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[ Abstract)

vascular disease risk and death, and an independent risk factor for hypertension and death. Effective heart rate control

Epidemiological studies had shown that increased heart rate was an independent risk factor for cardio-

(measures and goals) is expected to bring significant benefits to hypertensive patients. However, using 8 receptor blockers
that lower heart rate had not resulted in additional benefits for hypertensive patients. This clinical paradox deserves needs to
further exploration.
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Lysyl oxidase inhibition via Baminopropionitrile attenuates hypoxia induced migration and invasion of non-small cell
lung cancer cells Wang Kai, Wang Congjian, Ju Xuetao, Jiao Zhenhua, Yu Jun. Department of Thoracic Surgery, Tongji
Hospital Affiliated to Tongji Medical College of Huazhong University of Science and Technology, Hubei Province, Wuhan
430030, China
Funding program National Natural Science Foundation of China(81902347)
Corresponding author: Yu Jun, E-mail: junyu2018@ hotmail. com

[ Abstract] Objective To investigate the effect and mechanism of aminopropionitrile (BAPN) on hypoxia induced
metastasis and invasion of non-small cell lung cancer (NSCLC) by inhibiting lysyl oxidase (LOX).Methods Experiments on
the expression and catalytic activity of LOX in NSCLC cells under hypoxia state: A549 and SPCA1 cell lines were divided in-
to normal oxygen group, hypoxia 12h group and hypoxia 24h group.Experiments on changes of NSCLC cell migration and in-
vasion ability and epithelial mesenchymal transition (EMT) related molecular expression induced by BAPN mediated LOX in-
activation: A549 and SPCAL1 cell lines were divided into normal oxygen group, hypoxia group, hypoxia + BAPN group. LOX
activity of the two cells was detected by fluorescence assay. The expression of hypoxia inducible factor-1a(HIF -1et), LOX,
epithelial cadherin (E-cadherin), neural cadherin (N-cadherin), matrix metallopeptidase 2 (MMP-2)and matrix metallopeptidase
9 (MMP-9) genes were detected by reverse transcription and quantitative real time PCR (qQRT PCR). The protein expression
levels of E cadherin, N cadherin, MMP-2 and MMP-9 were detected by Western blot. Transwell assay was used to detect
the migration and invasion ability of NSCLC cells.Results Compared with normorxia group, the expression levels of HIF-1a
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mRNA and LOX mRNA in A549 and SPCAI cells in hypoxia 12h and hypoxia 24h group were significantly up regulated
(P<001), HIF 1 protein and LOX protein were significantly up-regulated (P <0.01), and LOX enzyme activity of were sig-
nificantly increased( P <0.01).Compared with normorxia group, the migration and invasion ability of A549 and SPCA1 cell
lines in hypoxia group were enhanced, while all significantly decreased in hypoxia + BAPN group (P <0.01).Compared with
normorxia group, the expression level of E cadherin mRNA in hypoxia group was decreased, and the expression levels of N
cadherin mRNA, MMP-2 mRNA and MMP-9 mRNA were increased, while the expression level of E cadherin mRNA in-
creased, and the expression levels of N cadherin mRNA, MMP-2 mRNA and MMP-9 mRNA decreased in hypoxia + BAPN
group (P<0.01).Compared with normorxia group, the expression of E cadherin protein decreased and the expression of N

cadherin, MMP2 and MMP9 protein increased in the hypoxia group, while the expression levels of N cadherin, MMP-2 and

MMP-9 protein decreased, E cadherin protein was increased in hypoxia + BAPN group (P <0.01).Conclusion

BAPN can

attenuate hypoxic induced migration and invasion of NSCLC by inhibiting LOX enzyme.
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(# ZE] BHE HEU AN (GPL) B4 21 H & R (GLDC) MRSt FZ A+ 4
(TRAF4) Rk 5NEFE T REAR(ESD) FEAKMIKER, FHiE  #HH 2019 45 1 —2022 4 6 H 411 AR EE L iH
FENEHIGA ) GPL B35 124 4], 34947 ESD FAR , BT AR YUIBRY B i ik B SR AR 5 2, R S 98 e R A

il 2 Ni ( RT-PCR) 460 GLDC \TRAF4 323k, RJ5 KT 1 5811 ESD R 5 E K1, £ HE Logistic [543 Hr5%
me GPL &35 ESD RJ5HE LR HE , Z 1 H TAEFHE (ROC) M4 /37 GLDC [ TRAF-4 Fiiill GPL M3 ESD AR )5 & & (1
Ho 58 GPL 44 GLDC TRAF4 ik 5 T GPL 3224441 (1/P =15.032/ <0.001 22.256/ <0.001) , [}l 4E, 5
%21 i, R E %k 103 5], & % 41 GPL 4141 GLDC TRAF4 ik 5 TAE &4l GPL 4141 (1/P =6.368/ <0. 001,
13.834/ <0.001) ,Logistic [IH53Hr 30, VIR AR Z28% SRR 53816 GLDC & 3255 TRAF4 & GPL 3% ESD A&
JEE RBER RN ZE[ OR(95% CI) =4. 174 (1. 668 ~ 10.445) 2.593(1.227 ~5.483) 1. 668 (1. 114 ~2.499) 1. 544
(1.092 ~2.186) ] ;GLDC \,TRAF4 J — H# 4 Wi GPL M3 ESD R J5 & & ih 4k T w2 (AUC) 43514 0. 830,
0.810.0.933, —F B4 AUC & TEM AN (Z =1.953.2.599 P =0.042 .0.015) , £ GPL 4141+ GLDC,
TRAF4 %3R35 ESD REE KA K, WG GLDC  TRAF4 R ESD AR J5 & & KK o
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Relationship between GLDC and TRAF-4 expression in lesion tissues and recurrence after endoscopic submucosal dis-
section in patients with precancerous gastric cancer Jiang Meng, Song Xiangni,Dang Ling, Feng Qiong, Zeng Huilin.
Department of Gastroenterology, Tongchuan Peoples Hospital, Shaanxi Province, Tongchuan 727031, China
Funding program Shaanxi Provincial Health Research Fund Project (2020D0005 )
Corresponding author: Song Xiangni, E-mail . 815593747@ ¢q. com

[ Abstract] Objective To investigate the relationship between the expression of glycine decarboxylase (GLDC) and
tumor necrosis factor receptor related factor 4 (TRAF-4) in lesion tissues of patients with gastric pre-lesions (GPL) and the
recurrence after endoscopic submucosal dissection (ESD). Methods A total of 124 GPL patients admitted to the Gastroen-
terology Department of Tongchuan People's Hospital from January 2019 to June 2022 were selected. The pre-cancerous tis-
sues and adjacent tissues of gastric cancer were removed and GLDC and TRAF-4 expression were detected by real time flu-
orescent quantitative polymerase chain reaction (RT PCR). The postoperative recurrence of ESD was analyzed at 1 year fol-
low up. Multivariate Logistic regression analysis was conducted to analyze the factors affecting ESD recurrence in GPL pa-
tients, and the value of GLDC and TRAF-4 in predicting ESD recurrence in GPL patients was analyzed by receiver operating
characteristic (ROC) curve Results The expressions of GLDC and TRAF-4 in GPL tissues were higher than those in adja-
cent GPL tissues (#/P=15.032/ <0.001, 22256/ <0.001), and those in relapsed GPL tissues were higher than those in non-re-
lapsed GPL tissues (#/P = 6.368/ < 0.001, 13.834/ < 0.001). Incomplete resection, atypical hyperplasia, high expression of
GLDC and high expression of TRAF-4 were risk factors for postoperative recurrence in GPL patients [ OR(95% CI) = 4.174
(1.668 —10.445), 2.593(1227 - 5483), 1.668(1.114 —2.499), 1.544(1.092 —2.186)]. The area under the curve of GLDC, TRAF-4
and combined prediction of ESD recurrence in GPL patients was 0.830, 0.810 and 0.933, respectively. The area under the
curve of GLDC, TRAF-4 and combined prediction of GPL patients was higher than that of single prediction (Z =1953,2.599,
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P <005). Conclusion The high expression of GLDC and TRAF-4 in GPL tissue is associated with postoperative recurrence

of ESD, and the combination of GLDC and TRAF-4 can predict the risk of postoperative recurrence of ESD.

[ Key words]

lase; Tumor necrosis factor receptor associated factor 4
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Tab.1 Comparison of GLDC and TRAF-4 expression in GPL or-
ganizations and GPL affiliated organizations
45 % GLDC TRAF4
GPL J#4H 4 124 1.52+0.32 0.95 +0.26
GPL ¢4 124 3.16 £1.06 2.67 +0.74
t{H 15.032 22.256
P A <0.001 <0.001

2.2 BRMHMARE KM GLDC TRAF4 FEH KA L
B OANJEBEV 12 A 2k 21 B, RE k103 4,52
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Tab.2 Comparison of GLDC and TRAF-4 expression in GPL tis-
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o B 21 35340.32 3912010 Tab.4 Multivariate logistic regression analysis of ESD recurrence
{ 6.368 13.834 in GPL patients after surgery
P <0.001 <0.001 A5 g Bl SEi Wald{i P& OR{  95%CI
Ry 12.352 4.023 9.427 <0.001 - -
. N . WAF AR 0.106 0.091 1.356  0.352 1.111 0.930 ~1.329
2.3 AlF%R GPL EHIGR TR R SR KA FARBHAK  0.205 0.113 3.291  0.093 1.227 0.934 ~1.532
FA, 2 R R A% BLAR R TR RS (W) BR AN 58 8 i /MEHREIR 0.177 0,105 2.841  0.104 1.193 0.972 ~1.466
00 A 88 A B B (PLT) P g py FURAE OIS 0073 116K 0,675 1205 0,859 1. 692
A 52 1.429 0.468 9.323 <0.001 4.174 1.668 ~10.445
(AIb) ZRFAR(P <0.05)  HABBORE 2 41 Ho A 22 57 T4 ;éiii 0.953 0.382 6.223 <0.001 2.593 1.227 ~5.483
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2.4 ZPHE Logistic [1J44MF GPL % ESD RJ5 & TRAF4 1% 0.435 0.177 6.039  0.003 1.544 1.092 ~2.186
R3 KRERMASE KU GPL EEIGIKIRE L
Tab.3 Clinical data comparison of GPL patients in the non-recurrence group and recurrence group
m H KE KM (n=103) HRMA(n=21) vl P{E
PES (% ) ] 2} 62(60.19) 14(66.67) 0.308 0.579
% 41(39.81) 7(33.33)
MR (R s, %) 53.02 £5.16 54.95 £6.09 1.514 0.133
RS AR (% +5,0m) 1.32+0.27 2.12+0.35 11.738 <0.001
oA o [ (% ) ] Hl1/3 15(14.56) 3(14.29) 0.061 0.970
B 1/3 32(31.07) 6(28.57)
B 1/3 56(54.37) 12(57. 14)
RIS HI(% ) ] ey 36(34.95) 6(28.57) 0.791 0.673
S-3H 14(13.59) 2( 9.52)
[ 53(51.46) 13(61.91)
ASA 53R [ (% ) ] 1% 42(40.78) 9(42.86) 0.167 0.920
I 32(31.07) 7(33.33)
114 29(28.15) 5(23.81)
FARME] (% + 5, min) 28.12 +£5.43 37.26 £6.09 6.886 <0.001
SERAYIER (% ) ] 2 86(83.50) 12(57.14) 7.310 0.007
% 17(16.50) 9(42.86)
SEHIZWT (% ) ] MAG 37(35.92) 4(19.05) 10.993 0.004
M 47(45.63) 6(28.57)
A SR 38 A 19(18.45) 11(52.38)
WL 248 R HHI(%)] A 29(28.16) 6(28.57) 0.020 0.990
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iy 21(20.38) 4(19.05)
W (%) ] 16(15.53) 3(14.29) 0.021 0. 885
JEIR [ 41 ( % ) ] 21(20.39) 4(19.05) 0.020 0.889
AT R (% ) ] 78(75.73) 15(71.43) 0.172 0.678
WBC(x +s, x 10°/L) 7.81£2.06 8.12+2.03 0.630 0.530
NEUT(#% +s, x10°/L) 6.95+1.42 7.12£1.32 0.506 0.614
LYM(% +s, x10°/L) 2.95+0.51 3.02 +0.65 0.546 0.586
PLT(% s, x 10°/L) 142.65 +30.49 112.32 +21.06 4.345 <0.001
Alb(x +5,8/L) 37.15 £3.65 35.26 £2.06 2.295 0.024
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Tab.5 Value analysis of GLDC and TRAF-4 in predicting postop-

erative recurrence of ESD in GPL patients

& br #iE  AUC 95% CI UK FESE ZEHREL
GLDC 3.31 0.830 0.752~0.892 0.810 0.825 0.635
TRAF4  2.96 0.810 0.730~0.875 0.762 0.806 0.568
e 0.933 0.874~0.970 0.952 0.786  0.739
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0.8F ] r
0.6 ! [
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ST
0.4} ]
GLDC
TRAF—4
0.2}, ZHEE
dl
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1-RF 5L
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HliE=d
Fig.1 ROC curves of GLDC and TRAF4 predicting postoperative

recurrence of ESD in GPL patients
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[ Abstract] Objective To study the expression of 3-phosphoglycerate dehydrogenase (PHGDH) and apolipopro-
tein L3 (APOL3) in colorectal cancer (CRC), and to analyze their prognostic value.Method A total of 112 patients with CRC
admitted to the Department of Gastroenterology, Daxing Teaching Hospital of Capital Medical University from March 2018 to
February 2021 were retrospectively collected. The expressions of PHGDH and APOL3 mRNA and protein in cancer tissues
and adjacent tissues were detected by real-time fluorescence quantitative PCR (qQPCR) and immunohistochemistry. Kaplan-
Meier method was used to analyze the effect of PHGDH and APOL3 mRNA expression on the survival prognosis of CRC
patients. Cox regression analysis was used to analyze the prognostic factors of CRC. The receiver operating characteristic
(ROC) curve was used to evaluate the prognostic value of PHGDH and APOL3 mRNA expression levels in CRC patients.
Results The relative expression of PHGDH mRNA in cancer tissues of CRC patients was higher than that in adjacent tis-
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sues, and the relative expression of APOL3 mRNA was lower than that in adjacent tissues (#/P =52.982/<0.001,35.679/ <
0.001); The positive rates of PHGDH and APOL3 protein in cancer tissues of CRC patients were 78.10 % (90/112) and 8.57%
(10/112), respectively, compared with 7.62 % (8/112) and 76.19 % (88/112) in adjacent tissues, the difference was statistically
significant (x’/P=123.722/ <0001, 110367/ <0.001); The expression level of PHGDH mRNA in CRC tissues with TNM stage
III and lymph node metastasis was higher than that in TNM stage I-Il and no lymph node metastasis, while the expression
level of APOL3 mRNA was lower than that in TNM stage I-II and no lymph node metastasis (#/P=52268/ <0.001, 51315/ <
0.001;15.873/ <0.001,14.769/ <0.001). The 3-year overall survival rate of PHGDH mRNA high expression group was 50.00%
(26/52), which was lower than that of low expression group 7333% (44/60) (Log rank x° =4.169,P=0.041). The 3-year overall
survival rate of APOL3 mRNA low expression group was 46.30% (25/54), which was lower than that of high expression
group 77.59% (45/58) (Log rank x° =10.650,P =0.001). TNM stage III, lymph node metastasis, and high PHGDH mRNA were
independent risk factors affecting the prognosis of CRC patients[ OR(95% CI) =1465(1.172 — 1.832),1.501(1.159 — 1.944),1.384
(1088 —=1.761)], and high APOL3 mRNA was an independent protective factor[ OR(95% CI) =0.775(0.617 —0.924)] The area
under the curve (AUC) of PHGDH, APOL3 mRNA expression levels and the combination of the two in evaluating the prog-
nosis of CRC patients were 0.830, 0.816 and 0.922, respectively. The AUC of the combination of the two was greater than
that of PHGDH and APOL3 mRNA expression levels alone (Z =44824.130,P <0.001).Conclusion The expression of PHG-
DH is up-regulated and the expression of APOL3 is down-regulated in CRC, which plays an important role in promoting

cancer in CRC. The combined detection of PHGDH and APOL3 expression is helpful to evaluate the prognosis of CRC.
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B R 5 (D& I BRI O D RE s I H &
B BEMEPI A B2 B N RIDIBRAR (il B DI bR
FIRIT .

1.3 Kl ds 5077k

1.3.1 PHGDH APOL3 mRNA ¥l % 4341 . F AR+ &8
I CRC (B F B A U 55 2L, 2 415 RNA
IF % 555 B cDNA | SEI 9 & PCR (gPCR) 5 )
PHGDH (APOL3 Kik7/KF-. qPCR {250 H 36 F FE ¥R
&N ] (F42 Quant Studio 5) , PHGDH ,APOL3 mRNA
S A7 B B 3 /N 2 g e S K/ D R 7 N
F 1, RN ZR :cDNA 0.5 ul,2 x SYBR Green 5 pl,
IER 545 0.5 I, WK 3.5 plo 2T :94°C
5 min, 1 PMEFH;94°C 35 5.60°C 30 s, 70°C 30 s, L4t
40 MR, LA 224 238k PHGDH ,APOL3 mRNA [
X % 35 &, UL PHGDH, APOL3 mRNA [ 3 ¥4 {4
3.15.1.87 %, 4%k PHGDH mRNA & k4l 52 i
( >3.15) FfiR L4 60 il ( <3.15), APOL3 mRNA
IR 58 (> 1.87) FMILFEIAL 54 Hi( <1.87),
1.3.2 PHGDH APOL3 & AN « R FH o sse 2 24k~
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%1 PHGDH f1 APOL3 5|#)¥ 5

Tab.1 Primer sequences for PHGDH and APOL3
| R FiES I
PHGDH 57 - CTGCGGAAAGTGCT- 5’ - TGGCAGAGCGAACAA-
CATCAGT -3’ TAAGGC - 3’
APOL3 5’ - GCAGGATTGGGAG- 5’ - CAGCAAGCCTGTCGTG-
AGAGGTAG -3” GAG -3°
" 5’ - CACGACAGGCTTG- 5’ - CTTCCGTAAACACGTC-
Bractin c1GAATGA - 37 CAGTG - 3"

Rl CRC f8 35 98 4 21 ] 9 55 41 21 PHGDH | APOL3
Fik o AR T AREU 95 L 2 g 5 4 2 5 i A A
Y] R . PHGDH £ s PRI [ i & U5 LY
FHEAF] (5845 abs106252) , APOL3 f 2 5e W 4 4 1)
AR A BHE A 7 (1855 A-AF1085a) . Hi (4 H B
L5 1100 ,1: 200, AR UK 28 568 S Bk — H R
B RICE R o B TR g arF oL, PHEAN
ME D I <25% 1t 1 43326% ~50% it 2 43
51% ~75%11 3 43376% ~100% it 4 4, Yett IR BEPE
Gy CYR 0 43 VR HE M 1 4y, AR 2 A AR 3
Oy PRI IRF > 2 4 PR, <2 43 R
1.3.3  RJGHEVT BB ARG EA L2 5 AR kA T
BE VS, 8 B g T 2O TR T, BT 3 4 BT R]
BRmTE 6 ~12 4~ H BV A Z 2024 43 A 1 H, BlVS
Lk CRC B kAT ol i 4 1k, B AE AR [A]
SE SN IS 2 A SET BIHA]

1.4 Sit2gJrik RH SPSS 25. 0 443 M4l
THECREORL IR R % (% ) 7R, 4R LR FH R R
By ISR RORI L & + 5 378,24 6] LA R
Pl ST A A ¢ K 3 R A Kaplan-Meier i 28 43 #r
PHGDH ,APOL3 mRNA ik %} CRC % 4 £ Wi )5 1)
B 5 Cox [BIABLRL AT HT 20 CRC 35 TS A9 FE 6 1
72 E TAERRE (ROC) #2174 PHGDH ,APOL3
mRNA Fik/KF-%F CRC 35 W5 A M. P <
0.05 K2 A G247 X

2 &% B

2.1 CRC J# 41 21 X 9 55 41 41 PHGDH , APOL3
mRNAZK K E#  CRC HHE 4 41h PHGDH mRNA
HXH A R T 55 4141, APOL3 mRNA A%t 31k
TR, ZRASIFE X (P<0.01) , %K 2,
2.2 CRC 2 K524 h PHGDH (APOL3 %5 1
ik  CRC BF w4+ PHGDH APOL3 & H
BHAAE R4 50 78.10% (90/112) 8.57% (10/112) , 5
RS AU 7. 62% (8/112) 76.19% (88/112) ik,
ERH G L () =123.722,110. 367, P ¥ <
0.001), VLI 1.

+R2 CRC AR M JiE 554043 & PHGDH , APOL3 mRNA ik
B (x+9)
Tab.2 Comparison of PHGDH and APOL3 mRNA expression in

CRC cancer tissues and adjacent tissues

I %k PHGDH APOL3
I S 2R 112 0.77 £0.18 3.94 £0.53
I AL 112 3.15+0.44 1.87 +0.31
o 52.982 35.679
P1{g <0.001 <0.001

B 1 CRCHHAA L5522 PHGDH APOL3 #1335k (e
JEH ALY, x200)
Expression of PHGDH and APOL3 proteins in CRC cancer
tissue and adjacent tissues ( immunohistochemistry stai-

ning, x 200)

Fig. |

2.3 CRC J#4H4 % PHGDH ,APOL3 mRNA #EiL7EAR
[l PR o5 B AR AE TP i 22 5% CRC 9@ 4141 PHGDH |
APOL3 Rk ACFAEAR R P ) A W8 s B A | g 355
B SRR E T R 2E R TG T EE L (P >0.05);
TNM 43 81 I 9. A bk 02 25 % % 59 CRC g 41 4
PHGDH mRNA ik/K-F-& T TNM 4338 [ ~ 113 TG
WRELEE RS T APOL3 mRNA R 3AKFIK T TNM 43
WL~ I ek e gs % (P <0.01) L3k 3,

2.4 JE4H 40 PHGDH  APOL3 mRNA 33K A [A] %f
CRC BFAAF WG 52  CRC 3 112 i 2= FE Vs
SEABET 42 ], 3 AF AR 62.50% (70/112)
PHGDH mRNA & %3k 4H 3 4 524 75 % 50. 00%
(26/52) L TAKFEILL Y 73. 33% (44/60) ( Log-rank
X =4.169,P =0.041) ; APOL3 mRNA {[#3k4H 3 4E 54
HEAEHRF) 46.30% (25/54) AR T B F k411 77. 59%
(45/58) (Log-rank y* =10.650,P =0.001) , VL& 2,
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F=3 ARG/ HRIEAE CRC 41415 PHGDH  APOL3 mRNA ik

(x£5)

Tab.3 Comparison of ACLP and COL11A1 mRNA expression in CRC cancer tissues with different clinical/pathological features

W A 1%  PHGDH(n=112) ¢l P 1l APOL3(n =112) ol P
e ) 74 3.19 £0.46 1.345 0.181 1.89 +£0.30 0.957 0. 340
@ 38 3.07 £0.42 1.83 +0.34
AR <60 % 45 3.08 £0.38 1.427 0.156 1.81 £0.30 1.630 0. 106
=60 % 67 3.20 +0.47 1.91 +£0.33
frpliibyinl it 70 3.11 £0.41 1.288 0.200 1.84 +0.29 1.342 0.182
BRI B A 42 3.22 +0.48 1.92+0.33
iR F A3 5 65 3.13+£0.43 0.590 0.557 1.91 £0.34 1.613 0.110
HW 47 3.18 £0.46 1.81 +0.30
AR [laili 72 3.12+0.40 1.071 0.287 1.90 +0.33 1.295 0.198
i1t 40 3.21£0.47 1.82+0.28
TNM 4318 I ~ 1 81 2.01 £0.34 52.268 <0.001 2.16 £0.33 15.873 <0.001
1 §:] 31 6.13 £0.45 1.12 £0.22
R EEHER H 31 6.05 +0.46 51.315 <0.001 1.20 £0.23 14.769 <0.001
g 81 2.04 +0.33 2.13+0.32
SR K KA TAl CRC S WS B ROC |l £k, 931
St 2 T mm A (AUC) , 45 2R 12 75 : PHGDH | APOL3
< mRNAZ 3K 7K F J = F B4 WAL CRC 83 il J5 1)
g AUC 43324 0. 830.0. 816 ,0. 922, —FE 4 1) AUC K
H _ PHGDH mRNA N .
5 01 7 mzwﬂ T PHGDH , APOL3 mRNA ik /K F B Ak (Z =
= 204 REEY 4.482 4.130,P ¥ <0.001) , iL3&5 K 3,
0 ”
0 12 24 36 F4  ZF Cox WMIASF CRC HUS #mi 4 %
e CHD Tab.4 Multivariate Cox regression analysis of factors influencing
CRC prognosis
= B1H SEfi Wald{i Pf{i OR{E 95% CI
- TNM 3BT 0.382 0.114 11.228 <0.001 1.465 1.172 ~1.832
g NS 25 0.406 0.132 9.460 <0.001 1.501 1.159 ~1.944
‘N‘i' PHGDH mRNA & 0.325 0.123  6.982 <0.001 1.384 1.088 ~1.761
\J:‘ 40 - APOL3 mRNA APOL3 mRNA 5-0.281 0.103 7.443 <0.0010.775 0.617 ~0.924
3 ad fRERIEL
o U — ki . L
. #& 5 PHGDH APOL3 mRNA £ ik/K3F-XF CRC g3 5 9 1F
T T 1
0 12 24 36 e
I CHD Tab.5 The prognostic value of PHGDH and APOL3 mRNA ex-
pression levels in CRC patients
B 2 Kaplan-Meier Hf £k 43 #1 PHGDH , APOL3 mRNA 3% ik X} 4R HiE AUC 5% CI MU K SnPeRL
CRC B H AT 10 PHGDH mRNA  3.43 0.8300.791 ~0.868 0.712 0.821 0.533
Fig.2 Kaplan Meier curve analysis of the impact of PHGDH and APOL3 APOL3 mRNA  1.57 0.8160.780 ~0.849 0.654 0.850 0.504
mRNA expression on the survival prognosis of CRC patients — AR 0.9220.878 ~0.959 0.882 0.805 0.687
2.5 Cox [HIH#r CRC B EWEMEMKZE DL
CRC BHE WG MINA & (JET- = 1,447 =0), %3 3 iF &

th P <0.05 F9ITH A 148 Bk AT 210 2 Cox 4347, 45
SLER : TNM 430307 197 , bk 120 %5 % B . PHGDH mRNA
BN B W CRC f8 % TS 10 M <7 f5 1% [4 %, APOL3
mRNA R ST 47 R 2 (P # <0.01) , W 4.

