0.43+0.07
fEdl 32 320.65+11025  29.65+4.76 0.47+0.13
YTHRZH 110 133.65+56.32 50.65+8.54 0.19+0.05

F1a - 63.230 92.960 209.76

PH - <0.001 <0.001 <0.001

2.2 oL S R A i A e A A A

o i 2O LR 7 e A 3 il S A R A
FRHRESTHeHMUEH, ZRARITEE
M (P<0.05), WH#E 3.
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B [(n(%)]
Table 3 Comparison of incidence of myocardial ischemia

events and bleeding events among 3 groups [n(%) ]

w5 A JJL SR = 4 i =

B KA KEH kAt KEAL
fRfE4 34 2(5.88)  32(94.12) 1(2.94)  33(97.06)
gl 36 15(41.67) 21(58.33)  14(38.89) 22(68.75)
G 32 30(93.75) 2(6.25) 29(90.63)  3(9.38)

7 - 4.919 5.223

P& - 0.027 0.022
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CRUSADE 143 88345 [ Tl J5 15

102 1] e 45 3 4F 36 12 K K 19.61 (20/102) .
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Table 4 Prognosis of patients with different GDF-15,
HDL-C, cTnl expression and CRUSADE score [ (%) ]

g A T . )
ENEEER Y nm82)  (n=20) 71E PIE
GDF-15 &1k 65 47(57.32) 18(90.00)

e 7.430 0.006
EHFEIE 37 35(42.68) 2(10.00)

L5 55 40(48.78) 15(75.00
ﬁfjéj“ (48.78) 15(75.00) 11 035
IEH A 47 42(51.22) 5(25.00)
Tnl Ik 59 43(52.44) 16(80.00
o r’j%f o (52.44) 16(80.00) o 0 0os
EH L 43 39(47.56) 4(20.00)
CRUSADE 1~304) 34 32(39.02) 2(10.00)
31~40/4F 36 29(35.37) 7(35.00) 28.228 <0.001
=414y 32 21(25.61) 11(55.00)

HDL-C

2.4 GDF-15.HDL-C } ¢Tnl 7K F-§¢4 CRUSADE
P43 % NSTE-ACS H 3 i 5 46 T 10 4 {0
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NSTE-ACS BEWFIE T HHE
Table 5 the predictive value of GDF-15, HDL-C and cTnl
levels combined with CRUSADE score for prognosis and

death in patients with non ST segment elevation ACS

= TS Ar 4 B
B R RE o

N | -
BMER w0 ()
GDF-15 25786 0.814 0915 0.839 0.708~0.969
HDL-C 25.65 0.897 0.924 0.803 0.668~0.938
c¢Tnl 25.89 0.885 0.920 0.876 0.779~0.973

CRUSADE #£4) 25.55 0.954 0.967 0.938 0.863~1.000
PUAFREASKIM 2681 0979 0988 0.978 0.000~1.000
B 1711 0.875  0.889  0.945 0.7548~0.995

ROC [l

it £ 5
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145t

Bl 1 GDF-15.HDL-C & cTnl 7k B & CRUSADE ¥4}
Xt NSTE-ACS & /gt =l mE
Figure 1 predictive value of GDF-15, HDL-C and c¢Tnl
levels combined with CRUSADE score for prognosis and

death in patients with non ST segment elevation ACS
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Commentary on the progress of targeted therapy for thyroid cancer
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[ABSTRACT]

mon malignant tumor in the endocrine system. There are many types of pathology, and different types of tu-