2.6 PHGDH APOL3 mRNA AKX} CRC £#
JRRVER AT E 4% PHGDH  APOL3 mRNA %k /K

CRC S [ UL 9 3 1 Job 98, 2020 4757 % 55. 5
T, HET= 28.6 T3], HH A AR IR S 5
TR H T R YR AN A R A B
5B, AN R CRC B UG AFE B 25 5 TNM
IR I RIS CRC B A9 2848 b, (H i T R AY
1o S SR AR 2E S AR TR] 0 01 R O T R A
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1.0F
0.8
Jaﬁz( 0.6
& 0.4
0. 2H ~ PHGDH mRNA
— APOL3 mRNA
— ZEWE
0 1 1 1 1 1
0 0.2 0.4 0.6 0.8 1:0

I 05

3 PHGDH,APOL3 mRNA kK 1Tk CRC H & W5 M0
ROC i1k
Fig.3 ROC curve for evaluating the prognosis of CRC patients
based on the expression levels of PHGDH and
APOL3 mRNA

TERE R 22 1 L U, BFSE R CRC U 5 XU 1A
Z ARSI KUK 9 58 A T2 2 A B A B Tk
HRE TS

PHGDH J&: 22 % W AC 35 1 S g, 2> TR 20
56 kDa, fEfg A4l 3-Wi AR H I 1R A A 22 R TR ) 5
3- TR I S N R R, I % 7E WA S AL T 2R 22
2. BFFEERI, e bkde ' 200 45 g v PHGDH 5 3%
ik, RS AR A 2 IR, IR
BRABREEBE AR, MR ERIET Ak 1 Bk
PEES . A#FFE, CRC o PHGDH ik The , ix 5 0k
TE2EH O A B —5 " HIZF LA 59 1] CRC
B AR RN, 4 AT REAFAE T . AP TERER
REA R JLRE 17— AE S CRC o PHGDH #3575,
L5 PR AT B O A PR SR R % TS CRC rfy PHGDH
(23K WFFEFI, I iy e ok 96 5 5 550 9 Ak T Bk
L B4R RIS , 5 5 AMP {5 AL PR 1k , kT
INBRAEIE S T 3B A R E 1, BAE S T-1a
RERS 7R /KT 118 PHGDH. 1383k , 1 109 40 it rh 1y
2L BT TR AR RN A , 412 1 g oo P L AR
55, PHGDH A F+ 5 5 TNM 43 B I | bk 2 245 2%
Ao SPHTHALH, PHGDH 1 7 4 S R S T 435 g 3ok
RERS 25 & 41 A% 14 e-Myc, e-Mye #0076 # 1k 8 7
CXCLUFNAAY 28 8 ik, A i I T35 rh M 240 e 1)
TEAE  HR IR AH 5 5 WG A 14 T2 0 , A 9 2 0k
W GIAN A s 7E 2 A b, PHGDH ) % 14
THE RERSILTG Wit/ B~ R AR 1115 50 B, J2 7 9 40
(1R 28 TGRS, IR IR A 5 P 65 PR B 40 g 35 5

V5T LS S K A7 39 2, 8 98 400 0 165 o ok 1L 4
A2, AWESEH, CRC v PHGDH 2 35 T i 389
CRC N RLFiUS B9 MU . 43 B HL N, —J7 T PHGDH
MRt CRC Jsd 4 iR 28 N 8 , 3 i
NG 2RI . 53— TH PHGDH B 3RiKREN
HATR IR AN X ALY T IG IT W 25V, R ARl Bh VA YT T
M, FEGRE ARG . B0, SN 40 i Hh 2
JEORE &R L R -1 fefg fE it PHGDH 19 /1 3Lk (&
i, TR L E R A GERE TP A o S R A
FPEERRER 7K V- T, AR B A i v S IR HE A R
BYE A, T I A7 1 R v A i P A B R e A
MR A MR T 2 P R EUR A AN R T
AL ARSI, PHGDHAE S E1A 4544 4 p300
FIPAR e B ISR A 01 8 454, B0 Ly 244
TR, A FHPHGDH (435 S H il 370 Ak 2 ¥ T2 A )=
Jer 20 TP ) 22 R A A A2 BRI AR, R Ak
T TR AR T, v % B XTI AT 2
APOL3 JZ# 5 8 H & 0L, i T A28 22q12. 3
e iR V5 gt 28 11 BT AEAE TR B b, 5 i
BTG B G 005 A % B 45 A il AR . BT ST 3,
APOL3 HE7E R 1 A ML W K I 8 P9 fz A KA T 5
T, PO LS PN B A4 Y P 240 i A7 A e et 12, £ E 1
A BN N K aE Y S SR R i R
o EE PPN T ARBFSEH, CRC o APOL3 3k
FEAR , 3 15 BE A2 3 7E CRC iR 4 2 vp ) — A% s
¥ % B APOL3 mRNA A (9 45 1 — 87 Hi%
R AR RRTE SR KA T IR IE . A AE &R K P
—ESE CRC H APOL3 R IBFEIL, AR 2
izl , APOL3 By3RiK3Z p53 FKik I #E, CRC H P53 5
PR 2845 80 p53 B DI REHI A, (H 9 4H g v APOL3 (1)
FRT, S T U Wit/ B-34 FR R 1138 B 103805 | 42
PEEA AR AT AT . AHFSE R, APOL3 (335
FEINZ 5 CRC BBk 2, 3R B TNM 2 A 7 5 S
WEEE R . o3 B HALE], APOL3 fE Sy —Fh 25 &
1, HERIR FEARRE S V8 4 IR it e 1z (5 5 I I AL A g 4t
g e ERE 1, A AERR R HEAE R . CRC H APOL3 1Y
FEIRFEARRENE 1 6 LR B B A 0932 2 8 AR E
TR ik, AR 2 e e SR 5 LR 2 ol 900 ol s 240 Ak
FET-1 A, [ REAR y TP KT, 0640 g 4
JE) CD8 ™ T 4 Jitd 1) 12 11 01 4t it 5 4, 2 oF b o
JUS AN A P B AR I A D7 s — AIE
S92 APOL3 235 T 8 BB A% 12 7 i 3 4 G 5 0k 240 i 19
R, M CD8 T bk I 20 ) TR, S e R e
i ABFFEH, CRC Hh APOL3 ik T8 5 B #%
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AN RLIG RTIUS A OG, B APOL3 23 1 914l CRC &
HHUE R EY) . BT HE I, APOL3 f9 35 ik AR AE
AT ] e 200 L BRSE T, AR 40 M ) 5 - 80 PR 1 I B
Iy MR R A0 &L, SRR S AR BUS . A7
Hilit APOL3 {5 5 & ) i APOL3 iy Rk )5, i
JeA G IWUER S5 v W A Y R AIG, CD8 ™ T 4 Jif 9 97
i, I R B VAR () CRC JRITHEmE ™ . A
5% ROC #hk 3 #r & ¥, PHGDH ,APOL3 mRNA 5t
GXF CRC (B s BA 8w P A (8, SR
] PHGDH | APOL3 mRNA (1) £k BB 15 T I IR iR
ST ARG S

2% Ik, CRC 7 PHGDH F} & . APOL3 [41M%, 5
TNM 737+ i Kbk EL 45 5 B AHOC , B 5 4z ) PHGDH
APOL3 mRNA By I5A B TiF4l CRC B B H5 .
Il RS AR AT AR 4 CRC 4441 rh PHGDH , APOL3 mRNA
(IR O , X AN R 05 XU 11 CRC R A7 XURS: 4
J2 TR G A B B Ay, DAk R TS .
ARBFTEBIAS A & B85/ R RE M FH A1 s K dls
— 5 I5IF PHGDH ,APOL3 %t CRC T 5 ¥EA% MM, &
HMG BT ATIEE 2 rhot i RIS i — PR
P28 0 3 AT VR P W JER i vh 5%
EE kA=A

& VORI R, SR T R I SCR T 2 4R
WFFEIE S , A R 18 SCH A% s 34 ST S AR, BOR
FAEREIE RSB B Ak ST A, BORHS AR R B, F
(e he=iniin
B2 3k
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M I AR A1 24 NOC2LL  pS3 ik S Hollia PRAN {E A 5

I, @75 %5, 4k, 5 A2

FEWH WAL BT R4 H (2020CFA767)

Pt i, 430074 FRUUKEME R BB/ ARIUTT 45 = S TLAIRER OUFF 53595 A0 5 430022 fEsh R A il
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(# ZE] BHH KDgmEMEL20 NOC2L p53 mRNA ik UFse HIG IR M. Fik  $EHR 2020 451 H—
2022 4FE 1 HRIUK 2R IR R B2 B2 i i B J 5 103 48] (WBsss 20 ) Rk R /8 57 Bl (R IR 2 ) o SR SEAs ¢
R it TR A i SN R 2 20 NOC2L  p53 mRNA 335, LR MEIE AN [ S SR AIE Hh il 21 28 NOC2L  p53 mRNA
FikESF . ZEHA TEFHE(ROC) MLk 43 B g 2141 NOC2L  p53 FEih TR MGz £ 25 BUS A R U ; 2 Z Cox 1]
VAR 53 B 0 i TS AS B 9 f 88 [K] 3% 5 Kaplan-Meier #8538 NOC2L p53 FAXTMERIEAAE MR, ER  SHH
20 LA, WA R 3% NOC2L 235 T+, pS53 FiA MRk (1/P =19.307/ <0.001 13.726/ <0.001) , L2245 %% 3 2% 5
BMIER/N =3 om MR ZEE N2 ~ 3 AL FE RS M1 K TNM 4331 T ~ IV 30 8 hgd 2120 NOC2L mRNA &35
R THAZESH ] ~2 F 2R MR <3 em BRI S5 NO ~ 1 GEALFERS MO J& TNM 438 1 ~ [THIEE (/P =
3.681/0.001 4. 167/ <0.001 .2.554/0. 012 4. 005/ <0. 001 ,3.228/ <0. 001 ) , p53 mRNA FiLfX THLE4H 1 ~2
P IR RN <3 om BRI ELAEHL NO ~ 1 AL RS MO J2 TNM 43081 1 ~ [R5 (1/P =4. 162/ <0. 001,
4.789/ <0.001 4.053/ <0.001 .3.492/ <0.001 .3.724/ <0.001) ; NOC2L p53 K — 3 T4 Fil I 0 s Tl J5 A~ BL 119 AUC
4317 0.756 0. 712 0.917, WA F 44 B Sl W Rk (£ =7. 238 8. 102, P <0.001) , NOC2L=0.73 p53 <
0.65 B4 3 B SR AR/ =3 em FERLMRE LS N2 ~ 3 GANFERS M1 Je TNM 4339 T ~ IV J91A e U AR
B s a2 [ HR (95% CI) =5.328(1.455 ~9.201) 4.200(1.279 ~7.122) . 1.992 (1. 127 ~2.857) 2. 164
(1.099 ~3.299) 2.228(1.304 ~3.152) 2.406(1.131 ~3.681) .2.514(1.278 ~3.762) ]; NOC2L=0. 81 H p53 <
0. 5406385 B 35 b (o7 AR A2 2R T NOC2L < 0. 81 5, p53 >0. 54 & F i 2E ££ ] ( Log Rank y* =9.033,P <0.001),
it MR NOC2L F p53 ik S5 1 ™ B 1 R A A2 10 0 35 A0 G , 1T MR 38 9 1% B T VA 4 AL 2 LA 47
NOC2L J¢ p53 WA foriitl vl i 2548 i HL I PR
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Expression of NOC2L and p53 in laryngeal carcinoma tumor tissue and its clinical value Fan Dandan” , Gao Fang-
fang, Zou Jing, Li Pengcheng. * Department of Otolaryngology, Wuhan Third Hospital, Hubei, Wuhan 430074, China
Funding program . Hubei Provincial Science and Technology Department Fund Project (2020CFA767)
Corresponding author: Li Pengcheng, E-mail: lipc1981@ 163. com

[ Abstract] Objective To detect the NOC2L and p53 gene mRNA expression in laryngeal cancer tumor tissues and
study their clinical value. Methods A total of 103 patients with laryngeal cancer (laryngeal cancer group) and 57 patients
with benign laryngeal diseases (control group) from January 2020 to January 2022 were selected as the research subjects.
Real-time fluorescence quantitative polymerase chain reaction was used to detect the expression of NOC2L and p53 in tis-
sues. The differences in the expression of NOC2L and p53 in tumor tissues of laryngeal carcinoma with different clinical
pathological characteristics were compared. The ROC curve was used to analyze the sensitivity and specificity of NOC2L
and p53 expression in predicting the poor prognosis of laryngeal cancer patients; the multivariate Cox regression model was
used to analyze the risk factors for poor prognosis of laryngeal cancer; the Kaplan Meier model was used to analyze the
effect of NOC2L and p53 expression on the survival of laryngeal cancer. Results Compared with the control group, NOC2L
expression was increased and p53 expression was decreased in the laryngeal cancer group (#/P =19.307/<0.001, 13.726/ <
0.001). NOC2L expression was higher in laryngeal cancer patients with histological grade 3, primary tumor diameter =3 cm,
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number of metastatic lymph nodes N2 ~ N3, distant metastasis M1 and TNM stage Il ~ IV than in patients with histological
grade 1 ~2, primary tumor diameter <3 cm, number of metastatic lymph nodes NO ~ N1, distant metastasis MO and TNM
stage [ ~1I (z/P=3.681/<0.001, 4.167/ <0.001, 2.554/0.012, 4.005/ <0.001, 3.228/ <0.001), while p53 expression was lower in
patients with histological grade 1 ~2, primary tumor diameter <3 cm, number of metastatic lymph nodes NO ~ N1, distant
metastasis MO and TNM stage I ~ II, number of metastatic lymph nodes NO ~ N1, distant metastasis MO and TNM stage [ ~
II patients (#/P=4.162/ <0.001, 4.789/ <0.001, 4.053/ <0.001, 3492/ <0.001, 3.724/ <0.001); the AUCs of NOC2L, p53 and their
combination for predicting poor prognosis of laryngeal cancer were 0.756, 0.712 and 0917, respectively, and the combination
of the two was superior to the single prediction efficiency (Z =7238, 8.102, P <0.001). NOC2L=0.73, p53 <0.65, histological
grade 3, primary tumor diameter =3 cm, number of metastatic lymph nodes N2 ~ N3, distant metastasis M1 and TNM stage
Il ~ TV were independent risk factors for poor prognosis of laryngeal cancer [ HR(95% CI) = 5.328(1.455 — 9.201), 4.200
(1279 -7.122), 1992 (1.127 —2.857), 2.164 (1099 —3.299), 2228 (1304 —3.152), 2406 (1.131 —3.681),2.514 (1278 —=3.762)]; The
median survival of laryngeal cancer patients with NOC2L=0.81 and p53<0.54 was significantly lower than that of patients
with NOC2L <081 or p53 >0.54 (median survival 24.61 £4.39 months vs. 30.57 +5.08 months, Log Rank =9.033, P <0.001).
Conclusion The expression of NOC2L and p53 in patients with laryngeal cancer is significantly related to the severity of
the disease and survival time, which can provide objective evidence for the evaluation of the condition and prognosis of la-
ryngeal cancer. The combination of NOC2L and p53 can significantly improve its clinical value.

[ Key words] Laryngeal cancer; NOC2L; p53; Tumor tissue; Clinical value

e PRI S L A 15 T R B R A A A ®1
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Tab. 1

ryngeal cancer group patients

X M 55 s 4L A8 e PR R L A

Comparison of clinical data between control group and la-

g S AEE A 1 L 2 E— T R —
s [2] 2y E e e o e ~ (n=57) (n=103)
Ko BEIEAEE, pS3 ?M%Eﬁiﬁ&ﬁ)ﬁﬁﬁ%ﬂf,ﬁ BRI B 356L40)  Gie.05) 0201 0.6k
bS5 S U I PR A (ELS T2 S0 A9 TNM 7311, 4 22(38.60)  36(34.95)
IRAETE ORI S AT R B S TR LGRS feleGees ) 5012827 52052834 0.102 0,910
izm};ﬁ}Jo NOC2 %H{:*ﬁ%%%m@%(NOC2L)ﬂQ BMI(x +s,kg/m?) 22.47 +£4.22 22.62+4.19 0.216 0.829
" N . KPS #F53(x +s,43) 95.06 £3.83  95.18+3.76  0.192 0.848
LA 1 8 1 SOk A% B ] DR 305 2 1 2 S A4 ] A1 WA R [ 45 (% ) ] 31(54.39) 58(56.31) 0.055 0.814
F, A SR pS3 454 E A p300/CBP WHALE 1 ki (%) ] 8(14.04)  11(10.68)  0.395 0.529
1 A A, e TR pS3 ARG T i S PR g PERASELBUC) 110017, 54) 17 16.59) 0,028 0,567
’ h I ES B (% ) ] 12(21.05) 19(18.45) 0.159 0.689

BRI IIRE S L NOC2L R J 73 4 B 2 ) g
PR, ZE B THR % ML o P RS> , T B e
R BT, RSB, NOC2L 12 h 4 ik 1
Thits , PR AbSZI (RS NOC2L. 23k 5 FF A AL 58 B i
BRI 2 17 R AR5 5 e K

i FR PRI 40 40 NOC2L  pS3 mRNA F IR IR HAE i il A5 0 s @ AEAF ] <3 N H &

FISEIRTT s ORI & AW FE 5 @Il R BEBERL 52 85 S
AU B B, A A B TNM 73481 (2) HERR
i : O I H AL R MR, Wk RE98 ; @™ L |

W1 U A8 T A R0, St

1 ERS

L1 WPRYERE PRE2020 4F 1 J1—2022 4R 1 X
KB - B B 97 O £ 2% 103 49 ( M 4
TG BB 8 57 1 BB |2 AL — Ve R
HOB2E RIS 2 (P >0.05) , AT T Hobk, W36
Lo A BF 50 28 PE BE DS O M8 BD B B4 ML
(YLLO092) , 58 B 5 s ] 2.0 B S ) 2 5 .
1.2 WAL OISR (1) 48 ABRSE: DIRBES
KR SR A0 12, 7 A (R TAMR AR Bl
WIT e R AL LR s @1 Yol LA A

1.3 WLEbs 577

1.3.1 #0410 NOC2L J% p53 K61 . e g 2H 01 %F R 26 B
HTBUR TR R ZH 2, SR P SE I 9t e i R A W EE
PRI NOC2L & p53 £:P mRNA ik, RNA $2HURK
) &y B DU R SE 20 W) 5 SN 9O R i PCR A ik
FM A 2 HE B B PCR P 89X 251 [ 5% [ Bio-
Rad 2\ w] (CFXOpus96) , AR5 150 W1 45 46 B A6 40
215 RNA 306057 5 cDNA J5 #5477 PCR $7#% , NOC2L
WSk 57 -CCTTCCTCTACATCCGACAGCT-3 | R
WS |9k 5° -GCAGGATCTCACTGGAACCAAG-3 " ; p53
SR 57 -CCTCAGCATCTTATCCGAGTGG-3 |, R
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WSl ¥ A 5 -TGGATGGTGGTACAGTCAGAGC-3 ’ ;
GAPDH I ¥ 91 % & 5’ -GTCTCCTCTGACTTCAA-
CAGCG-3", FlEBl ¥ K 5’ -ACCACCCTGTTGCTG-
TAGCCAA-3’ , 434 SAKRBUR 25 wl, 18 3R S i 45 Rk
H:56°CF 18 min, 95°C A P4 60 s,56°C i k 60 s,
63°C LA} 30 5,28 PP HEFEIRJG L5 A, 4B LL 2700
18 NOC2L 2 p53 #H%} GAPDH Fik &,

1.3.2 Y5 & w)a g miE a3 MANES
AT 1K, BEVIEOE ] Sy 2024 424 H o fil4iE bl
Vi A G5 A A A W IFVPAl 105 R, Bl 17 it
P D IR 52 A 7% ™ i I IR A OGO AE S RO
g U5 AN R o

1.4 Geit2drik R OriginPro 2020 k{4t 113 #r
Bl 5 IESS T REORRH x £5 FoR, R
A QSR L VA = NI 8 A i A S AP g
(%) FoR, WECRH x° K s Z ik TAERRAE (ROC)
M2k 53 NOC2L 53 335 7 M I 10 f A K T v iy
TRURREE B Re 5 B, Ik ] Delong ¥ M 4822 5 5 X B K]
RO A ST 2E R TR PR AZ A R Cox [H]IHAR
RUG3 B I 70 J5 AN R 1 f 6 P & 5 Kaplan-Meier 25 7
B S3r NOC2L \p53 Rk HMfrd A OC R IR AT
Log Rank ¥355 [L# . P <0.05 AERAGIFE L,
2 &% B

2.1 241 NOC2L.p53 FEikb# 5XF B4 b, ik
P2l AT NOC2L RiK Ty, p53 FRIKFEML, 22 R IAH
il B (P<0.01), %2,

|2 MIRAUFIMIEALE A NOC2L Fl p53 FIK AL  (3+9)
Tab.2 Comparison of NOC2L and p53 expression between control

group and laryngeal cancer group patients

H 5l 1%k NOC2L p53

papitskel 57 0.41 +0.08 0.89 +0.13

URGE 103 0.73 £0.11 0.65 £0.09
(i 19.307 13.726
PAE <0.001 <0.001

2.2 R4t NOC2L, p53 Rk 78 Mk g A [) I R/ 9
PRERE 22 5 He A s 4L A 3 s 41 43 b NOC2L
p53 P mRNA IR 7E A RIS A% o k5B 07 K
HIER B P HES, 22 R G (P >0.05) ¢
WLV H 3 R JFER MR/ =3 em Rk D25
N2 ~3 GmAbiE R M1 J TNM 23 BRI ~ IV 49 28 3 g
HLUp NOC2L Kk im FAHLUAD R ~2 K &M
JEHR/N <3 em FERMRELEE NO ~ 1 GEANFERS MO J%
TNM 4381 1 ~ T 185, 1M p53 FRIK I BEAIR, 22 534
Attt X (P<0.05) , WK 3,

2.3 NOC2L.p53 T mzses s AS RARE /AT 21l
JiEE ZH 21 NOC2 L\ p53 it i 75 A R &k BE ROC i
AP RE ML T I (AUC) , 45 R WoR . g 4 1
NOC2L ,p53 S — 2 WA Fm i e 75 AS KLY AUC 4
B4 0.756.0.712.0. 917, —FH AT & H 500 Fil
ML HE(Z =7.238 8.102,P <0.001) , L34 & 1,
2.4 ZPHFR Cox [ 5 Hr gk 105 A B G K &R
DAMG 9 T J5 AN RO PR AR & (B 217 /R
“07), 1L 2.2 Z55F 1 P <0.05 3 H (NOC2L ,p53 . 4141

®3 MRREMIETZHZ] NOC2L p53 JE K| mRNA FIKTEA [ R/ BURFAE 22 58 AR (x2s)
Tab.3 Comparison of mRNA expression of NOC2L and p53 genes in different clinical/pathological features of laryngeal cancer tumor tissues

S e Bk NOC2L ¢ P p33 A P1{H

P51 L 67 0.74 £0.13 0.822 0.413 0.64 £0.08 1.058 0.293
g 36 0.72 £0.09 0.66 £0.11

AR =60 % 41 0.72 +0.12 0.788 0.433 0.67 +0.12 1.488 0.151
<60 % 62 0.74 £0.13 0.64 £0.09

g n YA AT EEGET TR 85 0.74 £0.09 1.208 0.231 0.63 £0.09 1.234 0.221
IR 18 0.71 £0.12 0.66 £0.11

975 T3 4 {3 91 0.72£0.13 0.497 0.621 0.64 +0.08 0.791 0.432
Hof 12 0.74 0. 14 0.66 £0.10

PN H 1~29 74 0.69 +0.07 3.681 0.001 0.66 0. 11 4.162 <0.001
3% 29 0.76 £0.12 0.57 £0.06

JEEAEE AN <3 em 48 0.67 £0.08 4.167 <0.001 0.68 +0.11 4.789 <0.001
=3 cm 55 0.75 +0.11 0.59 £0.08

HRWEZEEL NO ~1 40 0.70 +0.09 2.554 0.012 0.69 +0.13 4.053 <0.001
N2 ~3 63 0.76 £0.13 0.61 £0.07

SR MO 84 0.68 £0.08 4.005 <0.001 0.67 £0.12 3.492 <0.001
M1 19 0.77 £0.12 0.57 £0.07

TNM 4331 I ~134 43 0.68 £0.09 3.228 <0.001 0.68 £0.12 3.724 <0.001
M~V 60 0.75£0.12 0.61 £0.07
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R4 MIEAILUNOC2L  p53 ek Tt s AN KL T 2 g 70Hr
Tab.4 Analysis of the predictive efficacy of NOC2L and p53 ex-
pression in predicting poor prognosis of laryngeal cancer in

tumor tissue

& b BWiE  AUC 95% CI PURE RS A8
NOC2L 0.81 0.756 0.511~1.061 0.746 0.764 0.511
p33 0.54  0.712 0.462~0.962 0.712 0.701 0.413
—HWs 0.917 0.583~1.369 0.877 0.892 0.779
1.0F
0.8F Jﬁ’
|
0.6f
# }’
& 0.4 |
J ) — NOC2L
D53
0.2r / - ZHBA
oy’ :
0

0.2 0.4 0.6 0.8 10
1 57 8

B 1 RIALZ NOCIL pS3 Bl HUR AR RLACRE ROC 447
Fig.1 ROC analysis of the predictive efficacy of NOC2L and p53
in predicting poor prognosis of laryngeal cancer in

tumor tissue

RS ZHER Cox [IHIFHrEIE £ HUS A KRG KR
Tab.5 Multivariate Cox regression analysis of risk factors for poor

prognosis in laryngeal cancer patients

LA S BIE SEY Wald{i P{i HR{§ 95%CI
NOC2L=0.73 1.673 0.125 16.981 0.005 5.328 1.455 ~9.201
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AL 3 9% 0.689 0.083 11.145 0.016 1.992 1.127 ~2.857
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TNM M50 ~ VA 0.922 0.082 10.124 0.021 2.514 1.278 ~3.762
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KT B
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Clinical value of miR-23a combined with MELK detection in the evaluation of osteosarcoma disease and prognosis
Yang Qiong ™ , Li Jianwei, Zeng Han, Ouyang Liu, Zheng Chong. * Department of Orthopedics, Puren Hospital Affiliated to
Wuhan University of Science and Technology, Hubei Province, Wuhan 430081, China
Funding program . Hubei Natural Science Foundation ( WJ2019A167)
Corresponding author: Zheng Chong, E-mail. 1750851815@ ¢q. com

[ Abstract] Objective To analyze the clinical value of microribonucleic acid 23a (miR-23a) combined with maternal
embryonic leucine zipper kinase (MELK) levels in assessing the condition and prognosis of osteosarcoma. Methods Nine-
ty-three patients with osteosarcoma (study group) and 53 patients with benign bone diseases (control group) from Puren
Hospital Affiliated to Wuhan University of Science and Technology between January 2019 and January 2022 were selected
as study. The real time fluorescence quantitative PCR method was used to detect the expression levels of tissue miR-23a
and MELK; the receiver operating characteristic (ROC) curve was used to analyze the value of tumor tissue miR-23a and
MEILK levels in predicting the poor prognosis of patients with osteosarcoma; Multivariate Cox regression analysis of risk
factors for poor prognosis in patients with osteosarcoma; Kaplan-Meier model analyzed the impact of miR-23a and MELK

expression on the survival of patients with osteosarcoma. Results The expression levels of miR-23a and MELK in tumor
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tissues of the study group were significantly higher than those of the control group (#/P=12.127/ <0.001, 11.291/ <0.001);
tumors with maximum diameter =5cm, distant metastasis, and Enneking stage Il The expression of miR-23a and MELK in
patients with osteosarcoma were higher than that in patients with tumors with a maximum diameter <5cm, no distant metas-
tasis, and Enneking stage I to II (#/P =8.357/ <0.001, 11.265/ <0.001, 9.112/ <0.001, 9.787/ <0.001, 6.531/ <0.001, 10.462/ <
0.001); the AUCs of miR-23a, MELK levels and their combination in predicting poor prognosis in patients with osteosarcoma
are 0.781, 0.773, and 0.901 respectively, and the AUC of their combination was greater than that of miR-23a, MELK level
alone (Z/P=6431/<0.001, 0.705/ <0.001); Cox regression analysis showed that high expression of miR-23a, high expression
of MELK, maximum tumor diameter = 5cm, distant metastasis, Enneking stage Il were independent risk factors for poor
prognosis of osteosarcomal OR(95% CI) =4.100 (1426 - 6.774),4.023 (1279 - 6.767),2250 (1.041 —3.459),2396 (1.117 - 3.675),
2489 (1.028 —3951)]; the median survival time of osteosarcoma patients with miR-23a=1.14 and MELK =0.73 was signifi-
cantly lower than that of patients with miR-23a <1.14 or MELK <0.73 (median survival time 2438 +4.52 months vs. 32.74 +
5.16 months, Log Rank x° =9.821,P<0.001). Conclusion The expression of miR-23a and MELK in patients with osteosar-
coma is closely related to the clinicopathological characteristics, which can provide objective evidence at the gene level for
the assessment of osteosarcoma disease and prognosis. The combined detection of the two can improve the sensitivity and
specificity in predicting poor prognosis of osteosarcoma.

[Key words]  Osteosarcoma; MicroRNA-23a; Maternal embryonic leucine zpper kinase; Clinicopathological fea-

tures; Prognosis evaluation
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Tab.2 miR-23a and MELK Primer Sequence
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Tab.4 Comparison of miR-23a and MELK expression in tumor tissues of osteosarcoma patients with different clinical pathological features
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Tab.5 The value of miR-23a and MELK levels in predicting poor

prognosis in patients with osteosarcoma

Cut-off (i AUC BURIE R A8 H8EK

IR 95% CI

miR-23a  1.23  0.781 0.511 ~1.051 0.746 0.728 0.474
MELK 0.81  0.773 0.464 ~1.089 0.725 0.707  0.432
—EEEL 0.901 0.642 ~1.161 0.886 0.894  0.780
1.OF
0.8¢
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8
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1 miR-23a, MELK 7K ~F 3000 & 4 98 8 & BUG A R
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Fig.1 ROC curve of miR-23a and MELK levels predicting poor

prognosis in osteosarcoma patients
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Tab.6 Multivariate Cox regression analysis of risk factors for poor
prognosis in osteosarcoma
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2.5 HREALH miR-23a MELK kXT3 A 17
WIREZ I 440 miR23a=1. 14 (¥{8) H MELK =
0. 73 (F{E) (8 R B P A AF KT miR-23a <
1. 14 5f MELK <0. 73 (& P A7 W[ (24,38 +

4.52)H vs. (32.74 £5.16) A ], 2R AHGH¥m X
(Log Rank y* =9.821,P <0.001)
3 9t i

B PR B B0 43 T ML 35 DR G R e Wt
2 PR RN FA S H A ¢, Hirp miRNA i 3o S5
YRS R 28 U A S 2 R XS5 H kR
BL, R B AR o BRI 5 0 s B i o 9 % B
miRNA Rk S B R ZAE1E, H 50 X BE
B OCHK, FTAE R PR R e I B TS PR AL Y AR AR
Pyt miRNA BAT BHIPRRTIE N 22 3k A 45 T g, w45
AHREE AR A . miR-23a i & B
HAIREDIBER) miRNA 38 i I8 4% 40 i 4 5 i 88 I
(REEINFES WA KA S B BT, i
FIRIER R Ah, WFFEIESE miR-23a Al it £
AN DR P A v KSR TS ThRE . BT AR
miR-23a 58 57 BN K IR ML AH ¢, 78 2 FloE M
i v 2Rk 2 v v, 5 R o B RO T R 5 V) AH
5, PR A R AR B miR-23a fE R A
98 T A R K 5 I AR BRI A G I6 G A9 . A
Y R R BB IR 4 4 miR-23a RiK B3 L,
5 5 K AR AR K Enneking 43 14156 H miR-
23a fE IR N B IR TS AN B T fa B PR 2, SR B
miR-23a 75 AR HAG (2 9 3 X D e 5L 0 1 A i
JEHE

MELK >y Snfl/AMPK 3 fiff ¢ 1 7 43 <F ) & 914K
SR TR, IR W S A SR S TR TR TS
R0 £H 2 B o R R TR A o G 5 2 4 B
R IR . MELK 15 £ 3 P 58 B AE R 0
TS S, 7ELH R T A A P R A B
PTG /E Y . MELK (19 5 A6 455 18 42 240 it J&
1 omRNA [ 8782 T4 IR di e & &, A B
MELK [ 5 sl Ry HoAth 3 R bR AH A T2 5 38 M
R S e R R BB 0 MELK AR by 3 %% BR A 412 988
HE PR E 2 RO i v ik 3 1M, 15 TNM 4340 %
HEAFIITAR G, R e T IR 0 195 e 90 DA 0 1 A A i
Py RSN SI G B, MELK 76 B P88 20 it v 3k
T, mUIR MELK 223K 5 1 (R 80 240 A 3 L 12 7%
L ARt 3 TR . H AT MELK 768 P 44
F Y R IR R LI PRAN L i ToAH 9%, A 9T % 308 IR 9
B 4l 20 MELK 3% 3k i 35 34 &5, 5 J0ogd 43 309 A
5, H MELK #5215 1 A% 705 AS BL A% i ~7 5 56 (X
R, HIKIIESE MELK 768 e b B e i 2 R DB

HTIG PR B PRJRE 95 17 A 5 PEAL LI IR 1297 K
Wl R 0 1k 2 R s AR 2F A ) Enneking 4330, 77 7



- 1186 -

BEXEfR 24 7% 2024 4FE 10 H 55 23 #4510 3 Chin J Diffic and Compl Cas, October 2024, Vol. 23, No. 10

TR SR S BN i M TR A LA A B S 5 R
e A 00 A5 e a5, JUJH T ok B B A s B 21 217 AR
FEAE N, RECGE B 1PL J Enneking 43 7E PRI
PR BB A BRI 1 1A 98 AR 6 148
AEFE A ) & P SR I L R PCR e R I8 EA KAR0 ,
A B R I B 1 DA v 5L A B I R AN AL,
HoA T E VRS U & S 4 BUbRAS  BR A
DR AE A FE AR RS I A7 A SRR B R e S I A e
s HREGTTCE R 20w Rz v 1 5 89, 5T B Rk
BUIRIG IR ¥ 2 A L 22 Fhoks 5 AR 6 6 2 FH DL 42
EEIRPRAE ™ . ARBFSE f, miR-23a B4 MELK i
DU PRI TG AS R U RR S Y TR S
Enneking 739145, $2 75 miR-23a  MELK 2 1446 901 i 3]
B PR TS S B RCRE = T B AT IR IS bR A,
AHFFE I MELK F1 miR-23a P 2 564 I L AURR K
TS TR, RN AR B RV G R T T K
miR-23a }¢ MELK G HLZ55 LA S3K6E .

25 LTk 1 R L miR-23a MELK 3k TH5s,
5 g K AR b5 RS K Enneking 23 0 2545 45 46 b
AEFEAR S, 78 PRRE 9 1% S T DAL oh B S = 1
Il PRAN A, miR-23a \ MELK — 2 ¢ A 46 0 s m i 2% 2
R B S R S R (HAR IR B, AW miR-
23a MELK FRAG 15 A 95 BRZH SUBRAS , A7 45 % ) T
PFRAS Bk, AR I miR-23a  MELK 46 7] A 57 5%
Al RN (L EAR A 1 T i — 2 KB IR

RIS .
I 25 52 I AR 27 T JC A 4 o
EE A
#y35 BT IR T 58, S S i e, 18 SRS s S 446

TTGATE00 0T 5 8§ R B a A SEHEATT ST AR, PR AR I ip
SUBBI; 10 < S R F TSR B , A3 ik B K L 18 S A%
Sk

[1] Shoaib Z, Fan TM, Irudayaraj J. Osteosarcoma mechanobiology and
therapeutic targets [ J ]. Br J Pharmacol,,2022,179 (2) :201-217.
DOI;10. 1111/bph. 15713.

(2] Do, Adcfisode , Wk Ab , 45, JL3E-H PR T PR 38 B ) 4 el 1y Ay o
[J]. BeXEdnm 2= i, 2020,19 (9) :926-930. DOI; 10. 3969/j. issn.
1671-6450.2020.09.015.

[3] Sun Y,Zhang C,Fang Q,et al. Abnormal signal pathways and tumor
heterogeneity in osteosarcomal J]. J Transl Med,2023,21 (1) :99.
DOI:10. 1186/512967-023-03961-7.

[4] Wu C,Gong S,Duan Y et al. A tumor microenvironment-based prog-
nostic index for osteosarcomal J]. J Biomed Sci,2023,30(1) :23.
DOI;10. 1186/512929-023-00917-3.

[5] Abdollahi E, Mozdarani H, Alizadeh BZ. Role of circ-FOX03 and
miR-23a in radiosensitivity of breast cancer [ J]. Breast Cancer,

2023,30(5) :714-726. DOI; 10. 1007/512282-023-01463 4.

(6]

(7]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

Zuo H,Liu S, Li X, et al. miR-23a-3p promotes the development of
colon cancer by inhibiting the expression of NDRG4[ J]. Clin Transl
Oncol ,2023,25(4) :933-940. DOI; 10. 1007/512094-022-029964.
Laha D, Grant R, Mishra P, et al. Preclinical assessment of synergistic
efficacy of MELK and CDK inhibitors in adrenocortical cancer[J].J
Exp Clin Cancer Res,2022,41 (1):282. DOI: 10. 1186/513046-
022-02464-5.

Yang H,Zhou H, Wang G, et al. MELK is a prognostic biomarker and
correlated with immune infiltration in glioma [ J ]. Front Neurol,
2022,13(4) :977180. DOI10. 3389/ fneur. 2022. 977180.

o ] O B R R U G 2 IR Rl 2R DA 2 SR T, AR IR,

SR I RO IE2) TR ()] AR 5 R AMR AR,
2018,11 (4) .288-301. DOI: 10. 3969/j. issn. 2095-9958. 2018.
04.005.

Jiang M, Jike Y, Liu K, et al. Exosome-mediated miR-144-3p pro-
motes ferroptosis to inhibit osteosarcoma proliferation , migration , and
invasion through regulating ZEBI [ J]. Mol Cancer,2023,22(1):

113. DOI:10. 1186/512943-023-01804-z.

Yang F,Liu Y, Xiao J, et al. Circ-CTNNB1 drives aerobic glycolysis
and osteosarcoma progression via m6A modification through interac-
ting with RBM15[ J]. Cell Prolif,2023,56 (1) : e13344. DOI. 10.

1111/cpr. 13344.

Utlic I, Jovicic MS, Ostojic K, et al. Cellular and genetic background
of osteosarcomal[ J]. Curr Issues Mol Biol ,2023 ,45(5) :4344-4358.

DOI:10. 3390/ ¢imb45050276.

T3 i, WA, 2R B, 45, TOP2A MK miR-21 A6 I /e & B
TR BUE PAG H BO(BL LT ] BEMERT A4 5, 2023,22 (10) : 1045-

1050. DOI:10.3969/j. issn. 1671-6450.2023. 10. 007.

MLEE, WA BTS2 miR-200c 1A MORC2 K6 9 5L
1T M UG VAR B I R (ELL T ] BEMERT 2% 35, 2024,23 (4)
407411. DOI:10.3969/]. issn. 1671-6450.2024.04.005.

Petrovic N, Stanojkovic TP, Nikitovic M. MicroRNAs in prostate
cancer following radiotherapy ; Towards predicting response to radia-
tion treatment[ J]. Curr Med Chem,2022,29(9) :1543-1560. DOI
10.2174/0929867328666210804085135.

Fan X,Tao S,Li Q,et al. The miR-23a/27a/24-2 cluster promotes
postoperative progression of early-stage non-small cell lung cancer

[J]. Mol Ther Oncolytics,2022,24(7) :205-217. DOI;10. 1016/]j.
omto. 2021.12.014.

Simeone I, Rubolino C, Noviello T, et al. Prediction and pan-cancer
analysis of mammalian transcripts involved in target directed miRNA
degradation[ J]. Nucleic Acids Res,2022,50(4) :2019-2035. DOI.

10. 1093/ nar/ gkac057.

Hussen BM, Ahmadi G,Marzban H, et al. The role of HPV gene ex-
pression and selected cellular MiRNAs in lung cancer development
[J]. Microb Pathog,2021,150(10) :104692. DOI;10. 1016/j. mic-
path. 2020. 104692.
Li Z,Zhou H, Zhai X, et al. MELK promotes HCC carcinogenesis
through modulating cuproptosis-related gene DLAT-mediated mito-
chondrial function[ J]. Cell Death Dis,2023,14 (11):733. DOI.
10.1038/s41419-023-06264-3.

(F3 1192 W)



SEMEE 244 2024 4E 10 A 5523 545 10 B Chin ] Diffic and Compl Cas, October 2024, Vol. 23 ,No. 10 - 1187 -

[DOI] 10.3969 / j.issn. 1671-6450.2024. 10. 007 PCR &ﬂi—%ﬂ*@

T FiEE 41 241 LRRC8A METTLI14 1% 3231k
VA SIYER K

HATH . Beris DA dRRHFT H (2020E023)
YE# BA . 719000  BEPURIAR AR S5 — I Be i =)
WEEE . £, E-mail.m18740320595@ 163. com

(# E] BH HSEIUE(CCOAMNTETRAMELEH 8A(LRRCBA) WM AEA 14
(METTL14) F) 23K , 5 IGIRE Lo ik WBPESEER 2019 4 2 H—2021 4 3 H bk i 55 — B2 Be i 7= B2
6 CCARJF A 138 il it s PR B2k R s 3 2H 2, R A S i 2 78 i PCR R 88 4 Ak Ik il CC 241 20 LRRC8A |
METTL14 mRNA KA 335 ; 23] K-M A7 4, ] Log-Rank #6:56 b4 il e i) 22 53 5 Cox A AL % CC TS 52 1)
HZE, %8 CC 4 2% LRRCSA METTL14 mRNA ik 5 T 524 41 (/P = 44. 520/ < 0. 001, 42. 352/ <
0.001) ,J#£H#41 LRRCSA \METTLI4%E (5 M 2 T 55 4141 () /P = 124. 062/ <0.001,107. 574/ <0.001) ; FIGO 433
I B2 ~ A M k858 B #4140 LRRCSA METTL14 P FHM R B & T T A ~ T Bl i R ICk L4555 8%
(LRRC8A ;y°/P =6.338/0.012 4.886/0. 027 ; METTL14 :;y* /P =7. 547/0. 006 .10. 294/0. 001 ) ; LRRC8 A [ 1 B 14 4
3AE MAEAE R A R T71.43% (70/98) .90. 00% (36/40) ; METTL14 FH 4 1 B 4 41 3 4F 8 A= 47 %43 5k 70. 65%
(65/92) .89.13% (41/46) , Log-Rank #5345 5 @ 75, LRRCSA [H 120 . METTLI4 BH¥E4H 3 4F B2k 77 R 40 BIR T
LRRCSA[I1:2H METTLI4 B 1:4H (Log-Rank y* =5.065.7.690,P =0.023.0. 006 ) ; Cox [a] 5434745 5 % B , LRRCS A
PR \METTL14 BAM: FIGO 43351 1 B2 ~ T A Wl &2 M CC 835 A £ 5 1) 57 fa B RV 3 [ OR (95% CI) =1. 679
(1.301 ~2.166) ,1.429(1.156 ~1.766) ,1.713(1. 187 ~2.471) ], #it CC ZH41h LRRCSA METTLI4 %35T+5,
5 CC 23 FIGO 431 LS5 58 A 5C , 21Tl CC B3 A RAA UG MbR &Y

[X#iA] FIE;E S RERES RN A FILHBAFEN 14,5

(FESES] R737.33 [ EkFRIZAE] A

The expression and clinical prognostic value of LRRC8A and METTL14 in cervical cancer tissue Wang Caili, Wang
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[ Abstract] Objective To analyze the expression of leucine rich repeat protein 8A (LRRC8A) and methyltransferase
like protein 14 (METTLI4) in cervical cancer (CC) and explore their clinical significance. Methods One hundred and thirty-
eight patients with CC who underwent diagnosis and treatment from February 2019 to March 2021 were selected. Immuno-
histochemistry and real-time fluorescence quantitative PCR were used to detect the expression of LRRC8A and METTLI4 in
CC. K-M survival curve were drew and the differences between the curves were compared by Log Rank test. The prognos-
tic factors affecting CC were screen by COX regression model. Results The expression levels of LRRC8A mRNA and
METTLI14 mRNA in CC cancer tissues were higher than those in adjacent tissues ( #/P=44.520/ <0.001,42.352/ <0.001) . The
positive rates of LRRC8A protein and METTLI4 protein in cancer tissues were higher than those in adjacent tissues (all P <
0.001). The positivity rates of LRRC8A and METTLI4 proteins in cancer tissues of patients with FIGO staging I B2-IIA and
lymph node metastasis were higher (P <0.05). The 3-year overall survival (OS) of LRRC8A positive and negative groups
were 7143% (70/98) and 90.00% (36/40), respectively; The 3-year OS of METTLI4 positive and negative groups were
70.65% (65/92) and 89.13% (41/46), respectively. Log Rank test showed that the overall 3-year survival rate of the LRRCSA
positive group and the METTLI4 positive group was lower than that of the LRRC8A negative group and the METTLI4
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negative group, with statistically significant differences (Log Rank x° =5.065, 7.690, P =0.023, 0.006). LRRCSA positive and
METTLI4 positive groups, as well as FIGO staging stages IB2-IIA, were independent risk factors [ OR (95% CI) = 1.679
(1301 —2.166),1429 (1.156 —1.766),1.713 (1.187 =2471)] .Conclusion Elevated expression of LRRC8A and METTLI4 in CC

are associated with FIGO staging and lymph node metastasis in CC patients, and are biomarkers for signal assessment of

poor survival prognosis in CC patients.
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Fig.1 Expression of LRRC8A protein and METTL14 protein in

cervical cancer and adjacent tissues ( immunohistochemi-

cal staining, x 200)
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Tab.1 mRNA and protein expression of LRRC8A and METTLI14 in cervical cancer and adjacent tissues
g n LRRCSA mRNA(x £s)  METTLI4 mRNA(x ) LRRC8A ZE 1 #(% ) | METTLI4 % ([ 61(% ) ]
L4 138 1,02 £0.24 1.13£0.33 8(5.80) 9(6.52)
S L 138 3.02 £0.47 3.32 +£0.51 98(71.01) 92(66.67)
t{H 44.520 42.352 124. 062 107.574
P{i <0.001 <0.001 <0.001 <0.001

R2 AR ZE CC 414 LRRC8A \METTL14 3 [ 320K ) HuEL

[#1(%) ]

Tab.2 Comparison of LRRC8A and METTLI14 protein expression in CC cancer tissues with different clinical pathological parameters

P . TVONEARE g WTREARE L oy

RIS <60 % 87 60(68.97) 0.480 0.488 53(60.92) 3.499 0.061
>60 % 51 38(74.51) 39(76.47)
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i 45 33(73.33) 34(75.56)
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>4 em 49 31(63.27) 33(67.35)

L2 3 R <172 &2 85 58(68.24) 0.830 0.362 54(63.53) 0.980 0.322
=12 42 53 40(75.47) 38(71.70)

i =iy =il 90 59(65.56) 3.746 0.053 56(62.22) 2.300 0.290
sk 48 39(81.25) 36(75.00)

FIGO 431 IA~1IB1# 96 62(64.58) 6.338 0.012 57(59.38) 7.547 0.006
IB2~TAMN 4 36(85.71) 35(83.33)

WRELEERS ¥ 99 65(65.66) 4.886 0.027 58(58.59) 10.294 0.001
H 39 33(84.62) 34(87.18)
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Tab.3 Multivariate Cox regression analysis of factors affecting the

survival prognosis of CC patients
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ASL) (/MM R -362-3p(miR-362-3p) FRiF GBS MBS X R, Ak BB ER 2018 4 1 JJ—2021 4F
12 BRI A B IR SL R B 1 7= RHIGA 19 75 N B JR 3 101 B BIF T 42 o SR 2 9t 8 it R Tl i I
3 (qPCR) # 1l LncRNA GATA3-AS1 . miR-362-3p mRNA 3 ik 7K 3 ; Pearson 4 3& 4> HF T B 1N JIE i 41 21 1 LncRNA
GATA3-AS1 5 miR-362-3p [{AH 64 ; Kaplan-Meier 3:4>#H7 LncRNA GATA3-AS1 .miR-362-3p &3k %} T2 P4 iy B 5 /1
WM ; ZH 2 Cox FIAAMT FEHMNEREEDGENEMEE, R FENEEBREREAZ ] LocRNA
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GATA3-AS1:1/P =16. 168/ < 0. 001 9. 423/ <0. 001 ,20. 066/ < 0. 001 ; miR-362-3p: /P = 12. 563/ < 0. 001 .8. 139/ <
0.001.5.923/ <0.001) ,LncRNA GATA3-AS1 7 £ A4 3 4E M ELE(0S) Ny 63.46% (33/52) AR TRFE LA
80.85% (38/47) (Log-rank y* =4.431,P =0.032) ;miR-362-3p fikFik4H 3 4E 0S EJy 62.00% (31/50) ik T 23k 4H
i) 81.63 % (40/49) (Log-rank y* =5.240,P =0.022) , FIGO 43I A 81 WUZ IR IHIEE > 172 K455 . LncRNA
GATA3-AS] 5 JE5 M -5 P4 I8 9 F 3 T A S7 fE I TR 22 [ HR(95% CT) =1.637(1.135 ~2.362) .1.667(1.085 ~
2.561) .1.881(1.169 ~3.029) 1. 675 (1. 164 ~2.412) ], miR-362-3p & & M7 A2 9 B Z [ HR (95% CI) = 0. 649
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Relationship between the expression of LncRNA GATA3-AS1 and miR-362-3p in endometrial carcinoma tissues and
pathological parameters and prognosis Wang Rongrong* , Cheng Kaifang, Chen Junmo, Xiao Dashu, Zhu Nan. ™ De-
partment of Pathology, Chaohu Hospiial of Anhui Medical University, Anhui Province, Hefei 238000, China
Funding program: Anhui Provincial Health Research Project (AHWJ]20225030)
Corresponding author: Xiao Dashu, E-mail: xdsh2623987@ 163. com

[ Abstract] Objective To investigate the relationship between the expression of long non-coding ribonucleic acid
GATA binding protein 3 antisense RNA1 (LncRNA GATA3-AS1) and microras 362-3p (miR-362-3p) and pathological pa-
rameters and prognosis in endometrial carcinoma. Methods One hundred and one patients with endometrial cancer admit-
ted to Department of Pathology and the Department of Obstetrics and Gynecology of Chaohu Hospital Affiliated to Anhui
Medical University, Department of Pathology of the Eighth People's Hospital of Hefei from January 2018 to December 2021
were selected as the study objects. Real-time fluorescence quantitative polymerase chain reaction (QPCR) was used to detect
the mRNA expression levels of IncRNA GATA3-ASI and miR-362-3p. The correlation between LncRNA GATA3-AS1 and

miR-362-3p in endometrial cancer tissues was analyzed by Pearson correlation. Kaplan-Meier method was used to analyze
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the effects of LncRNA GATA3-AS1 and miR-362-3p expression on survival and prognosis of patients with endometrial
cancer. Multivariate Cox regression analysis of the prognostic factors in patients with endometrial cancer. Results The ex-
pression of LncRNA GATA3-AS1 and miR-362-3p in cancer tissues was higher than that in para-cancer tissues (#/P =
17642/ <0001, 18.153/ <0.001). The expression of LIncRNA GATA3-ASI in endometrial carcinoma was negatively correlated
with the expression of miR-362-3p (r= - 0.691,P < 0.001). LncRNA GATA3-ASI expression in endometrial cancer tissues
with FIGO stage Il A, myographic invasion depth > 1/2 and lymph node metastasis was higher than that in FIGO stage
I ~ I myographic invasion depth <1/2 and no lymph node metastasis. The expression of miR-362-3p was lower than that
in FIGO stages I to I, the depth of myographic infiltration was <1/2, and no lymph node metastasis was found (/P =
16.168/ <0.001, 9423/ <0.001, 20.066/ < 0.001, 12.563/ < 0.001, 8.139/ < 0.001, 5.923/ < 0.001). The 3-year overall survival (OS)
rate in the high expression group of LncRNA GATA3-ASI1 was 63.46% (33/52), which was lower than that in the low ex-
pression group of 80.85% (38/47) (Log-rank X’ =4431, P=0.032). The 3-year OS rate of miR-362-3p group was 62.00% (31/
50), which was lower than that of Mir-362-3p group (81.63% (40/49) (Log-rank x’ =5240, P=0022). FIGO stage IIIA, depth
of myographic invasion > 1/2, lymph node metastasis, and high IncRNA GATA3-ASI were independent risk factors for
prognosis of patients with endometrial cancer[ HR (95% CI) =1.637 (1.135 —=2.362), 1.667 (1.085 —2.561), 1.881(1.169 — 3.029),
1.675(1.164 —2412) ], miR-362-3p was an independent protective factor[ HR (95% CI) = 0.649 (0.495 — 0.851)] .Conclusion

The expression of LncRNA GATA3-ASI is up-regulated and the expression of miR-362-3p is down-regulated in endometrial

carcinoma tissues, which is related to malignant pathological parameters and poor prognosis. LncRNA GATA3-AS1 may

participate in the progression of endometrial cancer by negatively regulating miR-362-3p.