Thyroid cancer is a common malignant tumor in the head and neck and the most com-

mors differ greatly in clinical manifestations and treatment methods. The treatment of thyroid cancer mainly
adopts comprehensive treatment based on surgery, but its limitations still exist. Recent years, in the treatment
of advanced thyroid cancer, targeted therapy has gradually developed, which plays an important role in extend-
ing the survival time of patients and improving the quality of life of patients. This article reviews the current ap-
plication of targeted therapy in the treatment of thyroid cancer to outline it, to deepen clinicians’ understanding
of targeted therapy and promote the rational application of targeted therapy in clinical treatment.
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Differentiated thyroid cancer; Medullary thyroid cancer; Undifferentiated thyroid can-
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AKT ,PIK3CA ,PTEN ,RAS %5 , AKT %78 il F AR
JRARML T, AKT h PIK3CA 5875 32 755 i 301 IR AR
JifdEg . PIK3CA W] F 30 ST 1 58 A8 sl b D14y
Jin, 3 PIK3CA & 1 £ ik . PIK3CA R AF T
ATC "8 WL (18% ) ,7E FTC(1% ) M1 PTC (2% ) +f
PR R LN PTEN B 2% 35 S 2 PI3K i
% T 2 B S D T R A A ) 3 5 N B
AP, RAS % 142 PI3K F MAPK i B 114 4 ]
BN A, RAS JE [Hl i 2848 % kA 7E FTC b, Hifth
e PR
1.3 22 34)505% A8 O (MAPK ) i %

MAPK 3 f# %) 728 £k J2& FHOIR B 9 1 8 UL ek A2
JLH PTC H1 (40%~80% ) , T 229 J BRAF IR 1)
[ QST = 11 o i RO L BT D O
BRAF ™5 i WL ) 2R J2& VOOOE FE R AR, 75—
AT PTC 2,

1.4 A 55 FOR i AH G 9 38 2%

A WNT i % TP53 i i .mTOR i J% 55,
A 4> F 2= A8 45 B - catenin |, EIF1IAX '*/ |
PPARYy . TERT . PD-1 5 PD-L1'" Ki-67"',

2 HRBRESIMEER
Tk 5 240 ) A T AR ML A B, L AL
JRAL T bR A SR R A S B AR RS . T

L A2 A9 02 0L A S IR 1 v, LA P B2 A I
Je— T I AR R, 5 N B AR R i 2 Al

5
e

SRR TR 2R 5 5, 58 MAPK {5 5 7 &
A BB BEHTIZ AR N 7 R 2 (A nT g i
AL A0 ) PR B A A 4 2 AT o bR A, R
CHTZ MR IR .

3 ST R 4L BY R BRI B 2B [
M=t
3.1 ‘&#$i3EJE (Sorafenib)

% i 9 J8 & 4 %F VEGFR 2 #i1 3, RET #lI
BRAF (1) 11 Il /NG5 i 2 R T A1 1 590 A 45
Y o rhouE S L HA — B 2T, DECI-
SION S 56 2 — I XTI 2 g i) 78 3 1A Bt AL X
HE AR I RIS, 5 22 R A B, PR JE BH (g e
T AR (V% £ 0.59; 95 % CI - 0.45~0.76;
P=0.000 1; #14 PFS 437l 10.8 5 5.8 4~ )™,
P AR A — AN R, 46 F B KR
N, R RS RS IAE LA K i i TSH T &
A
FPLAEJE i AT 5 H A 25 Wy 8K F IR 9T HOIR AR
S o — T I PR SE IR SE T R P AE LA I
FL2h 9 & A 5 £ (mTOR) #3145 75 % 21 7]
(Temsirolimus ) 7F RR-DTC £ & 0597 1 & — Fp
ARA G, U 5 2y Ry R 4 Iy s B4l 4
W AR #2321 06 7 W B 3 (R AN i — 2D b
5{[7]
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(A A oM b, 5 e AR L, & RS e g B rT
35 JE 4K TG Je A= A7 30 (PFS) (18.3 vs 3.6 1~ H 5
HR:0.21; 99%CI:0.14~0.31; P<0.001)"®, % W
() I FH R PR E 8, i e, B ER L IR TS, 9%
95 K AT, ([EREENE, B 265 H
FEREZIRYT a , BT PR AN R, S 8T
(1 43 2 ik LA 1 90000 R R A5 )

3.3 k1## e (Cabozantinib)
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