[ Key words ]

parameters; Prognosis
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LEATEFT3 X RNAT (LncRNA GATA3-AS1) fE £
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7 & (£ Promega /3 W) K45 G 451F ) RNA (G2
{H 260/280 7F 1.8 ~2.0) ii%4 5% cDNA, F73LH}5¢
e B R A 5% SOV (qPCR) A&l LncRNA GATA3-
AS1 miR-362-3p #iA7/KF., 1 fH Applied Biosystems
7500 qPCR R & (S EFER CHRBIHHL A ), Ll
FEILP R A XS R ik BIWIF S ILR 1o O A5 1
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T2°CHEH 120 s, Tt 40 MR, ROVAR R : BJFATT
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miR-362-3p mRNA AH X} K ik, DU 4141 LncRNA



BEMENG 24 2024 4E 10 H %5 23 #5510 ] Chin J Diffic and Compl Cas, October 2024, Vol. 23, No. 10

- 1195 -

GATA3-AS1 .miR-362-3p ik [ F 1 (E4.23 .1.35 W
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Tab. 1  Primer sequences of LncRNA GATA3-ASl and miR-
362-3p
B s 19 &R
LncRNA 5’ - TTGTTCCCTCTTC- 5’ - TTGTTCCTTCACCGCA-
GATA3-AS1  GCTCCT -3° TG -3’
R3623 5’ -AACACACCTATT- 5’ -ACGTGACACGTTC-
m P CAAGGATTCA-3? GGAGAATT-3’
U6 5’ -CTCGCTTCGGCAG- 5’ -AACGCTTCACGAATTT-
CACA-3’ GCGT-3’
1.3.2 iy BERGRBEFH 2 E TGS 12E &

AR EREDT, 2 BEDT 3 4F, 50 1 AR5 3 N BEDS 1 IR,
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2 H o sk EU A B NS4 A7 (0S) IR, 08
BF ] SO B2 AT B Pl R B Ta]

1.4 ZEitaedrik R SPSS 29. 0 Seit 2@ 5140 Hr
el o THECRRH AR (% ) R, 21 18] HL R
X B A5 A IESA AT RILL & £ 5 KR, 411
FOBER U A ST FEAS ¢ K555 5 Pearson AH 3G 3HT LncRNA
GATA3-AS1 5 miR-362-3p [ #H 3¢ ; Kaplan-Meier 3
3HT LncRNA GATA3-ASI  miR-362-3p 3235 %} T2 1N
JRLE SR AR A TS 1520 Z2 R Cox [RIH43HT 18
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#2,
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AS1 .miR-362-3p Fik LK
Tab.2 Comparison of LncRNA GATA3-AS1 and miR-362-3p ex-

pression in adjacent and cancerous tissues of endometrial

(xx5s)

cancer patients

H 4 [k LncRNA GATA3-ASI miR-362-3p
FESEHA 101 2.02 +0.63 2.57 +0.61
FAH A 101 4.23+1.09 1.35+0.29
118 17.642 18.153
PE <0.001 <0.001

2.2 FE N4 S LncRNA GATA3-ASI 5
miR-362-3pKIAM KM Pearson K 4HT o, F5
P IESEE 2 40 LncRNA GATA3-AS1 ik miR-362-
3p EILEFAE(r= -0.691,P <0.001)

2.3 FE N4l 40 LncRNA GATA3-AS1
miR-362-3p K IBTEA I AR ERFIE TP Y 22 5% FIGO
SHIMA W WUZRIEE > 12 A BB T
BN ZH 41 LncRNA GATA3-AS1 33K 75 T FIGO
ST~ T WUZRIEEREE <172 Toilk 45564, 1M
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RIE<1/2 T 45574 (P <0.01) , LK 3,
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K3 ANEIG R/ AL T 5 N4 2 LncRNA GATA3-AS1 \miR-362-3p ik HL#
Tab. 3 Comparison of LncRNA GATA3-ASl and miR-362-3p expression in endometrial cancer tissues with different clinical/
pathological features
W H %0  LncRNA GATA3-ASI 1y Py miR-362-3p {4 P1{H
A <65 % 32 4.21 +0.66 0.226 0.821 1.37 £0.27 0.471 0.639
=65 % 69 4.24 +0.60 1.34 +0.21
JihyE B A% <3 cm 39 4.16 £1.09 0.514 0.609 1.39 £0.21 1.273 0.206
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FIGO 4344 I~ 54 3.65 +£0.41 16.168 <0.001 1.49 +0.11 12.563 <0.001
MA #] 47 4.90 +0.36 1.19+0.13
AR R e Ak 65 4.17£1.10 0.777 0.439 1.37 £0.23 1.142 0.256
1k 36 4.34 +£0.96 1.31 +0.29
WUZ R R <172 43 3.75£0.46 9.423 <0.001 1.45+0.12 8.139 <0.001
>1/2 58 4.59 +0.43 1.28 +0.09
W T 54 3.67 £0.36 20. 066 <0.001 1.42 £0.12 5.923 <0.001
el 47 4.87 +0.21 1.27 +0.13
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Fig.1 Kaplan Meier curve analysis of the impact of LncRNA GA-

TA3-ASI and miR-362-3p expression on the survival prog-

nosis of endometrial patients
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22100 SR e R e R S B A i TE N I 2 R R
RIPEN &, LneRNA 2 E 4 % RNA /9 — K505, o5
JIi S RNA % EAR [ 80% , 76 £ Wi A% 55 5% 555
FIEIEEZ K2 5 Z 005 5 B 0y 45, AT
I e 240 v A2 2 i 4 R 45 R TR K, 50 A T N
sty R RIS . miRNA 2RSS RNA 19595 —
GG A PR T Ui S I R 0 2k, FE A L o1k &
B A LR A R s mEAE ] R R S T
B PN S IR A0 B 1Y) 4 28 RN A% fE ) B A AR 5 1 A ¢
P LneRNA PER miRNA V25 8 5 95 40 i 3 5 15
B, S5 15 W BE L R R
SO L

LncRNA GATA3-AS1 2985 i) M &+, 1
R L SR A 22 F 18, 4 miR-30b-5p B934
PENIEPE RNA, 38 3 £ 7] )8 4% miR-30b-5p K HF i
HESL DN SRR 10 3R3E, 34 5 I8 40 i 0% 7, e i
AN ML 58 F1Z 2%, HA A AN T . LncRNA
GATA3-AS1 7F = [ 14 L 5 988 26 SR 40 i v 0 ik 3%
5, BT RO A R E 9 5 BRI S
HIFRIR R R P HEIE T 0 F e AR-1 &, R i e
it GATA3 17 Z 4Rl GATA3 2 1, 4k 1M 4 i2F 4 32 ik
MR = BA P L RN AR I R o
LncRNA GATA3-AS1 & 223k il i iR B A5k 71 8 A [\
540 | A0 ) B 1 A SR P Kt 4 ) R 1A R R R
[ p53 Fik, M0 AT an i m AR L APk
P LncRNA GATA3-AS1 7F '8 N IR 41 40 b =y 3R ik
RO B N R R B AA AT, A BLTRUS R

R4 ZINER Cox IR 15 IR B TS 1M N 3R

Tab.4 Multivariate Cox regression analysis of factors influencing the prognosis of endometrial cancer patients

A B1H SE 1 Wald {8 P4 HR & 95% CI

FIGO 43 #A T A ] 0.493 0.187 6.950 0.001 1.637 1.135 ~2.362
WUZBEHEREE > 1/2 0.511 0.219 5.444 0.009 1.667 1.085 ~2.561
W ELEh RS 0.632 0.243 6.764 0.002 1.881 1.169 ~3.029
LncRNA GATA3-ASI & 0.516 0.186 7.696 <0.001 1.675 1.164 ~2.412
miR-362-3p & -0.432 0.175 6.094 0.004 0.649 0.495 ~0. 851
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W A3 AT AL, miR-361 2 — 7 OG5 1) Jieb 723 4100 i) EA1
T il B ) BUE S (5 5 7 3 S e R s
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B I AL 1 2 Rk, WIS Sre/ Akt i, 155 LRz
) JoT %% Ak, A i 5 P REE R 4N B Y E . 1R 28 AN
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Ve HLfi: 050000  F3 5K, A R T = R B AR = 2p — Bk
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(# ZE] BH HTIRER J5EERE U RNA-25 (miR-25) 7K 52 AR5 M0 J) 5238 ( CHF ) 84 O D RERY
MW . ik EHL 2021 4F 2 §—2024 4F 2 A IR = R Be & 4F B2 —RHSUR Y & 4F CHF B3
110 #ilff 2 CHF 20, AR 4l 4 290 W9 h4s (NYHA ) O T RE S0k /35 43 11 4% 44 ) T 2% 37 4 IV 4% 29 f, 5 3
[ HA B2 Brefgt B R A 110 BIFE R il BT B2 . Pearson {5434 ILAR IR W1 I A \miR-25 7K 5 224F CHF B35 0Dt
IYRIAHICE ; Z K Logistic [MIH 04T %4F CHF [ 35 & M s2 i R 2 5 52508 TAERHE (ROC) 24 Bt IR 2
EH#E .miR-25 K F2 Wi E4E CHF B E. Z&R  CHF 45 RER \miR-25 /KPR R4, DU A\ FLAT
G TFREREXT BB (1/P = 8. 993/ <0.001 9. 656/ <0.001.9.516/ <0.001 .6. 542/ <0.001) ; [ 3 FR 2 .miR-25 7K F [t
i NYHA O IIREIVEL > M4 > 11 42 4F CHF 3% (F/P =3.524/0.033 ,11. 062/ <0.001 ) , SUSLFF 5 FLAF 14 L4k,
NYHA O IIRE IV < M 2% < 11 2324 CHF B3 (F/P =10. 008/ <0. 001 .37. 612/ <0.001 ) ; Ifil jR & .miR-25 5 NYHA
DIIREST P E IER K (/P = 0. 528/ < 0. 001,0. 482/ < 0. 001 ) , BUEAT 1 . FLAT I 5 NYHA .0 Dl g 70 2 A ¢
(r/P = -0.466/ <0.001 , —0.474/ <0.001) ; ZH % Logistic [543 #7 & 7% , M FR IR .miR-25 F+& Jy % 4F CHF % %
RS fE R P Z [ OR(95% CI) =1.721(1.339 ~5.182) 1.381(1. 151 ~3.221) ], U FF B FLAFEE T 5 Sy <7 4
PIHEZE[OR(95%CI) =0.971(0.957 ~0.985) .0.952(0.940 ~0.988) ] ; Ifil FRER . WUES FF 14 . FLAFIE .miR-25 % U 3% 1%
LiL WA CHF [ AUC 435124 0.780.0. 773 .0. 675 .0. 822 0. 936, DU Z IEA (1K) AUC K T4 [ Bais Wik fe (Z/P =
5.259/ <0.001.5.319/ <0.001.7.157/ <0.001 4. 883/ <0.001) , &5t MR JHiE R .miR-25 /K5 %4E CHF
BEWNE I EREA G, FRIEREA X2 B4R CHF AR mAkEE .

[RIA] 2P0 5008 RIR ; M3l B RE ; 3/ RNA-25 5.0 D58 ; A et

[FESES] R541.6 [ k#RIRAE] A

Study on the correlation between cardiac function and blood uric acid, intestinal flora and miR-25 level in elderly pa-
tients with chronic heart failure An Ran, Han Jianmiao, Zhang Qian, Zhu Nana, Yan Shiran. Department of Geriatrics,
Shijiazhuang Third Hospital ,Hebei Province ,Shijiazhuang 050000, China
Funding program 2022 Hebei Medical Science Research Project (20220199)
Corresponding author: Han Jianmiao, E-mail. 592311028@ gq. com

[ Abstract] Objective To investigate the relationship between cardiac function and serum uric acid, intestinal flora
and miR-25 level in elderly patients with chronic heart failure.Methods A total of 110 elderly CHF patients admitted to the
Second Department of Geriatric Medicine in the Third Hospital of Shijiazhuang from February 2021 to February 2024 were se-
lected as the CHF group, according to the New York Heart Association (NYHA) cardiac function classification, the patients
were divided into Grade II (44 cases), grade III (37 cases), and grade IV (29 cases).Another 110 healthy subjects were select-
ed as the control group. The correlation of serum uric acid, intestinal flora, miR-25 level and cardiac function grade in elderly
patients with CHF was analyzed by Pearson method. Multivariate Logistic regression was used to analyze the influencing
factors of CHF in elderly patients. The value of serum uric acid, intestinal flora and miR-25 levels in the diagnosis of CHF in
the elderly was analyzed by receiver operating characteristic (ROC) curve. Results  Serum uric acid and miR-25 in chronic
heart failure group were higher than those in control group, bifidobacterium and Lactobacillus were lower than those in con-
trol group (/P =8.993/ <0.001, 9.656/ <0.001, 9.516/ <0.001, 6.542/ <0.001). The levels of serum uric acid and miR-25 in NY-
HA elderly CHF patients with cardiac function in grade IV > Grade Il > Grade Il were compared (F/P=3.524/0.033, 11.062/
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<0.001). The comparison of Bifidobacterium and Lactobacillus showed that NYHA elderly CHF patients with cardiac func-
tion in grade IV < grade l < grade Il (F/P=10.008/ <0.001, 37.612/ < 0.001). Pearson correlation analysis showed that
blood uric acid and miR-25 were positively correlated with cardiac function classification (/P =0.528/ <0.001, 0482/ <0.001),
while bifidobacterium and Lactobacillus were negatively correlated with cardiac function classification (#/P = — 0.466/ <
0.001, —0474/ <0.001). Multivariate Logistic regression analysis showed that high blood uric acid and high miR-25 were in-
dependent risk factors for the onset of CHF in elderly patients[ OR (95% CI) = 1.721 (1.339 - 5.182), 1.381 (1.151 - 3.221)].
Bifidobacteria high and Lactobacillus high were independent protective factors [ OR (95% CI) =0.971 (0.957 — 0.985), 0.952
0940 - 0988)] . The AUC of serum uric acid, bifidobacterium, Lactobacillus, miR-25 and the four combined in the diagnosis
of elderly CHF were 0.780, 0.773, 0.675, 0.822, 0936, respectively, and the AUC of the four combined was greater than the di-

agnostic efficacy of each alone (Z/P =5.259/ <0.001, 5.319/ <0.001, 7.157/ < 0.001, 4.883/ < 0.001).Conclusion

Serum uric

acid, intestinal flora and miR-25 levels are related to the severity of cardiac function in elderly patients with chronic heart fail-

ure, and the combined detection of these indicators has high predictive efficacy for chronic heart failure.

[ Key words)]

140> 1152358 ( chronic heart failure, CHF ) 2 /H T
oS g aok FE SR PR O LA O WL 4 T Tk D e
B AT 5| A O E o R, R AR B B A
CHF &7 rh HUAS 5 M, o7 FH 45 Pl it £ s S8 3 AE A 2
S0 {E R T 25 IS MR UL A% o I A S A 4 )
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APRA G, HABFIE SR, 1 PRI IUAE 550 B IV I PR 454
TR Wl M YRR T A R A AR
FG g SO H R IR VE T, 2 5 W F i A2 B B0 &
7 8N RNA-25 ( microRNAs-25, miR-25) £ 5 4]
WIS FE oAb GERS R T AR N S 2 R AR it AR
WA g 2 W UL P A0 A 0 e s S B R TR
A miR-25 7 o Aths R0 g 3 8 SR 3 R AR 25 5
PERIK, 5 CHF 835 .0 U)AB 2 A AE7EAH S, H AT
HREAMT . ASHESE B AT IR 1R | W 38 1R A miR-25
K5 &4 CHF [ 35 .0 T BE I AH I P K X512 i 14 4
H, BT,

1 &BER5HE

L1 WIRBERE #EH2021 4F2 H—2024 422 HAXK
JETEE = Be B 4R Be 2 —RHIA 1Y CHF (R 110 f4)
V£ CHF 4, NYHA .0Ifgsrd: 11 9 44 51 T 9% 37
B IV 9% 29 1], 535 B Tm) 39 s B e e 4 A 2 110 514
AR FREXT HR A o 2 2 B AR AR T S U (BMT) |
WFE LA 22 RIS L (P >0.05) , HAA AT Lok,
W3 1, ABEIT L B it P2 I 24t [ (2021) /23
FAHLES 019 5 ], Ak 3 5 @ 1 R) 2 01 2 38 G
&5

Chronic heart failure; Blood uric acid; Intestinal flora; Micro RNA-25; Cardiac function;Correlation

R 1 {EHEXIRA S CHF 4G R YOR i
Tab.1 Comparison of clinical data between healthy control group
and CHF group

5 0 ey AP

PERLHI(% )] 5 58(52.73) 54(49.09)  0.291 0.590
o 52(47.27) 56(50.91)

F(x£5,%) 70.22 £4.12  70.11 £4.25 0.195 0.846
BMI(x s, ke/m?)  22.46+1.28 22.59+1.33  0.739 0.461
e (% x5, 4F) 3.56 +0.52

1.2 JmildEsebnE (1) PANRE: OFF &80T
FEIRILZILYTHEEE) " CHF 2 Wi : B8O ) 5808 e
REGIIE O NEET SR DI RE 528 A2 O BRI/ 220 sy
K@ SR >6 N QAR > 60 %5 @Il R
B (2) HERRbRE : O ABEHT 6 A~ H NAELE AL
FEFERG L Q& I MM & O/ I E A A 4
Hs O A EA R TG SIMRY A s @5 R X
O ITECO T 2 ; @B I 2ty

1.3 4845

1.3.1 My RERACERL : B F ABEK H R/ fa
X RRZH TR > H R A2 25 B Kl 3 ml, 25000 B3 HX
I FEI >R FH DR I T v A 00 1M 385 DR R 7K, AR A
9 EIHESS Aeroset 4> H 3l A4 AT A, 150 FbR o i R
B | T =/ B oo

1.3.2 s GRSk 52 2 21 £ 35 B i 250 30 g,
HUS g WEARA TR K%, W ATB 2 | Zh fdE P %
T R GEHATRUBAT I FLFTF IR 3K o BT i i T
Y0E , DR b 2S00 0 H rh TR I OB B A A R U
(IgN/g) FoR,

1.3.3 L miR-25 7K P AG I« >R £E R824 2 I Jk If.
4 ml, B0 EILE (4212 em, B [E] ;15 min, 7538 .
3 500 r/min) , i 1 Trizol 132 HL I ¥ H &L RNA | %
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TOYOBO #Y J e sl ) & ( IS AE MR A TR A
H)) ¥ 54 RNA 2% 57 % ¢cDNA, SR F] FTC-2000 #1%¢
JtE i PCR X (SEE ABL A w)) #4752 9O 8 5 28
AEHE R o SN S E:92°C FiARYE 5 min,93°C AR
£ 35 min, 62°C iE k 45 s,74°C $Ef 1 min, JL4F I
42 Y LA U6 VERAN S sl it 2722 AL T miR-25
X R B, 5T S LliEG14) 5 “AACGCTCAGTT-
TAATGCTAATCGTGA-3", F i3] ¥ 5 “ATTCCATGTT-
GTCCACTGTCTGTG-35U6 Lii# 5|4 5-AGAGAAGATT-
AGCATGGACCCTG-3 *, F i 2l ¥ 5 ATCCAGTG-
CAGGGTCCGAGG-37,

1.4 SEiteedrik M SPSS 22.0 3R AFE 17 840 4
Mo THECTORIUEER R (% ) FR  dLIE] LAt T x°
B AR A EA TR GORLL x £ 98,2 d1[A] L
KPS AEAS ¢ K56, Z2 21 18] LR H F K5 ; Pear-
son VAT M IRIR W 8 I AF  miR-25 7K -F- 5 & 4F CHF
BEDIIRES TR IA N ; ZI R Logistic [71IH 5347
AE CHF S8F A 52 8 2 5 32103 TAEFREIE (ROC)
2k o r i PR R | i 18 TR R miR-25 7K P12 W 2 A

(P<0.05) ; BUEFFFE FLAT B EL 8, NYHA LI RE IV
% < M < 1 ¥4 CHF 35 (P <0.01), W3 3,
2.3 KRR JHEFE R .miR-25 K5 NYHA .0 )i
STIFIEE  Pearson A SCE AT BN, A CHF
A MIFPRIR \miR-25 7K-F-5 NYHA LIIRES 0 5 IE
AR (r/P =0.528/ <0.001,0.482/ <0.001) , X;
LOFLAF B S5 NYHA O IR 2 A 56 (/P =
-0.466/ <0.001, -0.474/ <0.001) ,

2.4 ZHE Logistic [MIH5Hr %4 CHF B34 &K
MR ZE  LIEAE CHF B & A4S i (R{E . A7
R TR0, L B g g 22 R0 H o 5 AE
i, T2 E Logistic [FIHMT . 455 s « iLKR |
miR-25 F4E %4 CHF (B3 &0 il a7 fa s R 2%
U T FLAT B T i S AR 4 I (P <0.05) , I
%24,

F 4 Logistic [FIA4HT%4F CHF SB35 & B2 R
Tab. 4 Logistic regression analysis of influencing factors on the

incidence of CHF in elderly patients

CHF it {E. P <0.05 2S5 HAGI=E L, Az it Bfii SEfA Waldfi P{i ORfi  95%CI
MIRFRES  0.429 0.261 5.198  0.031 1.721 1.339~5.182
2 # B -
AU FF 5 -0.029  0.007 16.022 <0.001 0.971 0.957 ~0.985
2.1 2 YHINGRFR Wil E B . miR-25 AKFHe#s  CHF JUFFITS -0.112  0.54  4.433  0.025 0.952 0.940 ~0.988
miR25 % 0.433  0.218 4.628 0.037 1.381 1.151 ~3.221

2 IMLYE PRIR miR-25 7KV T Fe X HR A, WUBE AT 147
FUFFRAR T fa Xt B4, 22 S A Gt 22 L (P <
0.01), %2,

2.2 A NYHA O I RE 3 &4 CHF S5 IR R
W IB A \miR-25 ZKF L I IR R . miR-25 7K
Fo# , NYHA O DJREIV S > M2 > 11 %4 CHF 3%

2.5 IMRER i BEARE  miR-25 2 W % 4F CHF (194
6 2 IRAR BUSAT B FLAT B miR-25 ol 5K
FIZW A CHF (19 ROC il £, JF 750 i £ m A
(AUC) , 453 R« ML PRIR RBUBCAT i FLAF I miR-25

R2 EEXTIE4YE CHF 411 PRIR il i RE . miR-25 7K HLie

Tab.2 Comparison of blood uric acid, gut microbiota, and miR-25 levels between healthy control group and CHF group

(x+s)

4 % it PR ( ol /L) KUSAT B (1gN/g A ) FUFT B (1gN/g R4 ) miR-25
TRERREXT IR 21 110 320.56 +80.37 8.09 +1.01 6.05 +0.87 1.13£0.21
CHF 44 110 425.52 +92.33 7.01 £0.63 5.38+0.63 1.41 £0.22
t{H 8.993 9.516 6.542 9.656
P1{E <0.001 <0.001 <0.001 <0.001

£33 AIF NYHA GDIIRE S8 AR CHF R KRR B T HE \miR-25 KFHUEL (x2s)
Tab.3  Comparison of blood uric acid, gut microbiota, and miR-25 levels in elderly CHF patients with different NYHA heart
function grades
4 5 % IR AR (pmol/L) KUSAT B (1gN/g A ) FUFT B (1gN/g R4 ) miR-25
I %% 44 402.86 +80.67 7.30 £0.76 5.75+£0.68 1.45+£0.27
113 37 437.05 +88.13 7.08 £0.74 5.20 £0.55 1.69 £0.33
I\ 29 455.15 +£91.27 6.51 £0.73 4.51 £0.52 1.76 £0.31
F 1y 3.524 10.008 37.612 11.062
P{H 0.033 <0.001 <0.001 <0.001
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KU 2 B A2 W2 4 CHF () AUC 4351 24 0. 780 ,
0.773.0.675.0. 822 .0. 936, PUHF W4 1y AUC K T4
A2 W7 (Z =5.259.5.319 7. 157 4. 883, P 1 <
0.001), iL#%ES &1,

£S5 MR JHIEHER miR-25 24 CHF A
Tab.5 The diagnostic value of serum uric acid, gut microbiota,
and miR-25 for elderly CHF

7%

R TR AUC 95%CI  HURIE FrRE o,
TRAR

M fRER  397.623wmol/L 0.780 0.720 ~0.833 0.600 0.891 0.491
WU FFE  7.418 TgN/g 0.773 0.712~0.827 0.736 0.736 0.473

FLFF 5.665 IgN/g 0.675 0.609 ~0.737 0.918 0.436 0.354
miR-25 1.246 0.822 0.765 ~0.870 0.764 0.746 0.510
usp: P 0.936 0.895~0.964 0.927 0.800 0.727
1.0
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Fig.1 ROC curves of serum uric acid, gut microbiota, and

miR-25 for diagnosing elderly CHF
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LRGE AR MERE ™ 5 B Bl e S R B Kl
R BRI T3 R R 2 N B LA A |
T+,35 2 UL B ROC 1380 SR 5O 1. 3% Al 4z
B0 T RE 08 R 29 890 7MLt 1 IR KR AL
BN A, VIR B B 2 R G R — I 5K
R —EET R A2 48 (RASS) S S0 , il i K gl 8 L0
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(# ZE] BR PR 05 B e 4R ( DGMI) B Bh A YT 2 M I A58 (ACT) 1l RS 7 25 8% mT REAE HIAL
file FFiE  PEFE2021 4£7 H—2023 46 H LA M At I T ERE 2 BHGA 1Y ACT 3R 103 BV 5T 4, 2R
REALEC 20550 X IR (n =51) SR (n =52) o X FRZH 45T VU B 5 BLIA YT , WA A A6 X TR AL IR Y7 ALy _E 166 5 1
FH DGMI # BhiAYTY o 1697 2 JAJE , OREE 2 ALIG PRI P8, HLER 2 4R Y7 R )G I v k@l?’—[cfiﬁ?ﬁa(cm) HA %6
(TL-6) MR IRSE I F-oo ( TNF-ou ) || BE 1L T 8 [ 5E 1L B J5 B 18] (PT) &6 i Bl B (8] (TT) | 3% Ak 38 40 8 1ML 3% i B (]
(APTT) AF4E (M B (Fib) | IR AR 2% (A 0 2K 80 5 i /IMiR SR AR5 2T A M LU 2%) L I35 R e i 4 PR 7 [
ZEHE ot ) AR AR T B 1 (GFAP) (S100B 2511 (S100B) #fi Z8 yue SR Im Ak il (NSE) | b2y [ 38 [ E 37 DA
B iR (NIHSS) 3743 ] IAHThRE [ 3 285 piAR S 53 (MMSE) 143 ] e H 8 A= 1% g ) [ Barthel $i5 4% (BI) #7453 ] 728
b G R & A . BB 1RYT 2 RS AU RO T X IR 41 (94. 23% vs. 74.51% ,x*/P =7.632/
0.006) , WL M5 CRP IL-6 TNF-o 7K AR T X 4H (/P =8.990/ <0.001.7. 025/ <0.001 4. 546/ <0.001) ; PT,
TT APTT & T % BB 4H (¢/P = 6. 185/ < 0. 001 .8. 336/ < 0. 001 .6. 782/ < 0. 001 ) , Fib X T X[ HE 4 (¢/P = 6. 683/ <
0.001) ;4= IR | I IR ANFE i/ MR 3R AR 3 LT 4 LE 2518 T % BR 4 (/P = 3. 553/0. 001 5. 667/ <0. 001 ,11. 933/ <
0.001,10.497/ <0.001) ; GFAP ,S100B \NSE /KiK. T X B8 2H (+/P = 6. 364/ <0.001 ,5.707/ <0.001 4. 847/ <0.001 ) ;
NIHSS $F4HIE T X BRZH (¢/P =9.707/ <0.001 ) , MMSE 43 F1 BI 43 15 T X HR 41 (1/P = 7. 847/ <0. 001 [11. 421/ <
0.001) ;2 44N BRI LA 22 B G112 2 X (13.46% vs. 9.80% ,x°/P =0.335/0.563) , £5i DGMI i BvAIT fie
Bt = ACT BE IR IRTT R, i3 B B NN DI RE AN B 5 A= G B8 01, VT RE -S54 B 98 14 SN w035 € 1L ) 8 A0 I 380 38 A8 2
AP N RN FHREREA L,

[E8ER]  SOMERGAEAE ; AR M5 PO MG A8 e 5 58 X T B 5 IV IR A8 2% 5 8 1 I N 5 M2 T B 5 TA R DD B 5 A 22 46144
A+

[FESHES] R743.33 [ x#kFRIRA] A

The impact of inflammatory reaction, coagulation function, hemorheology, and nerve injury factors of EGMI for pa-
tients with acute cerebral infarction Dai Jingyi, Yin Jiangning, Gao Jun, Zhang Shiging, Zhao Jing, Peng Yigen. De-
pariment of Emergency, Nanjing Jiangning Hospital , Jiangsu Province ,Nanjing 211100, China
Funding program: Jiangsu Province Chinese Medicine Science and Technology Development Program ( YB201990 ) ; Scieniific
Research Project of Jiangsu College of Health and Wellness Professions( JKC202010)
Corresponding author: Gao Jun, E-mail; jnyyjzgi@ 163. com

[ Abstract] Objective To analyzed clinical efficacy and possible mechanism of DGMI)in treatment of patients with
ACI . Methods 103 patients with ACI 2021 July to 2023 June were divided into observation group (» =52) and control
group (n =51) , The control group given routine western medicine, the observation group add DGMI therapy. 2 weeks after
treatment, the clinical efficacy, inflammatory factors, coagulation function, hemorheology, nerve injury factors and adverse
reactions were compared between two groups. Results The observation group effective rate (94.23% ) higher than that
control group (7451%) (x'/P=7632/0.006) ; Serum CRP, IL-6, TNF-a lower than control group ( #/P=8990/ <0001, 7.025/ <
0.001, 4546/ <0001); PT , TT and APTT higher than control group (#/P =6.185/ <0.001, 8336/ <0.001, 6.782/ <0.001 ), FIB
lower than control group (#/P=6.683/<0.001); Whole blood viscosity, plasma viscosity, platelet aggregation rate, hemato-
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crit lower than control group ( #/P =3.553/0.001, 5.667/ <0.001, 11.933/ <0.001, 10.497/ <0.001) ; Serum GFAP, S100B, NSE
lower than control group (#/P=6.364/ <0.001, 5.707/ <0.001, 4.847/ <0.001 ) ; the National Institutes of Health Stroke Scale
(NIHSS) score was lower than that control group (#/P=9.707/ <0.001), the MMSE score and Barthel Index (BI) score were
higher than that control group (#/P=7.847/0.00, 11421/ <0.001).There was no significant difference in adverse reactions be-
tween two groups (1346% vs.9.80% ,x’/P=0335/0.563) . Conclusion DGMI can improve clinical efficacy of ACI patients,

which may be related to antagonism of inflammatory reaction, improve coagulation function and hemorheology, inhibition of

expression of nerve injury factors.

[ Key words)

Acute cerebral infarction; Diterpene ginkgolides meglumine injection; Coagulation function; Hemorheo-

logy; Inflammatory reaction;Neural function;Cognition function; Nerve injury factors

S Ik A BE (acute cerebral infarction, ACI) J& 4%
o Jert BT 5 | G 1t 48 2 K v W i S0 ik 2 2R B, B
W B R SRS L PR LR R B/
MOEREE BT VB IR SEXTIEIRTT , SRR ] (H
RIP-IRFN T 199, B A I I i 2 v 23R 97 e 1
AT R o BT RS P A I T 9 ( diterpene
ginkgolides meglumine injection, DGMI) 3= i, 43 A 4R
AN A B K, EA T I8 25 1) D) i, S WK R
BHEKAIE T R $8 5 2590, 165 PH B2 YR TT ACT A 350hE &
VAR D . AR AR R AE ACT %A
R R R A EEE AR T, BRI I s A
ZhL LT REZ U H R B BRARE . FE PR MR
N HCEEE N D RE 5 M AR 2 A s 25 0 R
W, FIRTT ACT (SRR 5 0 ABIFSE /30 DGMI A
BiRYY ACT [ R YT 850 6 9 1 S g B I ) i 1L
W AR 2 R 2R D) RE N D BE AR 45405 TR 1 R
R SIER/ (I
1 BZRERHE
L1 IGRBERE #EHE2021 4E 7 H—2023 46 H L5
AT T ER 2P 1Y ACT B 103 fi1Eh
WHaEr 4, B 52 B, 4 51 4] A5 4% 45 ~ 74 (55. 54 +
7.13) % KIS EABEIE] 2 ~15 (9.39 +1.05) h; {k
TR H 18 ~28(22.79 £3.06) kg/m’ ; FiFEFE A7+ /N
1 37 48], FE T 37 i, i1 29 . SR HBEALECT 3R
I RWEEA (n =52) FIXTREZ (n =51) ,2 HEEHE —
MG L 25 S Te S T2 (P >0.05) , A A [k
PR, R 1, AR AEReHZ 5 234t ifE (210520) ,
R R P A R O T2 B S R 1
1.2 Rl sebnmt  AbRE: OB ChE S
B PR A R R PR 228 0 IR O HISE ACI
ZWitniE , HZ i MR 55 CT f & iii2 ; Q IR &,
KIRITTH] <24 hy QFEAT Jay kM #if 28 Ty Be Bl B AE AR
HeBrAritE : O 3 4> H 8 & A i i o045 5 sl TR
@A EO M B A R @& It
JUE B T RE RS @A I E R M | i

PRGN s QM AT LGP EE RE 2

R 1 NHEA 5WME ACT B FIG IR R L

Tab.1 Comparison of clinical data between control group and ob-
servation group of ACI patients
WM (X,;Tigff{ ) (X,}?igzﬁ) v i PR
PRI BI(% ) ] F 30(58.82) 27(51.92) 0.496 0.481
4 21(41.18)  25(48.08)
AR (2 x5, %) 54.62+7.25 56.45+7.34 1.273 0.206
KIRBABERIE(x +5,h) 9.23+1.08 9.54+1.21 1.371 0.174
RS (2 +5, kg/m>)  22.45+3.23 23.12+3.14 1.068 0.288
FEFEIRALL B (%) ] /i 18(35.29)  19(36.54)  0.571 0.752
IR 20(39.22)  17(32.69)
BT 13(25.49)  16(30.77)
BB R BI(% ) ]
Dk M e I 25(49.02) 30(57.69) 0.778 0.378
Wi PR 18(35.29) 23(44.23) 0.858 0.354
1= 1 1A 14(27.45) 17(32.69) 0.336 0.562
56k LR 16(31.37) 18(34.62) 0.122 0.726

L3 3R T BENG T, ARG T
T REH SEAT MR IT A I SR B AR iR 9T
CUNBE R M A ) o T BR2H ] 5 45 - 75 B R
I7 BRI VAR ¥ e (A 25 4R TR 240k A BR 2N ], R0
#6100 mg/ Jr) B 1 0, B H 1 IR, FTFE M 7T 45
F OF S il 25 A BR 2 &, A% 10 mg/ lo) Bk 2 Jr, &
H 1R MGAHEZR i S0 (1) 245 45 DAl 2400 A BR 2
A, BUA% 30 mg:20 ml)30 mg A 0. 9% AL S
100 ml ki, B H 2 IR, #ELLRYT 2 A, WA
ZHAEXRT RRA FE Al _F 3565 1 T DGMI (VT 95 i 2% 24 Ml ik
WA B, A% 25mg 5 ml/ 32)25 mg fIA 0.9% 4,
AEBA S 250 ml HER KRR, B H 1R, EE0RYT
2 i,

L4 WSS

L4 1 MiE s A - 37 RS, R B =
Je kI 4 ml,3 000 r/min BS.0> 10 min BV, %
2 H A AR A A AR U 1l 3 C s 1 3 1 ( C-reactive
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protein, CRP) | 44} Z-6 (interleukin 6, 11-6) | il IR
BB F-a (tumor necrosis factor-a., TNF-a) &5 1 o
1.4.2 BEM AR RS 7RIS , RAE B @bk I, >R
FHA4> B BhEE i 73 B AR DU € il 7 S i 8] ( prothrombin
time, PT) ¢ Il i B [6] ( thrombin time, TT) {16385
BE I 7% B8 B [8] (activated partial thromboplastin time ,
APTT) 274t % (1 JR (fibrinogen , Fib)

14,3 MRS F R Va7 R, R AR B = I
P AL, SR P IO 0 BT AR 000 4 1T 26 B I 66
/R IR AR 3 LT A LA 55

144 I FR 200 PR A I - B YT RS, R R
23 J DK I, 50 L R T4 F S AR AR A A AR
T 5 A 8 1 A G IR < P 28 5 o D 4 4 R PR 2R
(glial fibrillary acidic protein, GFAP) . S100B # H
(S100B) il 28 e S MM AL ( neuron-specific eno-
lase ,NSE ) 7K,

1.4.5 PR INRE GNHIBERN H % AR 06 BE 1 PEAl >R
F2E [ [ 7 AR BRE B A vh i 3% (NTHSS ) 374 78 5
ZRINRE , B Vo 42 g3, o3 (B v U B o 2 T g ok
BT SR SR HUIR A 52 (MMSE ) PRAS #8%
INHIZIRE , femPEo o 30 43, J (R 8 R B AR AR
IRERLT " . R FH Barthel 4550 (BL) PEAS s H L
i 11 BLRE 1, B 100 73, 23 fELERs W] P BEAE
(LT R

1.4.6 LA R Gy ribE 1+ Gkt |
L5 GRS ERRE  JAYT AT K A NIHSS 47
VAl , LA NTHSS 12398053 3 (380 5) 4R Sy 7 5800
Fif, RIS A 3 (U0 =90% ) | S 3026 (U8
46% ~ <90% ) FEL (W33 18% ~46% ) Teak (I>
R <18% BN <18% ) SEAL(HTINAR >18% ) . BAT
RWOR = (BEARAL + WEI + B ) / S x 100%
1.6 ZEitaEdrik  fdi] SPSS 20. 0 B i k47 £k 73
Bro FFEIERI T BOR CR A& RS 20 Al 2 )
AR N EZS A0 ) % =5 KRR, 23 R B ¢ 6
B (W) ST REA ¢ K3 (ZHIR]) 5 THE05ORE T EL

F£2 XTHRA5IEA ACT B I RF A L

R (% ) For R X BB UK. P <0.05 2
A E L

2 & B

2.1 2 HIGRITRLE AT 2 G MR SRR
o 94.23% IR K 74. 51% , WLEL 4 oA SR B
TXIREZH (P <0.01) , L2,

2.2 2 4URYT RIS G RYER FKF R 89T 2
JAJE,2 4 7E CRP IL-6 \ TNF-o B T18¥7 T (P <
0.01) , HWELLH BT i CRP IL-6  TNF-o ik T-Xf BB 4
(P<0.01), W33,

R3O 5L ACT B E QYT RIS L R PER 7K [
B (xxs)

Tab.3  Comparison of serum inflammatory factor levels between

the control group and the observation group of ACI pa-

tients before and after treatment

% M CRP(mg/L) IL-6(ng/L) TNF-a( pg/L)
XTHRZH  JAYTRT 19.34 £4.25 14.75+2.52  52.56 +7.42
(n=51) BJ7fE  8.72+1.35 9.42+1.34  26.35+4.56
WL JRYTAT 19.72 £4.34 15.24 £2.45  54.12+£7.56
(n=52) WHFFE  6.45+1.21 7.64+1.23  22.45+4.14
/P XTRBLANME 17.005/ <0.001 13.356/ <0.001 21.490/ <0.001
/PSS 21,218/ <0.001 20.002/ <0.001 26.494/ <0.001

/PIEIFIGAIMEME  8.990/ <0.001 7.025/<0.001 4.546/ <0.001

2.3 24lipyrRiiaE M BIRE LA VRYT 2 AR .2 4l
PT TT, APTT ¥ & F i Y7 1, Fib X IR 7 AT (P <
0.01) s MELLHIRYT J5 i PT . TT APTT & T XJ JR4,
Fib IR X HRZH (P <0.01) , W3k 4,

2.4 2 HIRYTETIE M AR 24 b R97 2 A UG 2
2 4 I R I B | /IR SR AR R AT A L 2 Y
RTFIBIFHT (P <0.01) , HOWEAIAYT 5 41 26 i
EFEIE ML /N B 58 4 R 2T 40 i L 2 Y T X BR 2
(P<0.01), L35,

2.5 2 4URYTETSE ARG I OO A JRYY 2
JEJE 2 @1 GFAP S100B \NSE # Fia¥7 A (P <
0.01) , H WL 4R 97 5 il GFAP S100B \NSE 1%
FXHRYL(P <0.01) , L3 6,

[#1(% )]

Tab.2 Comparison of clinical efficacy between control group and observation group in ACI patients

45 %k AR B priz g st oL BARE(% )
X 4 51 8(15.69) 16(31.37) 14(27.45) 12(23.53) 1(1.96) 74.51
ML 52 14(26.92) 24(46.15) 11(21.15) 3(5.77) 0 94.23
U* i U=9.988 X =7.632
Pa 0.012 0. 006
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(x£5)

Tab.4 Comparison of coagulation function between control group and observation group of ACI patients before and after treatment

A5 P ] PT(s) TT(s) APTT(s) Fib(g/L)
X HE 2] b=y gl 9.45 +0.71 13.72 £1.35 20.42 +4.25 5.42 £0.60
(n=51) BITIE 11.54 +0. 64 15.36 £2.23 25.12 +4.16 3.76 £0.52
WML YEIT T 9.24 +0.65 13.15 +1.42 19.24 +4.12 5.65+0.52
(n=52) NEL IO 12.25 +0.52 19.21 +2.45 31.45 +5.24 3.12£0.47
t/P Xt FE41L N1 15.548/ <0.001 4.487/ <0.001 5.641/ <0.001 15.006/ <0.001
/P MEEH WA 26.151/ <0.001 15.441/ <0.001 13.201/ <0.001 26.063/ <0.001
/P 897 G ALl 6.185/ <0.001 8.336/ <0.001 6.782/ <0.001 6.683/ <0.001

RS XA S UEA ACT B EIRTT RIS MR L 2 18 h5 A

(xxs)

Tab.5 Comparison of hemorheological indicators between the control group and the observation group of ACI patients before and after treat-
ment
4 s 7] A IMFE (mPa - s) MK (mPa - s) IM/MRREFE(% ) HNELE (% )
Xof B 4 RITHI 6.35+1.04 1.76 +0.45 51.25+7.10 48.56 +6.24
(n=51) WBIT I 5.24 +0.72 1.43 +0.24 34.65 £5.16 30.24 £5.12
WEEH JBIT R 6.43 £1.02 1.92 £0.43 53.12+7.24 50.34 £6.75
(n=52) HIT A 4.76 +0. 65 1.12 +0.31 23.36 +4.42 20.43 +4.34
t/P X RRZHNE 6.291/ <0.001 4.261/ <0.001 13.502/ <0.001 14.901/ <0.001
/P MEELH N 9.953/ <0.001 10. 885/ <0.001 25.307/ <0.001 26.893/ <0.001
t/P 87 5 4 el (E 3.553/ 0.001 5.667/ <0.001 11.933/ <0.001 10.497/ <0.001

F6 XRS5 UEL ACT B FIRITHIS MLIE &40 1 7K
T HA

Tab.6 Comparison of serum levels of nerve injury factors between

(xxs)

the control group and the observation group of ACI pa-

tients before and after treatment

0 B WA GFAP(pg/L)  S100B(ng/L) NSE (ng/L)
XTRRLL JAYTHT 10.78 £1.32 38.34+5.23  35.54£5.72
(n=51) JAIF)F  6.56£1.14 25.32 +4.42 18.25 £3.42
WEEL JARYTRT 11.04 £1.21 39.21+5.12  36.85 £6.12
(n=52) WIFE  5.21=1.01 20.45+4.24  15.12+3.13
/P XTRRZALNME 17.320/ <0.001 13.574/ <0.001 18.540/ <0.001
/P WEZLNME  26.608/ <0.001 20.343/ <0.001 22.809/ <0.001

t/PIRITIRAEME  6.364/ <0.001 5.707/<0.001 4.847/<0.001

2.6 2 HIRITRIGAA I EE NI T RER H AL BB
JIER RIT 2 S 2 Ash & ihe A RE R H R
AN RE HI YRR YT RIS , B NIHSS 43 F# ik , MMSE
P4 F1 B 4> THE (P <0.01), H A4 IEI7 )5
NIHSSTPEAMIE T X R 41, MMSE $F43 F1 BT $F43 i35 F Xt
IR (P <0.01), %7,
2.7 2HAARRRNARAERLE 2 3Ry BRI AR
JEE IR S A R RN R A2 AN B R AR
R 2 RS TGF 5 (9. 80% vs. 13.46% ,)° =
0.335,P=0.563) , .7 8,
3 3 i

ACT J2— 75 S i 50 L 978 2L 1 5 A 2 0,
Y7 TR AE T K T g 3 O 2 i A5, Pk S ot DX 20 2

RTOXHEAG MG ACL IR AR M2 D RE AR D AE

FIH B ATEREII AL (3 £5,53)

Tab.7 Comparison of neurological function, cognitive function,
and daily living ability between the control group and the
observation group of ACI patients before and after treat-
ment

Ao W NIHSS MMSE Bl
XHAEAL YAIFRT 28.33 £4.61  16.19£4.38  56.22+5.86
(n=51) JRJ7)E 18.49 £3.02 20.62 £2.57 77.34 £8.09
WZELL WITHT 27.9125.05  16.84+4.92  57.68 £6.47
(n=52) BJrl5 13.22+3.24 25.15+3.76 88.72 £5.34

1/ P Xt FRZH N AE 11.522/ <0.001 13.951/ <0.001 20. 146/ <0.001

/P IEEANM  20.647/ <0.001 18.894/ <0.001 29.790/ <0.001

t/PIRYTIEAAME  9.707/ <0.001 7.847/ <0.001 11.421/ <0.001

xS MIRASWERH ACT B E RN RV ILE [#1(%) ]
Tab.8 Comparison of adverse reactions in ACI Patients between

the control Group and the observation Group

goB B BOME 0T %R B “f%ﬁf
if e 2H 51 2(3.92) 2(3.92) 1(1.96) 0 9.80
WELH 52 2(3.85) 1(1.92) 2(3.85) 2(3.85) 13.46

WAL, PRI FE T I A . 7 I B A
JT RS B L AT AT R R AR P
WRLT HUAAL VB IR A SAYT , AR ACT HUE I R
Wk, EAA S BR R ERILRM K . ACTR
R 2R TR KU T Ve, 50 S B BH R A A OG, L
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BT T FL A AN AR, VA B Y T I HORY , B 24508 4%
DGMI Ja 25 PO ARCAR A 500, r 3 4R A IR A B K &538
98% , e R AN AL A, HL RS AR A R
BWANER A B K XA M/ NMRIG 6 (PAF) 75
SRR AR, BRI DGMI 4 B A 5 2L PAF
SZRKEGUR Y . PAF FRLETh i ACT Y 32 B0 Bl
HE, DGMI B s 4P| PAF 75 S0 1L/ MR8, 74
M AL , R M v 4t I B T o et A o Ay
i A5 WA B A A A S AR it — ki
B Bl i 2 AR . — T35 Meta S3H7 (26 f 3C
k.2 332 fil i) 3R WT, DGMI B A 7 BR 6 JT RE 44 =
ACI B Z I RS FA (RR=1.22, 95%CI =1.17 ~1.28,
P<0.05) [ NIHSS #f-4r (MD = - 3. 08, 95%
Cl=-3.94~2.22, P <0.05), HAR®INAN R RN
(RR=0.76,95%CI=0.49 ~1.19, P =0.23)"% | 4
5T oA 2 4 /% O NTHSS $E45 AN KB, BT
PR A5 SR R ST A

RYER LR ACT (1155 & R 3, 02 ACI Ak 3
7R, 5 ACT KA K K Pl % UIAH G . CRP J& pR
I 1) — o e B S I 1, e AL 0 1 A 8
K2R o IL-6 R 38 A 38 08 i /MG P 375 K TG P R A
75 50 kol RE A AL 25 iR A%, B ACT %0 KU
TNF-o AJ 380 520375 5 P K 240 L 268 B 4 3R 4493 i fii
BBESE AR IR ACT R M2 o fe 2 pife ™ . ACI
B M CRP . IL-6  TNF-o B i FF 5, 4l H e kok
T ACT ZE43AYT B S 5 ) SR P g K ml 4
7 p38 22 R AL AR I (p38 MAPK) {553 [,
T IRZHZ TL-18 \ TNF-oo 3k , 5% fiff s i 3 i 2% A
/N BRI 2 2P 6 3 i R 0 o i R F S AR
DGMI sl sl 5 1 FH , 34 T R I8 22 4F 26 rp B3 I s
hs-CRP \IL-6 \TNF-a /K21 ARHF5E AL 4LIAR )T
2 JAlJ5 M3 CRP IL-6 \ TNF-o X T X AR 4H , 3B DGMI
i ERYT RERE RS BT ACT B E R VR

i i 95 P4 1 PR AR ACT & AR ) BRI, 55 2 ik
SRR AL RN AR T BT DG, BE 1L R 48 5 21 % R 50 5 A
JIT S TR S R BB KR FE AR AL DGR . IV I AR
S5 RL R Ak M RE AT B R R PTLTT,
APTT Fib j& 5 FHE Il D) BE 48 b, PT  TT  APTT R A%,
Fib F & & ACT B9 & 200 B AR, 32 7+ PT TT  APTT
A 1A Fib #3k, 2 ACT L8R i e s ™,
A S ER A B K SRR /MR S22 AR S BT, B
A RAFRIPTEEMSOCR o w22 0 540 3 R
it} (MAPK ) {5 5 3 %, + Wi /MBS A6 o A w5
o WERALIME PT TT  APTT 5 F X} B 41, Fib Ik T XF

WA, 5405 = P gt 2. Uil DGMI 4 Bhif
JYRERS T ACT BRF BRI IIAE. LAY i g A B,
K ELA 37 M8 4% B A B VE o I RIS o g,
R I A B R R B YA T R ke AR A R K
B LY AR AR AEDY . AR
S BERE BRI RS R LA LA TS
SRV S R SR

i . 3L 57 R 75 e e PR T 63k
B A AL R T, GFAP S il 41 4URN
BRI TR AN bR W, mT i o 2 A0 P S T R
B SMEE R RS R AR T ACT BRE R
S100B Pl Ay Hos o 22 45 57 2K 11, NSE 2 ot 28 0 11
22 PN WA I A3 W0 A A TRV B (1, = X R
BURURERR S o A TS B K 7EF5 T PAF 1
(I, A0l 2 20 0 T S840 o 28 T A BE ) AR A
WA MLTE YRR VE R o AR IR A LB AL s
AR T B PYIR K AT 1 Bk 22 4 i 4R
PRI I, A4 ACT 5 sz e g™ . B2y
PRRFIESE B PR B Al s PIK3/AKT {5 5 %,
REFI AR (5.8 .10 mg/kg) 815 fili i Tt 5-15-2- M
PR BENEAZ T (BrdU) \GFAP NSE 323k, fi #F i 4% 5
PR BURR 28 T 40 M 3 A R 2046 AR A il g
M RE R R (1.3.2.6.5.2 mg/kg) FIRTTER
R 2 A CHE 1 (SIRTL) B4 S F-la
(HIF-1a) M55 P9 S A4 K IR F-(VEGE) 263k, Ble st Jay kt:
PG B AR A2 B e e o e . AWFS b, Mgk
#H 1fiL 3 GFAP S100B NSE % T-% HA 25 , 13 ] DGMI 4
BIATT RERS AR ACT S 2840403 X 12K o

ACT 5136 (4 R £HL U AL FIR FE B o 28 T B 2 {435
AL h ERT e BRRA, S ECR AT AE R
Nz A R G A JH T DR e AH IE W s s iR R
IHHESZ FNE M, HETTRZ R B W AR TR e 0 . AR
o WL NS BE A H 3 AR 36 BE 14> e 2 1 T
Xt BRZH, 1 DGMI 4 BhiA 7 gt ol 3% ACT S5
THRERN H A5 B8 1. 22300 R 41 38 L3I 52, DGMI
REIC 36 220 1k Ml RE SE s H: At i I 2 0 51 R A A
Bﬁﬁ%LﬁJSJ .

ST 45 5250, DGMI 7] B 13 4550 48 1k )2 I 2k
S 5T UL A R IV IL Y0 725 2 00 ) o 22 1405 PR 1 3 3k 4
BWAR, IR FNR S ACT JUEIRTTROR, o3 4 25 D RE A
IHITHRER) F B9, 75 B 0 J2 , AABFSE i B = DGMI
S AL R T BRI T AE | ML A5 MR i R T
AT REAE FHBLE TR A S BT, At fie 2 11 RS 7 345 R PR A
F BRI IIAE LIRS 2 R 2R DR T B AR S

%
2
i3
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Neurotrophin-3 . LncRNA H19 5 /N JLJE i F57 220K 25
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fTRZ, Eife AER, EHFE, L FK

FEETH 179 E TEZRTREIH (2023151)
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(# ZE] BHH HIWHLEFRKN T3 (Neurotrophin-3) A4 I i M AZ R H19 (LncRNA H19) 5/ JLERIR
FRELRAS (SE) PEHFRE M R B BUS TUNALRE, AiE  #EHL 2020 4F 1 A —2023 47 12 7 11178 BB K 2% IR 32 bk
AL EEBE L BMTIA Y SE UL 152 14 SE 41, MR 3% JL 3 35 2R 25 7™ B R2 B 9143 ( STEPSS) 43 A 4 FE W 4 67
il e B2 52 4] B VA 33 ) 5 AR BE PN 45 R 43 TS W AH 91 B ANAS R TS WA 61 il 3o B TR A R e
e AR )L 60 51 A e ot IR ZH o R FH TR S 38 W FF 325 4G I 1. 7 Neurotrophin-3 , 52 A 2¢ Y 12 12 58 5 TiHAE S5 107 A6 )
LncRNA H19 7K ; Spearman 343 #7174 Neurotrophin-3 . IncRNA H19 7k 5 SE 2 JI, STEPSS $E43 1) #H et s £ R 2
Logistic [7 95347 SE (LA R TS W52 R % 5 323038 TAERHIE (ROC) fhZE 53 #T Il i Neurotrophin-3 . LncRNA HI19 7K
SExF/N L SE R RBUS MBI E ., 455%  SE 41134 Neurotrophin-3 7K - g e X IR 4, LncRNA H19 /K- = it
Xt BR2H (¢/P = 11. 877/ <0.001 ,20. 966/ <0.001 ) ; Fifi 5 5 17 il e, 4% FE R 2H v B SV 2H | o 8 SV 2H 1ffL ¥ Neurotrophin-3
IKEAR KA , LneRNA H19 7K AR KT 5 (F/P =184. 107/ <0. 001 114.394/ <0.001) ;152 4| SE B ILA R &4+
K 41.13% (61/152) o AR TS WAL STEPSS 143 SE ZAERT Al =1 h AWtk &1 8 LL 6] 17 LncRNA
H19 7K 5 F R AFTUR W41, ifit 7 Neurotrophin-3 7K S F K 47 U5 W41 (x*/¢/P = 8. 090/ < 0. 001 ,11. 931/0. 001
11.566/0.001 .8.752/0.003 .6.467/ <0.001.7.846/ <0.001) ;SE & JL, STEPSS 14355 1f1 35 Neurotrophin-3 7K - 5 £ 4
%, 5 LncRNA H19 /K2 IFEAX(r/P = —0.764/ <0.001,0.748/ <0.001) ; 2 A % Logistic [7J443#7 7~ , SE & 1E
ftfa) =1 h STEPSS $¥-43 T .4 1hi ¥4 & /& . LncRNA H19 F 55 4/ JL SE 7R R U5 /9 40 57 /& B P 2 [ OR (95% CI) =
3.216(1.406 ~7.354) 2.001(1.366 ~2.931) 3.970(1.229 ~11.691) .1.592(1.245 ~2.034) ], Neurotrophin-3 F} 75
S ST ARP R 2 [ OR(95% CI) =0.943(0.919 ~0.967) 1 ; 1fil & Neurotrophin-3 . LncRNA H19 7K - & — 3 164 Hijll SE
LA B TS 1 AUC 43504 0. 808 ,0. 780 ,0. 891, —FH BE A1 AUC T BT ( Z/P = 3. 194/0. 001 3. 521/ <
0.001) ., £5it 1MV Neurotrophin-3 7K [ ik fil LncRNA H19 /K F-FF 5 5 SE S LI 1E I & AR B WS A ¢, I i
Neurotrophin-3 . LncRNA H19 /KF-BEA X SE LA KA A 55 & 1 B AL ag

[X8iA] WORRREORES W AE TR -3 K AR DAL IR H19 ;" SR TS ; B WAL AE ; L

[FES%ES] R742.1 [ cEkfRiRA] A

A study of the relationship between Neurotrophin-3, LncRNA H19 and the severity of persistent status epilepticus in
pediatric patients and its predictive efficacy for prognosis He Milan™ , Wang Lihe, Zhao Guoxiao, Li Shiya, Xia Yong-
bo. * Department of Pediatrics, Yuncheng Central Hospital of Shanxi Medical University, Shanxi Province, Yuncheng
044000, China
Funding program . Scientific Research Project of Shanxi Provincial Health Commission (2023151)
Corresponding author: Wang Lihe, E-mail: ycszxyyerke@ 163. com

[ Abstract] Objective To investigate the relationship between Neurotrophin-3, long non-coding ribonucleic acid
HI19 (LncRNA H19) and the severity of pediatric status epilepticus (SE) and the efficacy in predicting prognosis. Methods
One hundred and fifty-two children with SE admitted to the Department of Pediatrics of Yuncheng Central Hospital of
Shanxi Medical University from January 2020 to December 2023 were selected as the SE group, and the children with SE

were classified into 67 cases in the mild subgroup, 52 cases in the moderate subgroup, and 33 cases in the severe subgroup
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according to the status epilepticus in pediatric severity score (STEPSS); according to the in-hospital outcome, children with
SE were divided into good prognosis subgroup of 91 cases and poor prognosis subgroup of 61 cases. Another 60 children
were selected for health check-ups in hospitals during the same period as healthy control group. The enzyme-linked immu-
nosorbent assay and real-time fluorescence quantitative polymerase chain reaction were used to detect serum Neurotrophin-
3 and LncRNA HI19 levels; Spearman's method was used to analyze the correlation between serum Neurotrophin-3, LncRNA
H19 levels and the STEPSS scores of the children with SE; multifactorial logistic regression analysis was used to analyze the
factors influencing poor prognosis in children with SE; the predictive value of serum Neurotrophin-3 and IncRNA HI19 lev-
els on poor prognosis of pediatric SE was analyzed using receiver operating characteristic (ROC) curves. Results Serum
Neurotrophin-3 levels were lower and LncRNA H19 levels were higher in the SE group than in the healthy control group (¢/
P=11877/ <0001, 20.966/ < 0.001); as the disease aggravated, the serum Neurotrophin-3 levels in the mild subgroup, the
moderate subgroup, and the severe subgroup decreased in the order of. LncRNA HI9 levels increased sequentially (F/P =
184.107/ <0.001, 114.394/ <0.001); the incidence of poor prognosis in 152 children with SE was 41.13% (61/152). STEPSS
score, SE episode duration=1h, full-blown seizures, proportion of tracheal intubation, and serum LncRNA HI19 levels were
higher in the poor prognosis subgroup than in the good prognosis subgroup, and serum Neurotrophin-3 levels were lower
than in the good prognosis subgroup (x’/#/P=8.090/ <0.001, 11.931/0.001, 11.566/0.001, 8.752/0.003, 6.467/ < 0.001, 7.846/ <
0.001); STEPSS score in children with SE was negatively correlated with serum Neurotrophin-3 levels and positively correla-
ted with LncRNA H19 levels (r,/P= —0.764/ <0.001, 0.748/ < 0.001); multifactorial logistic regression analysis showed that SE
episodes lasted for=1 h, high STEPSS score, full-blown seizures, and high LncRNA H19 were independent risk factors for
poor prognosis of pediatric SE[ OR(95% CI) =3.216(1.406 — 7.354), 2.001 (1.366 —2.931), 3.970 (1.229 — 11.691), and 1.592
(1245 -2034)], and high Neurotrophin-3 was an independent protective factor[ OR(95% CI) =0.943 (0.919 - 0.967)]; the
AUCs of serum Neurotrophin-3, LncRNA HI19 levels and the combination of the two for predicting poor prognosis in chil-
dren with SE were 0.808, 0.780, and 0.891, respectively, and the AUCs of the combination of the two were greater than those
predicted by serum Neurotrophin-3 and LncRNA HI19 levels alone (Z/P=3.194/0.001, 3.521/ <0.001). Conclusion Decreased
serum Neurotrophin-3 levels and increased LncRNA HI9 levels were associated with exacerbation and poor prognosis in
children with SE, and the combination of serum Neurotrophin-3 and LncRNA HI9 levels had a high predictive efficacy for
poor prognosis in children with SE.

[ Key words] Status epilepticus; Neurotrophin-3; Long non-coding ribonucleic acid H19; Severity; Prognosis; Diag-

nostic efficacy; Children
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B TSI 7S (status epilepticus, SE ) 238 BiH % 1

VERRSEMS 1A REA B 22 & A, Tovk A AT IR BUR AR 15
1S5 57 BPFIRRAERARAS , JLEE SE 4F R %R (17 ~
23)/10 J7 A B R SRR AR AL AR, B A7 L
R A2 RGN RE R 2 3R T R
2 RN S RIAEI P & A BRI W2 E RN
¥ (Neurotrophin ) -3 J&—FE I K 1, i i 45 & HAZ 1K
YRR 28 TCAF 16 RS MO0 B, 22 45 o 2 i AR T
P51 , Neurotrophin-3 7£ SE f8 LI ik F ik, K
w5 JF 9 A5 4% ¥ 4% R (long noncoding ribonucleic acid ,
LncRNA) fE 3 i 5 i §18 35 R 3% 3k 2 5 00K & 4= &
J&7 . LncRNA H19 J& — R fi 41 SRR 5 1 33k (1)
LncRNA , G818 18006 22 B R Ve S B A7 - i i AR ik 22
PP KRR . WS R, LncRNA HI9 &
22515 v BRI 20 B A 06 AR, Tl
& Neurotrophin-3 .LncRNA H19 Xf/NJL SE By1lE R & X
v ik = i 38, PO HAF IR IE IR o

BRE5HE

1.1 IEPR®E #2020 451 H—2023 4212 A 1
P BERLR 7 B iz 3y vhoe R Be LI BRSO Y SE i
JL 152 12 SE 4, 55 84 4], % 68 fii; 4E 1% 1 ~ 12
(5.72+£2.22) % ; {KJfi & 6. 56 ~ 38. 00 (23.72 +
6. 11) ke i[9 - AR ST ], StaE AR 1R 24
o], HEJR MR T 24 {51, 18 PERE IR PR 28 0], R
P 19 o AR Af L 0 A 0 0K 28 ™ B R RE O O
( status epilepticus in pediatric  severity score,
STEPSS) """ SE (ULSY 4 3 A4, 1% 5 W21 67 4
(0 ~174p) FhEEEAH 52 (2 ~3 43) (EE 4 33 f
(4~671) o J3 MR BE Beft R A )L 3 60 1] A
Xt R, 55 33 ], Zc 27 {5 4FHE 1 ~ 12(5. 65 +
2.15) % K i & 6. 71 ~40.25(23. 61 £5.83) ke,
2 MG AR AR BRE LR RS TR B (P >
0.05) , HATu] Hek, ABFIE 2 PR befe Bl 2 51 o~ b

(f&H7[2020]043 5) , 521k JL 3 5 Jg W% 7] B 0F 4 5
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AU R R

1.2 JRplEsEbRdE (1) 9 AbRHE: OFF & Ol £
SRR S B Mo 2) T 18 W AR v R B R AR >
15 min - E IR E R A & AE > 10 min 58 B [FE2E
RAE>5 min; QER 1 ~ 14 2 OF EHE IR KGR,
(2) HEBRFRUE : QO i ke 110 Ao+ 100 7 S50 1A ik 458 i
PN , BOPRIR KPR B S I b 28 R GE 0 ; @k
ez B L BRI F AR S s @ P KM OMERENS | B i
PRI ; @I RGBSR A IR @ 2tk hd stk
AR 255 | S ARV A s COMT Il FH S e 4 il 551
1.3 Fss 5k

1.3.1 1% Neurotrophin-3 7K A5 : £ JLF ABE Ik
H /g BT R TG Y H SRR 23 I Dk I 3 ml, 25
O EABCE R ERF . DA a3 A MR A FR A
P Neurotrophin-3 I B 528 W B 72 30500 & (9245
EH6388M ) £l Neurotrophin-3 7K,

1.3.2  IfiL3 LncRNA H19 ZKSEAGIN ;[ i i 37 38 i
Trizol ( Jo85 A 28 5 AE W H R A FR A |, 485 : RP2402)
FEHCE RNA 0O Zire R (P ED A
R/, 85 Cary 6000i UV-Vis-NIR] % 5E RNA 4ii fif
FREE , {1 Takara 12055 & (A6 5 = IKAE D RHE A R
AT, TS RR820A) ¥ 5 S HL4h DNA, 4% I8 Hifair®
I One Step RT-qPCR Probe Kit 1t [ 2 XA YRl
(L) B A BRA R, 45 11145ES50 ] 44 4t sz iy 44
Z[2 x Hifair® [l P buffer 10. 0 pl Hifair® UH 1 En-
zymes 1.0 wl Hieff® 50 x High Rox or Low Rox 0.4 ul,
LS9 0.4 pl, FUE514 0.4 ul, TagMan Probe
(10 uM)0.2 Wl A5 RNA 1 wl RNase free ddH,0 fii
220 pl | AT SE I 98 B I A e RN, W A%
#:.50°C 15 min 1 ¥X,95 C 30 s 1 ¥X,95 «C 10 s .60 C
30 s, 39145 UG 519 F 1) . LneRNA HI9, FiiE5 149 5'-
GGTGGGGATGTTTGATTT-3", F ¢ 5| ¥ 5'-CCTGTTT-
TATGGGCTGAT-3"; § % GAPDH, I {i#5| %) 5'-CAG-
GAGTTGAACTGCTAGGAT-3", FiiE5 |9 5'-GAGCAAG-
CAAAGTGACCATTT-3", F 2" 33K LncRNA H19

Fik K,
1.3.3  FUJ5 4 2H - 38 o 4% 3 307 5F 15 3= 3 (glasgow

outcome scale , GOS) "2 34k SE B LB NS R, BAME
1~5755, >3 50 AfE RYF, <3 /- AU AR, AR
GOS V5344 SE LT R B A 1l J5 W40 91 il FilAR )
s 4L 61 i,

1.4 GEitsedrik 1] SPSS 28. 0 Bt 17 4eit o1
Bro THECR RIS (% ) FR , 4110 LR X
K5 5 IEA A0 T PR & £ 5 R ,2 4l [B] HL R

PSR AS ¢ K55, 22 41 (8] P 9 LR FH LSD-0 &
4% ; Spearman /347 Ifil 7 Neurotrophin-3 . LncRNA H19
JKF-5 SE [ L STEPSS PE43 iy AH M ; Z K 2 Logistic
1A 704 SE B ILA R FifS i 52 m &R ; 528038 TAE
FENE (receiver operating characteristic, ROC) [ifj 28 ¥E 41
1fil 7% Neurotrophin-3 .LncRNA H19 /KT SE & JLAS
R PG RHEE. P <0.05 F2ERA 25 L.
2 # R
2.1 2 #1fiL7E Neurotrophin-3 .LncRNA H19 7K H 55
SE 2 1iL % Neurotrophin-3 7K -1 i B % IR 2H ,
MM LncRNA H19 7K T e i H , 22 R 4 40
T FEX(P<0.01), W&k 1,

F 1 {@EFEXTERA4 S SE 413 Neurotrophin-3 . LncRNA H19 7k
FLLEL (x29)

Tab.1 Comparison of serum Neurotrophin-3 and LncRNA H19
levels between healthy control group and SE group
45 % Neurotrophin-3 ( ng/L) LncRNA H19
fHE BT IR 60 114.77 £23.09 1.02£0.10
SE 21 152 68.55 +£26.41 1.83 £0.29
t {8 11.877 20.966
P1{E <0.001 <0.001

2.2 AN[FEWEIEREE SE £ JL L% Neurotrophin-3 |
LncRNA HIOK- LU BEF I N E, B 21 | v
JETAH \HEE WA SE [ LI Neurotrophin-3 7K P-4
UKBEAIG, L3 LncRNA H19 /KR THR (P <0.01)
W#E2,

R2 ANEYFIERE SE # LML Neurotrophin-3 . LncRNA H19
IR (225)

Tab.2  Comparison of serum Neurotrophin-3 and LncRNA H19
levels in SE children with different severity of disease
H4 15155k Neurotrophin-3 ( ng/L) LncRNA H19
REWY 67 90.60 = 16. 64 1.59 £0.19
rvRE I 20 52 62.36 +11.32° 1.96 +0.17°
HEETA 33 33.54 £13.15% 2.13 £0.19%
FAH 184.107 114.394
PE <0.001 <0.001

T SR WA L, P <0.05; 5 Fh EEF 41 4%, " P <0. 05,

2.3 AFWUE SE BULIG R/ BERAE b 152 4l
SE BILA R TG Z4 % K 41.13% (61/152) , AR
PilJ5 20 8 )L STEPSS P43 \SE & AERF ] =1 h 41
PEEAE ARG LB 5 LneRNA H19 K3 T R
UF 1S A I Neurotrophin-3 7K PR T R4 3 /5 W
4 (P<0.01), 173,

2.4 iy Neurotrophin-3 .LncRNA H19 /K35 SE &
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JL STEPSS P-4 ¥ AH G PE - Spearman #H 5 M 43 #7 ik
7K, SE & JLIM Y% Neurotrophin-3 7K 5 STEPSS $E4r &
A, I 7E LncRNA H19 7KF- 5 STEPSS 1434 1F A
¥ (r/P=-0.764/ <0.001,0.748/ <0.001) ,

2.5 ZHEK Logistic [MIH44T SE LA K il 15
mEZE LI SE BILE MR (AR BRI =1/0),
£33 A ERTHSE &{EREI (=1 h/ <1 h=1/0) |
STEPSS ¥ 73 A1 PE & AE (/& = 1/0) UEHE
(/% =1/0) .Neurotrophin-3 .LncRNA H19] >}y H 2% &
172 W& Logistic [MIA 50 HT, 455 8w SE K AERS
i} =1 h STEPSS V43 Ft 5 , 4= i ¥4 & /F . LncRNA H19

THm ok SE BJLA RIS Bz fER N 2R, Neurotrophin-
3 Thws AL RPN ER (P <0.05) , i3 4

2.6 [fil.jE Neurotrophin-3 .LncRNA H19 /KX SE
LA RS B B AN (E 22 ] L7 Neurotrophin-3 |
LncRNA HI19 7K Bl 55 Fl SE LA B #US
i ROC fth2k, iR h 2 T AR (AUC) , 45 2R s« I
% Neurotrophin-3 . LncRNA H19 7K & — 24 Bt -5 100
SE LA B BUS 9 AUC 43313 0. 808 0. 780 0. 891,
T H B A K AUC K F Ui 7 Neurotrophin-3 , LncRNA
H19 7K - 20 30 509 (9 AUC (Z = 3. 194 3. 521, P =
0.001,<0.001), W5 K1,

R3 OARFEBUS SE BILIG R/ BERHIE L

Tab.3 Comparison of clinical/pathological characteristics of SE patients with different prognoses

i H RIGFHE WA (n=91) ARBFWLH (n=61) X/ P 1A
MM HI(% ) ] " 48(52.75) 36(59.02) 0.581 0.446
4 43(47.25) 25(40.98)
A (2 x5, %) 5.79 £2.15 5.61 £2.34 0.501 0.617
TRF (% £5,kg) 23.65 +5.92 23.82 +6.43 0.166 0.869
S [ H(% ) ] TR 32(35.16) 25(40.98) 2.570 0.632
BPEREARPE 12(13.19) 12(19.67)
S SR i 1 16(17.58) 8(13.11)
18 PRE AR A 18(19.78) 10(16.39)
A A 13(14.29) 6(9.84)
STEPSS ¥¥:43(x £5,47) 1.82 +0.86 3.23+1.29 8.090 <0.001
SE EAERFE [ #1(% ) ] =1h 43(47.25) 46(75.41) 11.931 0.001
<lh 48(52.75) 15(24.59)
St EVEL (%) ] 56(61.54) 53(86.89) 11.566 0.001
PRI H(% ) ] 63(69.23) 45(73.77) 0.366 0.545
SEELH(%) ] 5(5.49) 13(21.31) 8.752 0.003
VRIT AN (% ) ] HZIRYT 60(65.93) 36(59.02) 0.761 0.684
2 U 25 19(20.88) 15(24.59)
3 AU 25 ) 12(13.19) 10(16.39)
Neurotrophin-3 (x +s,ng/L) 80. 18 £22.40 51.20 £22.19 7.846 <0.001
LncRNA H19(x +5) 1.72£0.24 2.00 £0.29 6.467 <0.001

F4 ZHE Logistic [AJ150Hr SE UL RS A5 A R

Tab.4 Multivariate logistic regression analysis of factors affecting poor prognosis in children with SE

Ap B1H SE 1§ Wald 1§ Py OR {H 95% CI
SE EAEE =1 h 1.168 0.422 7.661 0.006 3.216 1.406 ~ 7.354
STEPSS 1431 0.694 0.195 12.675 <0.001 2.001 1.366 ~ 2.931
L TPE R AE 1.332 0.575 5.374 0.020 3.970 1.229 ~11.691
SEHE 0.730 0.773 0.892 0.345 2.076 0.466 ~ 9.446
Neurotrophin-3 & -0.059 0.013 21.102 <0.001 0.943 0.919 ~ 0.967
LncRNA H19 & 0.465 0.125 13.790 <0.001 1.592 1.245 ~ 2.034

%5 Ly Neurotrophin-3 . LncRNA H19 7K-XF SE LA B 1 (1 1044 {6
Tab.5 The predictive value of serum Neurotrophin-3 and LncRNA H19 levels for poor prognosis in SE patients

A T E AUC 95% CI P g% eI Youden $ %%
Neurotrophin-3 67.15 ng/L 0. 808 0.736 ~0.867 <0.001 0.525 0.923 0.448
LncRNA HI9 1.89 0.780 0.706 ~0.843 <0.001 0.656 0.769 0.425
e 0.891 0.830 ~0.936 <0.001 0.754 0.901 0. 655
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Fig.1 ROC curve for predicting poor prognosis in SE patients
based on serum Neurotrophin-3 and LncRNA H19 levels

304 i

IR A — P p DR G S i P T B R R A T R
H LB RN 9 Ak T B B B, MR RGeS A M 4
N IATESE | P28 A0 JoRE TR - 17 45 oy T2 A5k 't
WD U B IR S LA I R T S RO
SE J& 5 UL LR 2 8, Rr 2 0 KA w5 1k
ANRT R 28 R GE D e R AT AR SR BTN 24 )
15— ke (EAT A 43 S8 LA 2549 T8 B g 5 BU IR
FRELRANEEUE K, e 2 J S XETE PRI 1T f SRR L
e a0 R MR XS/ L SE TR R AR E
TOUS SEAT VAL AT | Xk 22 i A0 i AR A PRI ek (2L
FEABS BAT BB

MEEFRN T2 —REMA RGP RIFEE AR
PAERRE A BT, el 55 Z ARG e
TR R RN 53 fil w280k i ik i rhopp 22
EFREFEE A T H 2 RS, BB 200 R R AP
SR I RN A0 % 2k % JB' . Neurotrophin-3
ST AN R R R s SR I T e A A
22 40 i 9 TR 1) v 8 R ) 32 A SR LR 2, 1 AR DG G C
( tropomyosin receptor kinase C,TrkC) % ¥4 B L[ 442
PR Y o He b 28 5 0 40 M B A AR D e b 7S
Neurotrophin-3 B G TrkC/ 40 My A 5 8 715 14 Fit/ c-
Jun GIEA G , dEF5 i 22 55 RE AU S, DA S b
22 P MFE Neurotrophin-3 iR 3T b fA 5 fil
BCRTRT S8 | DGk 45 0 28 TC [0 45 5 1% 33, diesg 1012 )
eV AR ARAE Y WM Bz F P Neurotrophin-3
FE IR 5 R B T E AR A G, AR, T
IfiL3% Neurotrophin-3 /)N JL SE ™ 8 2 B2 A5 1) ¢ &
WA P AL, AW A5 A WoR, SE LI Neurotro-

phin-3 7K F-REAK, I Fifi 5 5 135 i = 1M [% {iG, Neurotro-
phin-3 F+ & A/NJL SE A BTG B2 AR R & X i
BH .7 Neurotrophin-3 KT8 5 /8L SE 17 v 72 Al
TGHMGEEA Ko MR AT fE 5 Neurotrophin-3/TrkC
O HA UL E A 5. (1) fE i 2 4 i 1
B Al AAE A BT 4R 2 0 Y 15 H S5 R AT RE
(2) fi it 28 ) B4 2 T Sl T mT 984k, A B T e
JE) (%) 1 38 15 A BG83 (3) TR 19 PR 22T i 4 A 1 A
THIE A B T 4R 2 4% i Ra  PE RO >
LncRNA J&—Ff B2 M ik 200 A% R 1Y 3K 2 i
RNA , REFE % 5 Fl/ X 5% 57 I 7K 52 i $06E [H 360
T I R MR 2 M I N A TC A P AR R | 2
TERCRIAT S8 o 2 200 it 156 23 008 T 1T 2 S5 000 & AR
BT LneRNA H19 f F A YL@ 4K 11pl5.5 -, &
N SRR 3T 3k A2 PR B s 19 LneRNA 22—,
HAER AT 2 78 Ho 5 i b 28 R Ge e i A 4% D) Bk
R SRR RIS & B, LncRNA HI19 7] gl 1 %
PERIY A T2 5 KR SE KA, Semb s,
LncRNA H19 e 45 6 < SO S ph 2o 1, il
fik LncRNA H19 RIS B i IE AL 3-3% i/ 25 1 e
B {5 5 B, 30 R B AR 22 e T W R R M
2 T 3 LncRNA HI19 28 3K fg $0 i {5 B4 S %
B iE B 3 5 /) RNA ( microRNA |, miRNA )
let-7Th 3 PRl &, AR R RV 2 e Jo 40 B 3% Ak A i
FAERY S XEERFFE UL LncRNA H19 2 500 14 74
AFAR I LncRNA H19 3 X £ 25 M 2 00 19 16
B A2 fH G T I3 LncRNA H19 5/ L SE ™ dE 2 B
RIS IR M AT H . AWFFE 25 1 Wow , SE LI
15 LncRNA H19 7K T 55, I Bl & 9 1 In s 7, ok
/NJLSE A B TS ok 57 4R B R &R X Ul B I E
LncRNA H19 /KTt 57N L SE J 18 in 58 FfA | il
JEA o FHLJE, LncRNA H19 {6 30 il 84 B B A LR 3-
T FE U B {3 I, 3 I L A 2 R 1
SR T, IR IS S T A TG A i b 2 R
PERUNE , B0 28 2R G0 05 I, 328 10 184 0005 175 A AR A1
)5 2%, [ B}, LncRNA HI19 §g # [7] miRNA-29a-3p
WTEAZ R -k B A 538 6, 0 ]V 1 of 28 % 1 S 4
1 , BB 28 S5 HL T 20 S O 5 N A TS A
ARWFFTLEJLR & B, B STEPSS $E4341 , SE % ARt
] =1 h fr4iiPE ZAER SE BOLAR K 1S KU 35,
JE DR AT fi 2, S AR A ] K R 4 1 v & P B R i 1 i
I I B P, PRI AN BP0 RUBS: B 5, ROC il £k i
7, IL3E Neurotrophin-3 . LncRNA H19 7K SFHe-4 7 1Y
AUC KFIfiLiE Neurotrophin-3 ,LncRNA H19 7K - #ijh
T, 33X U B Il ¥ Neurotrophin-3 . LncRNA H19 7K 5
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U SE A RIS HZLRE B o (AR ST A R b A i 22
HL IR .

i i 32 T A5 11 7 A 2 i
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AL T8/ AR S B 508 H2 B ER IR T EOS 3 Z2 R Al
FIAE EOS #8 £ KH AECOPD A9 58 197 80 kb %3¢

WAHIR - XN, AEE,TH, KA, FT5F

HAETH . FEsgEE /R HIRIX H AR EL 4 BT H (2020D01C407 )
YR BT 830001 B4 R, Hb [N IR Mg 330 20 9 5 X 25 e P %y R
SEASVER . W HFLEE - 3LFL, E-mail : 2i29005600@ 163. com

(# ZE] BHE LA MR/ AR SRS 5 TSR (GC) AT R R RL4I L (EOS) 3% Z2 R AUFIHE EOS 14
22 F NG PERH ZE PR s 2 M I S 1 (AECOPD ) (4 YT AL LB . ik BEE 2020 4% 6 —2023 4E 6 T E AR
T TR ZE T B 7 X A I B I N RH2VA 1Y AECOPD #3168 3], L% EOS L1 4514324 EOS 14 £ F 1 4H (EOS > 2% ,n =
42) JE EOS 4 £ KA (EO0S<2% ,n =126) ;EOS  ZRAVAFEHL 40 1 WA (n=21) . I FH (n =21) ,9E EOS 14
LRAAREHAT M MWLH(n=63) VIFH(n=63), [ MWL T4 S/ R WA, T IV kg
TR GCIRIT . A ABERT JBYT 5 d S5 &Rk EOS 314 . LS4 54w [ 8 & 36 %X (Pa0,/Fi0, ) (Bhfiki — 41k
fe sy He (PaCO, ) | A8 BH SRt B s PP Al i 22 ( CAT) P4y R AR B il . &55R  VRy7 5 d e, 1A T R4 # ik
1. EOS T8I F ABERs, B 11 WAL ik . EOS 380K F 1 WAL (¢/P =2.641/0.012) , I, IV 3 2H i ik 1f. EOS 4% Lt
RERTGIT¥E X (P>0.05) ;3697 5 dJ5, T W4 PaO,/Fi0, & T 1 W4, PaCO, .CAT PE4-K T 1 W4 (¢/P =
4.331/ <0.001,3.351/0.002,2. 884/0.006) , i ML ¥ 41 . IV \lF.24H PaO,/Fi0, ,PaCO, .CAT iF-4> 2% F TS H = & L (P >
0.05) ;3897 5 d J5, 1 W4 Pa0,/Fi0, & T M 4H, PaCO, . CAT T4k T M 41 (¢/P = 8. 856/ < 0. 001,6. 588/ <
0.001,1.964/0.049) , 11 W 4l Pa0,/Fi0, & F VW41 ,PaCO, .CAT FEAMEF IV W4 (+/P = 12. 456/ <0.001,10. 350/ <
0.001,5.356/ <0.001) ; I WA A REmf ] T 1 W4 (¢/P =2.718/0.010), I WA A Bemf a4 T M W40 (/P =
4.394/0.010) , T S 20 A BBt i) 45 F IV W41 (1/P =6.700/ <0.001) , 51 FOS 3£ %% AECOPD H#,6C £ 5%
2RI T A M A A AR SR B SR Tl EOS BAZ2 38R AECOPD 3%, 5 (b AJT LI GC & B 45 2
WP SO, S5 AI T AT AR GC 2 B 452,

[SE8EIR] 12 R ZE s St 0 10 5 W 1 1 o T L 2 26 5 A b 23 4/ A S 0 5 W B TR 3 5 T &
B 5 Mg TR A 200 M 1l 5T

[FES%EE] R563.9 [ scEktRIRFD] A

Short term efficacy difference of budesonide/formoterol in treatment of EOS hypertrophic phenotype and non-EOS
hypertrophic phenotype AECOPD  Ailizhati Aizezi, Zhou Haixia, Luo Qian, Zhang Jie, Li Zhengzheng. Department of
Respiratory, Xinjiang Military Region General Hospital of the People s Liberation Army of China, Xinjiang, Urumgi
830001, China
Funding program ; Natural Science Foundation of Xinjiang Uygur Autonomous Region (2020D01C407)
Corresponding author; Ailizhati Aizezi, E-mail. ai29005600@ 163. com

[ Abstract] Objective To observe the short term efficacy of budesonide/formoterol and glucocorticoid (GC) in the
treatment of eosinophilic (EOS) hyperplasia and non-EOS hyperplasia acute exacerbation of chronic obstructive pulmonary
disease (AECOPD). Methods The clinical data of 168 patients with AECOPD treated and treated by the respiratory Depart-
ment of the General Hospital of Xinjiang Military Region of the Chinese People's Liberation Army from June 2020 to June
2023 were analyzed. According to the EOS ratio, they were divided into the EOS increased phenotype group (EOS > 2%,
n =42) and the non-EOS increased phenotype group (EOS<2%, n =126). The EOS proliferation phenogroup was randomly
divided into subgroup I (» =21) and subgroup Il (#n =21), and the non-EOS proliferation phenogroup was randomly divided
into subgroup Il (n =63) and subgroup IV (n =63). Subgroups I and Il were given budesonide/formoterol inhalation thera-
py, and subgroups II and IV were given oral or intravenous glucocorticoid (GC) therapy. Venous blood EOS count, blood

gas analysis index [ PaO,/FiO,, arterial partial pressure of carbon dioxide (PaCO, )], Chronic obstructive pulmonary disease
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Evaluation Test Scale (CAT) score and length of stay were compared at admission and 5 days after treatment. Results  Af-
ter 5 days of treatment, the EOS count in venous blood of subgroup I and subgroup II was lower than that at admission,
and the EOS count in venous blood of subgroup II was lower than that in subgroup I (#/P=2.641/0.012). After 5 days of
treatment, the PaO,/FiO, of subgroup Il was higher than that of subgroup I, and the PaCO, and CAT scores were lower
than those of subgroup I (#/P=4.331/<0.001, 3.351/0.002, 2.884/0.006). There was no significant difference in PaO,/FiO,,
PaCO, and CAT scores between subgroup Il and subgroup IV (P>005). After 5 days of treatment, the PaO,/FiO, combi-
nation in subgroup I was higher than that in subgroup IIl (/P =8.856/ <0.001, 6.588/ <0.001,1.964/0.049 ), the PaCO, and
CAT scores were lower than those in subgroup Ill, the PaO,/FiO, scores in subgroup II were higher than those in sub-
group IV, and the PaCO, and CAT scores were lower than those in subgroup IV (#/P =12.456/ < 0.001, 10.350/ < 0.001,
5356/ <0.001); The length of hospitalization in subgroup II was shorter than that in subgroup I (#/P=2.718/0010). The length
of stay in subgroup I was shorter than that in subgroup Il (/P =4394/0010), and the length of stay in subgroup Il was shor-
ter than that in subgroup IV (/P =6.700/ <0.001).Conclusion

term efficacy of GC systemic administration is better than budesonide/formoterol aerosol inhalation, while in non-EOS in-

In patients with EOS increased phenotype AECOPD, the short-

creased phenotype AECOPD patients, the short term efficacy of aerosol inhalation therapy is similar to GC systemic adminis-
tration, and aerosol inhalation therapy can replace GC systemic administration.
[ Key words] Acute exacerbation of chronic obstructive pulmonary disease; Fosinophilic granulocyte phenotype;

Budesonide/Formoterol; Glucocorticoid; Atomizing inhalation; Systemic application; Therapeutic effect; Eosinophils; Blood
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gas analysis

15 P BH Z€ 4 fili 5975 ( chronic obstructive pulmonary
disease , COPD ) &MWL R WL 22 & B9 , A% Bk
R AR RS, HATC B 2R = RIE
B AR . Atk COPD M IishfEEAL
(15 e R 22, B 25 88 i COPD 36 28 2% il S 7 57 2
Ktk , %t COPD £ hn s 9] (AECOPD) 3% 7 DL & 3
HRIRIT BARJC B, COPD Fa e W i B A e §2
4 B RN, 1] AECOPD F8 35 4 B 58 1 S v 7K
BEPED S B UE (glucocorticoids, GC) & —
A RIPLR 2Y, I RAE T R Y AECOPD #83% 5% H]
GCIRYT , I/ AT B it [B], s it D ek &2 . HLAF S
A AECOPD f 25 4 BV GC i1 Je 10197 e
THAB 2542, {H A/ AECOPD B35 4 Bk )
FH GC BV AERRAR , I R H 2R FH 25 16 W A A7 b 25 18/ 48
B WERR MR 4N i (EOS ) H4 22 L W B R L &
PERR A, BFS R H 4y AECOPD B 4% 5 598
KAME L FETE EOS 3 2 Bl4% , AECOPD & /E 5 EOS
PR PR YIRS . HETHFFEIA R EOS #50E
RVER N AT RESE COPD —FhFAY | b AU JRy ol 4=
S0 GC [ Bt (HCT EOS % 23R AFIHE EOS
822 AECOPD Jayffal 4 B W ] GC A iyl 2 =
IIREEA ST . T Ib, AR R T, BAE N
MEIRIT IS HE IR
1 BZRERHE
1.1 ImER&ER #£H2020 426 H—2023 4£6 HHHE
N IR T 4250 38 4 I B e R i N B2 3R AECOPD
B 168 ], # 45 EOS [l 43 oy EOS 1y £ KA 4H

(EOS >2% ,n=42) AF EOS 1 £ £ A4 (E0S<2% ,
n=126) EOS L RAHREHL N T WA (n=21) .
14 (n=21) 3 EOS $% Z2 R A2 L34 1721
(n=63) V4L (n=63), 4 W4 HBHPERN AFH
W AR COPD 2 5 JFAE s 16 72 B S A Bt B 485 48
£ (Pa0,/Fi0,) Bl ik i — % Ak ik 53 1k (PaCO, ) 18
RH ZE M Mt s DAL I i 38 ( CAT) 143 22 R E 412
BEX(P>0.05); I W4l I WLHF ki EOS i1-4= T
MWH NVEFH(P<0.01), 031, AT L5548
5 BE (e 2 D1 23 #E (202004-009 ) , 5225 5% K & A
Eb=gi sl i

1.2 eflEsetadE (1) AR HE: OFFF & COPD
LWARE s @D 2t = T A B, 454 AECOPD 2
WikRiE " L (2) HEBRFRME . DA I 55 EOS IMLAE | 32X
e | SO & AN E EOS $8 B Y oAl e s @
G I A BB GBI S DI RE N SR HAD
REP s QG I Mike ZE i R SRk S R
s WABERT 1A WK GCIRYT s OABES d N9
5 & FR ML SR YT o

1.3 Rk BEHS T RET RN —2RE
B (P RRIE DL A PR R ) 0.3 o/ IR ER KK T, BR
1 VR 5 #8700 — R TR S VR 2R T SR (L b B A o
25 A BRZ ] ) 30 mg/ YRR IKIE I, R 2 W B g
(EREE PR 249 1097 . TERLEERE b, T M4
25T AT RS/ R SRR S (AstraZeneca AB) I AJRYT,
1/ BR2 WRGERS d LR TV &5 AR
KRR i (KRR A 25 A7 FRA 7] )20 ~60 mg/d, H. 8
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R 1 4 WL AECOPD B I R BERLEL

Tab.1 Comparison of clinical data of 4 subgroups of AECOPD patients
W H I W4 (n=21) MW (n=21) M4 (n=63) V4 (n=63) F/A i P1E
FESI (% ) ] 5 11(52.38) 12(57.14) 36(57.14) 35(55.56) 0.161  0.984
4 10(47.62) 9(42.86) 27(42.86) 28(44.44)
Fil(x£s5,%) 68.51 £9.47 69.08 +10.26 69.44 +9.82 68.93 £10.55 0.053 0.984
AR [ (% ) ] 14(66.67) 13(61.90) 41(65.08) 39(61.90) 0.249 0.969
COPD JH#e (x +5,4F) 19.06 £3.82 18.75 £3.76 19.28 £4.05 18.81 £3.94 0.184 0.907
BIHREL (%) ] R LE 4(19.05) 3(14.29) 11(17.46) 12(19.05) 0.271 0.966
IR G 2(9.52) 1(4.76) 5(7.94) 6(9.52) 0.520 0.915
TRIETEEE (% ) ] 4% 11(52.38) 12(57.14) 34(53.97) 33(52.38) 0.160 0.984
% 10(47.62) 9(42.86) 29(46.03) 30(47.62)
EOS 3144 (x 5,1/ ul) 274.59 +£46.38 271.64 +£45.73 165.97 +58.76 171.55 +£56.61 37.803 <0.001
Pa0,/Fi0, (x +s,mmHg) 269.53 +15.84 272.39 +£16.41 270.55 £16. 19 271.56 +16.48 0.149 0.930
PaCO, (x +s,mmHg) 66.29 £4.95 66.57 £5.28 65.97 +£5.68 66.39 £5.71 0.090 0.965
CAT 343 (x £5,43) 26.28 £6.43 26.85 £6.71 25.93 +£6.82 26.49 £6.51 0.130 0.942

AF Al , s FE K e e B% F R B (O s 1 25 48 PR+
40 ~80 mg FHbKIRE, AR 1 R EH S d P

1.4 SEHRIRS ik

1.4.1  #kii EOS THEKI . T ABEH /97 S d )5
THECR ANEFKIN 2 ml T EDTA HUsgss, LSS
K5 F) Cell DYN-3500 1fiy 417 A 3 B 4 SCRS: I i ok 1. EOS
T

1.4.2 S5 Hrdaba kil : ABeit 3697 5 d JE i
FEEHNEFRIK I 2 ml SR FH A [ FE B iS55 A4S0
M4 b (Pa0,/Fi0, (PaCo, ) .

1.4.3  CAT A PEE™  ABEH JAYF S d J5, W%
P M) NZWK K55S SRR ) AR IC: A O
77 R 5 B 55 5 AT VEAR , CAT 43 0 ~ 40 43, 15
Sy, AN B 2

1.4.4  (EBERTIA] G0 B ABE 2 H BERA]

L5 GEitedrik SR SPSS 22. 0 BAFGE 14 ik
o THECZ R U R (% ) FoR, LR X K
B A IES TR ROR L & 25 Fon, 241K
RH F RS, I AR ¢ K556, P <0.05 25

CEMES &
2 5 R

2.1 4 WHEAE AR G597 S d )5 EOS i1
BITS dJm, T4 I W4l bk i EOS HEUIRT ARE
At EL T ZH bkt EOS 1H8UIRT T W4H (P <0.01)
ABERE 3697 5 d g 4l S IV W21 # ik i EOS 1%k
2R TG FE L (P >0.05) , K2,

2.2 4 WHBHE ABER G975 d 5 I e bR L
BOVRITFS dJE .4 W4 Pa0,/Fi0, & T ABziT, PaCo,
EF ABERF (P <0.01) ;3897 5 d J5, 11 W41 PaO,/
FiO, & T 1 W4H,PaCO, T 1 W4H (P <0.01) ;3857

5 d 5, W41 IVIE4] Pa0,/Fi0, \PaCO, 25 L5 11¢
B (P>0.05) 3497 5 d 5, IW 4 Pa0,/Fi0, & TN
40, PaCO, I F I 41 (t/P =8.856/ <0.001,6. 588/ <
0.001) ,INE4H PaO,/FiO, 15 TIVIEZ, PaCO, X TIVIE
4 (1/P =12.456/ <0.001,10.350/ <0.001) , I3 3,

F2 44 AECOPD ¥ ABERT V897 5 d J5# ki EOS it

BEHE (xxs,/pl)
Tab.2 Comparison of EOS counts in venous blood of AECOPD
patients in 4 subgroups at admission and after 5 days

of treatment

A0 %% ABEHT WwWIrsdiE o PIE
I W 21 274.59 +46.38 219.82 +39.65 4.113 <0.001
11 W40 21 271.64 £45.73 186.51 £42.06 6.279 <0.001
M7 4 63  165.97 £58.76 159.63 £60.51 0.597  0.552
Vil 63 171.55£56.61 155.72+59.76 1.526  0.130
/P15 WAL 0.208/0.837  2.641/0.012
/P M5VWAKM 0.543/0.588  0.365/0.716

2.3 4 WAHEH ABEN JGY7 5 d 5 CAT P45 L
BT 5 d J5,4 A4l CAT FEA K F A BB (P <
0.01), T WAHMT [ W (P <0.05), M40 . IV I 21
A2 S TG L (P >0.05) 3697 S d J5, 1 W
2 CAT PFAME F MW 4, 1T W24 CAT ¥F4 KT IV i
21 (t/P=1.964/0.049,5.356/ <0.001) , L3 4.

2.4 A WHBFERCHTE LA AERERT ] I WA N
(8.47 +1.86)d, % T I W4y (10.06 +1.93)d,2 i
HILBERAGIFE L (/P =2.718/0.010) ; 1 .
ZH(12.75£2.57)d VIE41 (13.25 £3.08) d b4 %
SB35 L (1/P =0.989/0.324) 5 T W 4143 Bt
() F MSZ 4, IS0 20 A Be b [a] 2 T IV W41 (/P =
4.394/0.010,6.700/ <0.001) .
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R34 WA AECOPD [BH ABEH! Y7 5 d R Hrdabr AL (x £, mmHg)

Tab.3 Comparison of blood gas analysis indicators between 4 subgroups of AEKCOPD patients at admission and after 5 days of treatment

45 s} ] Pa0,/Fi0, /P {8 PaCo0, /P 1H
I W4 ABERt 269.53 £15.84 12.850/ <0. 001 66.29 +4.95 12.319/ <0. 001
(n=21) WBIF S dJE 349.82 +23.85 49.08 +4.06
| I A B 272.39 £16.41 15.402/ <0.001 66.57 +5.28 14.275/ <0.001
(n=21) WIFSdJE 385.61 +£29.42 44.53 +4.71
|| 1A% NS 270.55 +16.19 5.466/ <0.001 65.97 £5.68 9.869/ <0.001
(n=63) B S5 d G 291.97 +26.56 56.74 +4.78
\RIAZ ABEit 271.56 +16.48 5.325/ <0.001 66.39 +5.71 9.617/ <0.001
(n=63) WBIT 5 dJE 293.41 +28.09 57.25 £4.93

t/PAHE T 5 120 A Bt 0.575/0.569 0.177/0.860

v/PHETSTWHRTS d)E 4.331/<0.001 3.351/0.002

¢/ PAE IS IV IE2H A Bt 0.347/0.729 0.414/0. 680

/PSRRI S d 5 0.296/0.768 0.590/0. 557

&4 4 W4 AECOPD HH AR JAYF 5 d J5 CAT #F455 LL#E
(x +s,%7)
Tab.4 Comparison of CAT scores among 4 subgroups of AECOPD

patients at admission and after 5 days of treatment

i 1] 15155 NG WiIYSsSdiE off PfE
[ W4l 21 26.28 £6.43  15.49+4.97 6.084 <0.001
1 W40 21 26.85+6.71 11.25+4.55 8.818 <0.001
I 26 63 25.93£6.82  17.89 +4.81* 7.647 <0.001
\ & 63 26.49 £6.51  18.53 £5.64" 7.335 <0.001
/PETSTTHE  0.281/0.780  2.884/0.006
/PEMSIVILE  0.471/0.638  0.685/0.494

S TARIT S d A g P <0.05; 5 T WARYT S d Rk
i%,"P<0.05,

3 3 i

AECOPD g% /™ 5 H ik e, 7™ 51 35 7] i SE T i
Ty, JE COPD FE ARG MEBENE . Wi,
FX; AECOPD i35, S POk U Z0R 7 + Bids
it , XoF el R A TS O H

FEBLRE B R TR AT B, 2R 7, A
R A R AR R 2 R, (H COPD IR YT
B, AN B P B, 2 A Bshn o e R
AECOPD &R ekt GC X ZFhiA 5 W+ (FqE 4
FRIS AL AP F25) KA (EOS | Hhk 4t i AT
KR B W20 A bk L 20 55 ) 2 5 0 98 S i B A
JZ A EIAE T, PUR RN 58 K, & AECOPD % 5 ik
YRR TR E BN . B GC B2l 5]
EE BT 5 I BRI 45 22 RO K. BIFSE AR
B, GC Z AL AT VE R T A0 R 1 e 40 e 32 14
IR SOE RYE SN o A s 82 BAT 5 A% GC s MY
BUARVE Bz 2 [ BE25 ) , A =B RV SN, 22 S
AERAE JURIE R RN M X I g i I A M A b s
P00 AT A5 5 s ) SR A BT R AR o A5 R A A

HZS 18/ 4R e B AL A S GC & B 4524 W T
AECOPD BH I IRIAYT o

AECOPD A B 8 5 Bk, A [] 6 28U £8 5 X GC 3R
7S ANIF], EOS 3 £ R RN GC Pk ™
I, 5] AECOPD R, 18 S/ RILIR YT, vl ikt e GC
W o ASHIFSE 38 3 0 A 1 EOS %075 4k , 34 iy A ]
EOS & AECOPD & N FIA A& GCIRYT IITAK
5% SEREMFFEIRE —5" . AECOPD H 29 1% ™
i, ZXELLEA TR BEAG A, P I, AR5 SR FH sl ik i
SRV R IPAL I hBE . PaO,/FiO, Bk il PaO, Al
il ST 6E , PaCO, PFAk il i@ < D g, (H PaO, 32 4
WREESZ |17 PaO,/FiO, W 2 308 ] 7 AN ] iz 4ok B2 T
AAAIRE, B, ABFFER F PaO,/FiO, 1 R PFAl fifid
SUIRERIFE PR CAT S22 32 FH T COPD L5 PFAh 1) &
A B FIRIT O il BT ROTAN o A BE R R PF
Wr B IR B S AR o AT WoR , 7E
SRJE I EOS 1%k . PaO,/Fi0, . ik Il PaCO, , CAT f
43 AEBERT B S5 5 T, A0 b s 15/ 4 SR B 55 AR A K
GC 4= B 2525%F EOS ¥ 2 3£ AECOPD 83 1)y7 343y
T TFHE EOS Bh 2R $L7R EOS 14 Z R AN R ol 4>
I GC S At 5 semkafas —8 " .

ST R, 6T EOS $# Z2 R A AECOPD /3,
GC 4= B 45 2576 40 & 1. EOS 3% Pa0,/FiO, | 3 ik 1fi.
PaCO, \CAT P43 B it 1] 45 J7 11 () RICR 408 T A7 1
W/ AR Z W A, R EOS ¥ £ R M
AECOPDE# GC & B o 250 Y7 s A . 3B [
HHEST GC = B 252, A A i/, Bl T
Zoad IR 1 3 3400, 55 AR A GC 4 B P M A1
2 Fhigte GC I BICAERGI B X R HAD ST H 12
PRVTIG IR 5 FH 9 25 AL A YT 2 RE B B A GC & F 45
25, L 2 i 22 5. AW & I, EOS 1
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Z R AECOPD F8 35 171 Hb 28 1/ R 505 4 55 AL A )
GC 4= B 2520, By nl A7 s BE AR AN A i EOS 1%k, k%
Pa0,/Fi0, Skl PaCO, .CAT ¥E4> 24545, #2772 Fh
TR TR, SRS 7 7 AT I D TR B AT
SEFHF EOS #e £ 327 AECOPD (3%, i 4l A
BT RAE T, T T 4Edy B2 SZ AR i U, fin sk
SRR ) S SEY AR, B B A P IR AT R AR A E
1. EOS 1%k .

XFFAE EOS 3% £ 3 A AECOPD (3%, A5 &
I, A0 M AT/ 4R SR B S5 A e GC 2 B 25 2597 3%
AH2Y, F Bk EOS ¥ £ 3R/ AECOPD 8 3 i M 25 15/
SRS AW AITFIE AT B GC 2 52525, AR5
2 LR AR ™ E AR 1 CRER T HLGE ) , 51k
W A7 S it wE B C, HALARGE 3R T AT ISR Ar
P HEBRABE 5 d PSR HPLIGE SR T I,
AL CAT PE433ME <30 43, XHEFEAR AR AT 52 A
BB

25 B A J0,EOS 14 2 AECOPD 3% ,GC &5
98 T L T AT AR/ AR SR B S5 AR R 1T
Ik EOS # &/ AECOPD 3%, 4L AJ7 81 GC
& BGPTSR, 55 AL AT TR GC &
B2y, AR R ZATET  FEARRE/N, A AR
CAT VA BIR RS AR UETEA T 4 0 #r, R SRR 55
A AT IR AE A RS RS B B FHRCR o
F 28 52 A VR 7S B IO 25 R
1EE Tk AR

E AR - LB R, ST I I R 1 SR
B SO B i SR TS R, G s B i R A
4 g ORI TR, it
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IfiL 7% LncRNA-MALATI | Ang-2 15 5 it 201 1B R R A 3
It S s £ i A OGP 50

LRI, R, RAF, F R B AL

FEETH (LI BRI H (H2020241)
YEE AL : 215200 LLFRIRN , 50 PH A2 BT 95 M i 585 LN IR 5 Bt s 1 2 )
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[# ZE] BHH HEiHERAEIESG D RNA-TRE AR 5, 54 1 (LncRNA-MALATL) | 1f %8 4= i 2 -2 ( Ang-
2) SEAE SRR R (SAP) BE I R 2tk B A0 (AGL) IAHEHE . AiE  #EH 2021 4F 1 —2023 45 1 A MK
IR M T 55 U B 5 e A = A R A R RE 2V R 56 (AP) BB 78 N6 RE AP 40 R EE AP 835 78 fiil
HEE AP 41 SAP 3 145 52 SAP 4 MR ¥R 2451 & AGLHE SAP H 343k AGI WE4H 83 fil Rl AGL F2H 62 f, R
SERTFEGE i PCR K5I M LncRNA-MALAT1 7KF- | BRI o058 W B A I 1L 37 Ang-2 7KF s Z2 & Logistic [0 94347
SAP B35 Ik AGL M2 R 2 5 23 TAEFRHE (ROC) fZRTEA1 i LncRNA-MALATI1  Ang-2 7K F-Xf SAP 35 &
AGL M M, &R BAE AP 4. & AP 4, SAP 4 Ifil 75 LncRNA-MALATI | Ang-2 K SFAK IR T+ (F/P =
659.197/ <0.001 .682. 682/ <0.001) ;145 5] SAP f3# AGI K%K 57.24% (83/145) ,AGI W4 SAP BE L2 E 1)
RERRARLE AR (MODS) L fil | 2t Az BEAN A8 M (g B P74 T (APACHE 1T ) 343 \ICU 45+ 83 i) 8] B I % D-ZFLF& . LncRNA-
MALATI  Ang-2 7K & T4k AGL F 41 (y*/1/P =19. 273/ <0. 001 5. 052/ < 0. 001 5. 308/ < 0. 001 .4. 085/ < 0. 001 ,
6.864/ <0.001.6.824/ <0.001) ; Z[H % Logistic [IH%% 7%, MODS , APACHE I ¥4 &5 . D-ZL#2 &5 . LncRNA-MALATI1
B Ang-2 B4 SAP HBEIE & AGL Bsl~7 fER I Z [ OR(95% CI) =4.496(1.335 ~15.138) .1.331(1.142 ~1.551) .
1.070(1.020 ~1.123) 1.101(1.055 ~1.148) .1.571(1.239 ~1.994) ] ; IfiL 3% LncRNA-MALATI . Ang-2 7K % — B¢
AT SAP 53 31 % AGI [ AUC 433114 0.790.0.785 0. 895, —H B A1 AUC K F 1% LncRNA-MALATL  Ang-2 7K
SEBUBTRIN ( Z/P =3.143/0.002 3. 650/ <0.001) , £ [ LncRNA-MALAT1  Ang-2 /K F-F+ &5 5 SAP %3t %
AGL S 4G, 175 LncRNA-MALATL BG4 Ang-2 7KSF-H0M SAP B3 31 & AGI I ER =

[Z#iA] FAELPEPARR KA IS RNA-BT IR FE R A B SRR 15 08 A R -2 2k B i s

[FESHES] R576 [ sTHk#RIRAZ] A

Correlation between serum LncRNA-MALATI1, Ang-2 and concurrent acute gastrointestinal injury in patients with
severe acute pancreatitis Ma Jigu, Zou Han, Yan Qian, Li Yuzhuo, Pu Qinhua. Department of Intensive Care Medicine,
Suzhou Ninth Peoples Hospital Affiliated to Suzhou University, Jiangsu Province, Suzhou 215200, China
Funding program; Jiangsu Medical Research Project ( H2020241)
Corresponding author: Pu Qinhua, E-mail: puginhua@ 163. com

[ Abstract] Objective To investigate the correlation between serum long non-coding RNA-metastasis-associated
lung adenocarcinoma transcript 1 (LncRNA-MALATT!), angiopoietin-2 (Ang-2) and acute gastrointestinal injuries (AGI) in
patients with severe acute pancreatitis (SAP) with complications. Methods Seventy-eight patients with mild AP admitted to
the Department of Intensive Care Medicine of the Suzhou Ninth People's Hospital Affiliated to Suzhou University were se-
lected as the mild AP group, 78 patients with moderate SAP were selected as the moderate SAP group, and 145 patients
with SAP were selected as the SAP group, and the patients with SAP were divided into the AGI subgroup of 83 and the
non-AGI subgroup of 62 based on the presence or absence of concomitant AGI. Real-time fluorescence quantitative PCR
was used to detect serum LncRNA-MALATI levels, and enzyme-linked immunosorbent assay was used to detect serum
Ang-2 levels; multifactorial Logistic regression was used to analyze the influencing factors of SAP patients with concurrent
AGL; and receiver operating characteristic (ROC) curves were used to evaluate the predictive value of serum LncRNA-MAL-

AT1 and Ang-2 levels on SAP patients' predictive value of concurrent AGL. Results  Serum LncRNA-MALATI and Ang-
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2 levels were sequentially increased in the mild AP, moderate SAP, and SAP groups (F/P =659.197/ <0.001, 682.682/ <0.001);
The complication rate of AGI in 145 SAP patients was 57.24% (83/145), and the proportion of multiple organ dysfunction
syndrome (MODS), acute physiology and chronic health evaluation Il (APACHEII ) scores, duration of ICU stay, and serum
D-lactate, IncRNA-MALATI, and Ang-2 levels were higher in the SAP patients in the AGI subgroup than in the non-AGI
subgroup (xX’/#/P=19273/ <0001, 5.052/ < 0.001, 5.308/ < 0.001, 4.085/ < 0.001, 6.864/ < 0.001, 6.824/ < 0.001); The results of
multifactorial Logistic regression showed that high MODS, high APACHE II score, high D-lactate, high LncRNA-MALATI,
and high Ang-2 were the independent risk factors for the complication of AGI in patients with SAP[ OR (95% CI) = 4.496
(1335 -15.138), 1331 (1.142 - 1.551), 1.070 (1.020 — 1.123), 1.101 (1.055 —1.148), 1.571 (1239 — 1.994)]; the AUCs of serum Ln-
cRNA-MALATI] and Ang-2 levels and the combination of the two for predicting concurrent AGI in SAP patients were
0.790, 0.785, and 0.895, respectively, and the AUCs of the combination of the two were greater than the AUCs predicted by
serum LncRNA-MALATI and Ang-2 levels alone (Z/P =3.143/0.002, 3.650/ <0.001). Conclusion Elevated serum LncRNA -
MALATI1 and Ang-2 levels were independently associated with concurrent AGI in SAP patients, and serum LncRNA-MAL-

ATI combined with Ang-2 levels were of high value in predicting concurrent AGI in SAP patients.

[ Key words)]

script 1;Angiopoietin-2;Acute gastrointestinal injury

S PEENE 2% (acute pancreatitis, AP) J&—Fp fy T figs
JER P 240 B RN R 5 | 1 2 IR, A A DG By 4 i
PRI IESE (B ESE AP (severe AP, SAP) /54K /"™ 1 &,
o EE A A 2k S 803 (acute gastrointes-
tinal injury, AGI) J2 HAE AP 1Y WIT &8, 2 T2
HAET- BN . AP R, KAEJE 4D RNA
(long non-coding RNA , LncRNA ) 5 4 4 sz W A0 Ifil 45 18
BEVERGINA OC  7E SAP I AGH h /& 4% 2 5C B A
FHUO I BSER TE AS MH 5 T SR AR 1 (metastasis-associat-
ed lung adenocarcinoma transcript 1, MALAT1 ) J&—F &
FEARSFIY LneRNA , 9230358 LncRNA-MALATI 78 AP
HAhEIL T R B (angiopoietin,, Ang) -2
se— MM E K T, RS E RN BRI S 5 R 1k
JS S RS fn A A . BESEARE, M Ang-2 7K
PTG AP R I USSR, o6
F 1% LncRNA-MALAT1 (Ang-2 5 SAP 3% 1 % AGI
(Y RE S i DA, AR PR AT B9, AR AR
SAP B % AGT AR SR HE ST ZARYE B an T o
1 #EREFE
L1 mRTERE #EH2021 4F 1 H—2023 4 1 H 75 M
A7 B I 7 T B LN RSB Bt B B 2= R 1Y SAP
B 145 B SAP 41,55 86 ] .4 59 1] 4 36 ~ 84
(59.15 £8.93) % ; AP Ji [H . A5 PR 12 3], g YT 41
1], REEE 56 451, 4 A 11 451], At 25 f51] o8 B W]
BEBEIn R FRAE AP B T8 20 AP 4 R AP
BAE T8 B R EE AP 4, B2 AE AP A5 46 i £ 32
{91l A% 32 ~80(59. 08 £8.72) % ; AP Ji [ . 5 K5 £ 6
i, R 21 5], IRYR 14 33 ], 48 k1 6 i, FoAth 12
il s AP 215 48 3] £z 30 f5i]; 4F 1% 25 ~82(59.21 +

Severe acute pancreatitis; Long non-coding RNA-metastasis-associated lung adenocarcinoma tran-

8.87) % s AP S [H JE RS 1 7 ], G VM 24 5], IR Y5
32 5 Rk 5 B, oAl 10 B, 3 ARSI AR VAP R
lie2: g it 2= L (P >0.05) , B A A Lk,
AW BE BEAe P2 1 S L ME (KT202109003) , /35
SR JE A R B B IS R 15

1.2 ifliksitndE (1) PAWE: OF#R =18 %
QAP £54 (b [ 2 bk B IR %12 6 45 R (2021) ) 1 is
Wiks e ; PR &A= AP; @I R R 25 (2) HEBR
bt : O A 3h it BEs 6T ; @28 H R R
TH A7 55 B B s s OB MERAR R AR SR
AR A AR ; D iR s XS s B © A
B G e s s 8 S e B 35 s D2 pg MR gL
@YU B W ZL I A 2 s @ AP i 7™ F0 I T REB
A0 1M Y 2R Ge35 36 B0 W B2 2 HUBER T o

1.3 I ER 5k

1.3.1 [fi.j% LncRNA-MALATI 7K SEAG I . F 5 5 A B¢
ISR AR 23 I Ik I 3 ml, 5500 B B 2 MG 5 - 80°C
UKAEARAT RO, R FH S 3¢ % s it PCR A 0 1fn. 375
LncRNA-MALATL 7K, fdf 1 b 7 3538 A= W) RH AT R
INEHY QIAzol Lysis Reagent i3] (555 : 79306 ) 2 B
T3 I3RS RNA, NanoDrop 8000 #8 fif & 48 #h 43 ) ot
JETE(FEBR IR BHE A F)) %52 RNA W& 2l
W Ie AR A AL B (b)) A BRA Hl 9 InReute
LncRNA ¢DNA 45— 85 & it #] (18 5 . KR202-02) %%
SEA R cDNA, #2182 x SYBR Green qPCR {5 ( #7%
5  A R A BRZA ], 585 : CSB-DKT030) 1t B 45 3F
752 mf 5% O 2 & PCR, 5| 4 /¥ 51 W1 '~ , LncRNA-
MALATI : | 35| %) 5'-GAGCATAACCTGAACAAGAT-
GTC-3', F 5|4 5'-TAACCATATCCTCATCAAAGCC-
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3'; W% GAPDH: I it 5| % 5'-CCGCCATTAAGGT-
GTCTAGTC-3', F ¥ 8] # 5'-CCGCCATTAAGGT-
GTCTAGTC-3', JZ WK % :2 x SYBR Green qPCR Mix
10 wl.50 x ROX Reference Dye 0.4 wl. 1E 2 0] 5] ¥4
0.4 pl.cDNA 0.5 pl . ddH,0 #MEF] 20 wl; 52 M T
95°C 5 min 1 ¥%,95°C 10 s.60°C 30 s.60°C 30 s, &t
40 ko DL 272" 3 IR LncRNA-MALATI #f %} 2
ki,

1.3.2  [fiE Ang-2 KRG « 1A i 35 >R FH il 6 G g
W BRI A I LT Ang-2 7K P, 300 T HE R A
BHE A BRA A (5845 . XK-E2202)

1.3.3  AGLi2Wi Kor 4 : 75 St A BRI P (R
i T (APACHE 1) "' A K (BRI T BE 2 2 K T
P B A SCRIAL RS ) 2 21k AGL, AGT |
G- KA B W B Dy i B i 5 D R s v 1 XU 3 (
[ 3B I RETS 33245, s DR B A () s 1 ¥ B T E R ) 5
AGL T % E i D e A 4 (B M 18 T REAS BE Tl 12 HL
RN 7K FIE R 1 oK, H A R 5 ) 3] 4 S AE L) 5
AGL T2 : B Thie sl ( H i TRk, )R R I
RIT T IR A REYK &R B 1B Dy R st 2 B L)
AGL V4. 8 W T 8 5 vy H ™ 55 52 ) il ik 25 ) B
(AGL % 2 fa R A fw B B A Z 8 DI RE R 42 0
RFE) o MRIEEEIF & AGLYE SAP 35 73 AGL 4]
83 i FndE AGI P20 62 {4,

1.4 ZEitsJrik M SPSS 28. 0 Ak {Fifffr4eit =+
G3HTe THECROR LU E R (% ) o, 21 1] AR T
X° K IE A A BB DL & =5 FOR, AL H AR
KPR STREAS ¢ /56, Z 41 LR F A5 5 2 1
& Logistic [IH4347 SAP % Ik AGI [R50 K 2
22X TAERFAE (ROC) i ZPFAN 1L 7% LncRNA-
MALATI Ang-2 7K F- %t SAP B % 3 % AGI [ 7l
Ho P<0.05 JESAGIE L,

2 % R

2.1 3 4113% LncRNA-MALATI , Ang2 7K [b #5
Bl N TR, 480 AP 4 (PR AP 4] SAP 4] B I
7 LncRNA-MALATI | Ang2 /K FWK K T & (P <
0.01), W31,

2.2 2 41 SAP B E G IR/ BLARE th g 145 4l
SAP H# AGL K/ 57.24% (83/145) . AGL W 41
SAP & £ % B T fig I A% 25 & i (MODS) L ] |
APACHE Il 3¥ 43, ICU {5+ 8 W) ] J il 3% D-3L iR .
LncRNA-MALATI ,Ang-2 7K F 75 T-3F AGL W40 (P <
0.01), .32,

2.3 ZIHE Logistic [A]H434#7 SAP B 31 % AGI

AR DL SAP B R T Ik AGL S & (J2/
% =1/0), %2 P ERTH[MODS(A/J =1/0) .
APACHE Il 3 43, ICU {5 /& B ], D-3L fi£ . LncRNA-
MALATL Ang-2 (#2275 5 ¥ JF (S A ) 1o A8 £ 3F
12 & Logistic [l I3 4y #r. %5 2% & 78 : MODS,
APACHE TI 343 . D-3L B2 & . LncRNA-MALATI1 5
Ang-2 =2k SAP [ # IF & AGL Byl fE 6 & (P <
0.01),.33,

R 1 5E AP 40 P AP 41 SAP 41 1fi1 75 LncRNA-MALATI |
Ang2 JKFELLEE  (x+s)

Tab.1 Comparison of serum LncRNA-MALAT1 and Ang-2 levels
among mild AP group, moderate SAP group, and SAP
group patients

747 5%k LncRNA-MALATI Ang-2(pg/L)
TAE AP 41 78 0.73 £0.10 5.00 £1.87
FREE AP 41 78 1.02 £0.14 9.94 +2.38
SAP 4 145 1.27 £0.17 15.69 £3.56
F Y 659.197 682. 682
P1{H <0.001 <0.001

2.4 I35 LocRNA-MALATI , Ang-2 7K F-%f SAP %
Itk AGL T 22 107 LncRNA-MALATI |
Ang-2 JK - Foph 5 I A TN SAP FR 35 JF & AGI (1)
ROC ik, IR 4 T A (AUC) , 25 R o« G
LncRNA-MALATI ,Ang-2 7K ¢ — F BEA T SAP £
HIt K AGI (1) AUC 43511 0.790 0. 785 0. 895, — %
A1) AUC K T I LncRNA-MALATI | Ang-2 7K
PARRFN ( Z/P =3. 143/0. 002 3. 650/ <0.001) , L&
1. %4,

LncRNA-MALAT1
- Ang-2

— W

O;’ 1 | Il 1 I
0 02 04 06 08 L0

14 SR

B 1 1fil7 LncRNA-MALATI | Ang-2 7K -0 SAP i3 If &
AGI ) ROC Hijk
Fig.1 ROC curve for predicting AGI in SAP patients based on se-
rum LncRNA-MALAT1 and Ang-2 levels
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F2 AR AGLWEALS AGLEAL SAP [ i PR/ BAFAE LA
Tab.2 Comparison of clinical/pathological characteristics between Non-AGI subgroup and AGI subgroup SAP patients

o H 4k AGI W41 (n =62) AGI 41 (n =83) X/t 1l Py
PRI FI(% ) ] " 33(53.23) 53(63.86) 1.662 0.197
e 29(46.77) 30(36.14)

AR (2 x5, %) 57.95 +8.46 60.04 +9.22 1.395 0.165
RS % ) ] 19(30.65) 33(39.76) 1.282 0.258
W R [ (% ) ] 17(27.42) 30(36.14) 1.233 0.267
Fehhgs [ (% ) ] SR 8(12.90) 13(15.66) 0.218 0.640

Y PR 12(19.35) 19(22.89) 0.264 0.607

e I 22(35.48) 39(46.99) 1.927 0.165
AP G (% ) ] RGP 5(8.06) 7(8.43) 2.613 0.625

N 14(22.58) 27(32.53)

JIlER/X 26(41.94) 30(36.14)

FERE 4(6.45) 7(8.43)

HoAth 13(20.97) 12(14.46)
T B R AAAE [ 8] (% ) ] Ik 54(87.10) 78(93.98) 2.058 0.151

JE 60(96.77) 82(98.80) 0.066 0.798

i 355 62(100.00) 78(93.98) 2.271 0.132

JE RE A AT 37(59.68) 53(63.86) 0.263 0.608

HeS HEfE 12 1] 17(27.42) 24(28.92) 0.039 0.843
MODS[ 4] (% ) ] 19(30.65) 56(67.47) 19.273 <0.001
APACHE T ¥¥43 (% +5,43) 12.65 £4.67 17.19 +5.81 5.052 <0.001
ICU =83 ad(a] (x £5,d) 7.13 £2.79 10.39 4. 19 5.308 <0.001
MM (% + 5, x10°/L) 257.50 +72.85 237.44 +72.56 1.644 0.102
FIAAET 5 (% 25, x 10°/1) 12.25 +5.22 13.42 £5.60 1.281 0.202
ML (% +5,8/L) 145.48 +13.90 141.03 +14.08 1.890 0.061
CRMBEMH(Z s, mg/L) 110.25 +42.05 125.05 £52. 10 1.834 0.069
1M PR 2% (% + s, mmol/L) 6.44 £2.46 6.82 £2.75 0.861 0.391
M TEM (% +5,U/L) 901.34 +169.51 968. 84 +252.04 1.926 0.056
ML LEF (% + 5, wmol/L) 126.22 +41.27 130.91 +36.78 0.720 0.473
D-FLBA (% + 5, mg/L) 40.71 £10.77 50.58 +18. 14 4.085 <0.001
LncRNA-MALATI (& % 5) 1.17 £0.15 1.34+0.15 6.864 <0.001
Ang2(x s, pg/L) 13.66 £3.56 17.21 £2.72 6.824 <0.001

&R3  ZHE Logistic M5 SAP B I AGL 52N A R

Tab.3 Multivariate Logistic regression analysis of factors influencing AGI in SAP patients

ERg B1H SE {8 Wald {8 Pl OR {8 95% CI

MODS 1.503 0.619 13.125 <0.001 4.496 1.335~15.138
APACHE I1 ¥¥43 & 0.286 0.078 13.351 <0.001 1.331 1.142 ~ 1.551
ICU 4584 i & 0.015 0.008 3.351 0.067 1.015 0.999 ~ 1.031
D-AE 0.068 0.024 7.676 0.006 1.070 1.020 ~ 1.123
LncRNA-MALATI & 0.096 0.022 19.923 <0.001 1.101 1.055 ~ 1.148
Ang2 & 0.452 0.121 13.861 <0.001 1.571 1.239 ~ 1.994

F4 I LncRNA-MALATI (Ang-2 /KFEXF SAP 35 - & AGI i TN E
Tab.4 The predictive value of serum LncRNA-MALAT1 and Ang-2 levels for AGI in SAP patients

& 5 T AUC 95% CI Pg iR HEE SRR
LncRNA-MALATI 1.26 0.790 0.714 ~0.853 <0.001 0.578 0.871 0.449
Ang-2 15.47 pg/L 0.785 0.709 ~0.849 <0.001 0.928 0.532 0.460

THEBE 0.895 0.834 ~0.940 <0.001 0.880 0.823 0.703
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AGI J2 35 15 e (A T A B 5 | i 1Y B i o)
ReREAS , LANK: GRS TS 45 15 I T R 32 B IR
FEBL I i Jr s I e S (R A, AN RE S [ HL
fif L EAL DK AEIE R AE , 77 EE A 0] 51 A P T L 9
il ZE AL R MR SR 2 RS DI REAS 4, f& Je A e
2t SAP HF i T SR H  n E R R 4 1
SRS ] R W T B R 475 8 B B A1 4 1 i
A BT, T3 AGL kA, It — 2 Ak SAP 3
PG T NAE TR ARBFFE 57, 24% ) SAP i
FHIE L AGL, 5HE N EFH PWDEE" IRE M 62. 70%
FE, $En SAP B85 AGL &8, R o b
T SAP 35 I & AGL, XHg R s PR P TR B AGL &
A FGE AP R TS B R

LncRNA 2K Ji #i i 200 M7 IR H IG5 10 g
T AE 1Y RNA 3, Al o o 4 35k R e 3k 5 i 2%
SN B8 i 1 5 i R R A L PR T2 AR 2 5 SAP I
% AGI [ % % ™) . LncRNA-MALATI 543 F A e
iR 11q13. 1, AMUS 5 2R o # i 7E 2 Fh R 1
PR LR BN . EE RN TR S AP
KBBR8 LncRNA-MALATI BB 2> 4 1 40 i
DR 7 Feh MU AR i B 45 o 53—~/ VR AP A
BIRFSE H , LncRNA-MALATL | 98 G875 /N KU S W5 200
i ML (P B D) Ak, BET AR 30 AP [ & B,
XEERFFEHE R, LncRNA-MALATL 5 AP % A4 % B354
F% . Zhu 25" )58, LncRNA-MALATI 5 3635 RE R
PEN G b R A T Lai 451 4R 3#, LncRNA-
MALATI 7£ SAP /N GUB IR A 8 L 23 = R 3k, A
LncRNA-MALATI fg 9 5 Jif i F1 i 38 452405, 7B B W
B IRERS . R HED L7 LncRNA-MALATI 1] G
5 SAP iE I & AGL X, A4 R R, SAP |
H I3 LncRNA-MALATI /K5 T, J& 9 % AGT 7
SEfER R R, LB I 7S LncRNA-MALATL 7K T 5 2%
Hahn SAP BE Itk AGE XK . 43 BT JRLA, LncRNA-
MALAT1 B #0 [] % /I RNA ( micro RNA, miRNA )-194
F1 miR-181a-5p, i#i% yes ML A 1 ME LB R G H
1 BL/Toll F£5Z 14 4 {5538 I, /b 48 A o 2% 38 %
B W I8 1 451, JE 3G m SAP HR E Jf & AGL X
Bt R B, LneRNA-MALATL fE 5 CCAAT/# i
TEEEEA B AR AR S 40 M M 5 8 R
3 B, 3 S IR 1 I R0 e O T ) g 4
Nt , F5k SAP i AGT KU H fm 2

Ang-2 2 F2 B ML AE PN R 40 M A 1 — OB B
F1, 76 2R M SN AL 458 473 B R S Rl e 38, R it

55 I B AT e 3R AR U FE TN EGF AR 45 1) 48l 170 1%
Z B P B 2 (tyrosine kinase with immunoglobulin like
and EGF like domains 2, TIE2) {553 %, S BR TEIR
T A P A R R IR O T A R
WIS LR 2RI 53R R AP 8 rf, Ang-2 Tt
e T R W A T L IBSE-3 - Bt/ 2 1 G B 5 0 g
ek AP 2 AR SR, M Ang-2 KSR E N
O AP AR RO K AR e OB AL AR AR
Wy B FEARBESS P I Ang2 KEBEE AP R
S R B0 T T, ALY Ang-2 ZKF- 5 AP ™
HFEE A OC, 75 BRAE T Sl . W 18 B s i 45 7
SAP Jf- & AGT g #% 28 SC HE AYAE T, SAP f52E 2k 45
PEAAE SN RED | S 3 P 1 40 453 4 0 o 0 i 2 R
A 1L 5K A, P T | A g T R A%, I A R e g A
W5 o 5 R G B Y T R, R FE AGT 1 & AR K
J' BASERE h, Ang-2 JK P15 15 1L S s
SNk SR T 5 B D RE A G DR A o 7
Ang-2 A BE SAP E IR AGIAT K. AHFFEE R
7R, SAP [BE I K AGL Y X B MLVE Ang-2 7K
ThEsmisg . s3Hr s, Ang-1 55 Ang-2 RI 454 52
K TIE2, Ang-1 254 TIE2 J5 B3 i @ I 15t UL -39
fit/ £ 11 Bt B | 22 28 500 1 B 1RO S S0 L 5
T BRI 14 0 A S AT A L - AL ] 200 o
DA 1 240 ] T 5 R e 4 L R ] T S L 8 4
IBFIRGE MU AIAEHT; 1T Ang-2 JHRIfES Ang-1 554
PEZE & TIE2, ] Ang-1/TIE2 {553 #% 4] 1L 45 ) A2,
SEAE R (50 ML 300 25 P 3 50 0375 DA B A0 JHE 3% A B T
Z PGV BT, IR X fi 3 e B 483 40 , 1 T HG i SAP
BAEIFA AGLE™

ARFFESE R K B, MODS | APACHE 11 3734 Jin
N D-FLERTHE Y SAP B3, JF & AGT XK S . b
JRIA, A MODS 1) SAP F A B Z 8 E RS
PE, L 5 B AGT™ s APACHE 11 343 18 5 Y
SAP F85 i 175 B0 & H, T 5 5 |k B i 400 G
AGE UK 5 D-FU MR 2 o 3t T A 1 1R 7= 40, HOAK P
A PR T R A2 450 5 | R A TR RS A7, PRIt AGT RS
P, ROC 4 @R, 1L 3 LncRNA-MALAT1 X &
Ang-2 7K SAP 75 JF & AGT pyh £ T i #1, Ok
T LncRNA-MALATI  Ang-2 JK-F-Bph Fi .
1% LncRNA-MALATI Ang-2 /KA BT 10 SAP £
FIt & AGI, [6) B 46 0 If ¥ LncRNA-MALATI | Ang-2
TRV AT LR A Aff b A 7 i

2% F AR, SAP B 1l LncRNA-MALATI ,Ang-2
KT, S SAP 351 & AGL Bl fa s &, —
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N FE W AR e 43 A
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(# ZE] BHE FEHEEIREE R (DN) B35 1l R 5Tz 208 H-2 (LON-2) (/Mg R B 8 H-2 (TSP-2) /K P 5
B e M UE ARDCHE . ik $EHR 2018 4F 1 H—2020 4F 12 H A8 A\ RARBUAAS 42 108 K250 — W I8 2 B 9 431
BHEGA T DN 35 155 42 DN 4, [R5l T2DM [ 35 70 i 5ol T2DM 41, [ Ak fit e s 70 461 o fidt e X RR A
RGBT 3 A W5 K DN SR 70 R RS 4 38 4l F [ 4T85 W24 117 4], A4S ifn i LCN-2 | TSP-2 /K715 Dy B

ghn [ Al /NI 2 (eGFR) R FH A FILATF I (UACR) 1 53R Pearson 54347 DN 82 1fiL7E LCN-2  TSP-2 7K 5

B DI REFE bR 1 AH I 1 s Logistic [H1 AL 73 Hr DN FR 35 A R TS 19 B 2 5 21 3238038 TAERRE (ROC) 1741 I 1
LCN-2 TSP-2 /K F-%f DN & A R UG TR B, 458 @R R4l  Hal T2DM 4 DN 4 1f1 i LCN-2 [ TSP-2 /K-
H1 UACR MK T 5, eGFR R IR FEAR (F/P =48.365/ <0.001 ,57. 480/ <0.001 .218. 946/ <0. 001 ,253. 488/ <0.001) ;
155 f5] DN &3 3 4R R RIUE KA K 24.52% (38/155) ; 5 R AF TG W4 LA, AN R30S W4 if i LCN-2 ' TSP-2 |
UACR 7K T+, eGFR [BAIE (1/P =7. 057/ <0. 001 6. 457/ <0. 001 .4. 967/ <0. 001 5. 398/ <0. 001) ; DN £ % I &
LCN-2 [ TSP-2 /K15 eGFR A3 (r/P = —0.745/ <0.001 , —0.731/ <0.001) ,'5 UACR 2 IFAH3E(r/P =0.703/ <
0.001.0.691/ <0.001) ; Z2[H £ Logistic [FIJH B/~ , 184S BER 4 39 AL 0275 A = L UACR & \LCN-2 & .\ TSP-2 &4
DN B E AN RIS ST Gk P2 [ OR(95% CI) =3.972(1.121 ~14.076) 1. 640(1. 024 ~2.628) .1.015(1. 002 ~
1.030) .1.016(1.005 ~1.027) .1. 196 (1. 077 ~1.328) ], eGFR & Al s {747 H 2 [ OR(95% CI) =0.959 (0. 924 ~
0.994) ] ;1M LCN-2 [ TSP-2 7K~ k¢ & e & Wil DN 3K R HiE M h 4R T AR (AUC) 4351247 0. 795 0. 783 0. 882,
T HEEA N AUC K FIME LCN-2  TSP-2 /K SE 5 Wi ( Z/P = 3. 200/0. 001 ,2. 680/0.007) ., £51& DN ¥ I7&
LCN-2 \TSP-2 7KV 5 B DG FOAS R 15 % VIAR DG, i LCN-2 B-& TSP-2 ACE-Fiill DN 825 15 AN B4 o
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Correlation analysis of serum LCN-2, TSP-2 levels with renal function and prognosis in patients with diabetes ne-
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ted Hospital of the Chinese Peoples Liberation Army Air Force Medical University, Shaanxi Province, Xian 710032, China
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[ Abstract] Objective To investigate the correlation between serum lipocalin 2 (LCN-2), thrombospondin 2 (TSP-2)
levels and renal function and prognosis in patients with diabetes nephropathy (DN).Methods  One hundred and fifty-five
DN patients admitted to the Endocrinology Department of the First Affiliated Hospital of the Chinese People's Liberation Ar-
my Air Force Medical University from January 2018 to December 2020 were selected as the DN group, 70 simple T2DM pa-
tients during the same period were selected as the simple T2DM group, and 70 healthy individuals during the same period
were selected as the healthy control group. Based on the 3-year prognosis, DN patients were divided into 38 poor prognosis
subgroups and 117 good prognosis subgroups. Serum LCN-2 and TSP-2 levels and renal function indicators were detected
[ estimated glomerular filtration rate (eGFR), urinary albumin creatinine ratio (UACR)]; Pearson's method was used to analyze
the correlation between serum LCN-2, TSP-2 levels and renal function indicators in DN patients; Logistic regression model

was used to analyze the factors contributing to poor prognosis in DN patients; Receiver operating characteristic (ROC)
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curve was established to evaluate the predictive value of serum LCN-2 and TSP-2 levels for poor prognosis in DN patients.
Results The serum levels of LCN-2, TSP-2, and UACR in the healthy control group, simple T2DM group, and DN group
increased sequentially, while eGFR decreased sequentially (F/P =48.365/<0.001, 57.480/ <0.001, 218.946/ <0.001, 253488/ <
0.001); The 3 year incidence of poor prognosis in 155 DN patients was 24.52% (38/155); Compared with the subgroup with
good prognosis, the subgroup with poor prognosis had higher LCN-2, TSP-2, UACR, and lower eGFR (#/P =7.057/ <0.001,
6457/ <0.001, 4967/ <0001, 5398/ <0.001); The serum levels of LCN-2 and TSP-2 in DN patients were negatively correlated
with eGFR (#/P= —0.745/ <0.001, -0.731/<0.001), and positively correlated with UACR (/P =0.703/ <0.001, 0.691/ <0.001);
Multivariate logistic regression showed that stage 4 chronic kidney disease, high glycated hemoglobin, high UACR, high
LCN-2, and high TSP-2 were independent risk factors for poor prognosis in DN patients [ OR (95% CI) =3.972 (1.121 -
14.076), 1.640 (1.024 —2.628), 1.015 (1.002 — 1.030), 1.016 (1.005 —1.027), 1.196 (1.077 —1.328)], and high eGFR was an inde-
pendent protective factor[ OR(95% CI) =0959 (0924 —0994)]; The area under the curve (AUC) of serum LCN-2, TSP-2 lev-
els, and their combined prediction of adverse prognosis in DN patients were 0.795, 0.783, and 0.882, respectively. The com-
bined AUC of the two was greater than the AUC predicted solely by serum LCN-2 and TSP-2 levels (Z/P =3.200/0.001,
2.680/0.007). Conclusion The elevated levels of serum LCN-2 and TSP-2 in DN patients are closely related to decreased re-
nal function and prognosis. The combination of serum LCN-2 and TSP-2 levels has a high value in predicting the prognosis

of DN patients.
[ Key words]
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Tab.1 Comparison of serum LCN-2 and TSP-2 levels among three groups
] e LCN2(pg/L) TSP2(pg/L) eGFR(ml » min~' + 1.73m %) UACR (mg/s)
fEEFREXT RR 21 70 48.40 £13.31 3.34 +£2.36 109.02 £7.29 7.61 £3.56
gl T2DM 41 70 81.75 £21.87" 7.25 £4.41° 92.26 +7.36" 22.23 £6.51°
DN 41 155 114.69 £63.39* 11.22 £6.34* 68.69 +17.87* 109.61 £49.70*"
F{E 48.365 57.480 218.946 253.488
P{H <0.001 <0.001 <0.001 <0.001

G e BRAT LA, P <0.05; 5 84 T2DM 4114, P <0.05,

F2 RFEBUS DN 8 i LCN-2 [ TSP2 AK-FFIF DIREFEAR LR (2 25)

Tab.2 Comparison of serum LCN-2, TSP-2 levels and renal function indicators in DN patients with different prognoses

4 5 BiEL LCN-2(pg/L) TSP-2(pug/L) eGFR(ml + min~™! - 1.73m2) UACR(mg/g)
R AT W40 117 96.85 £52.27 9.56 +5.41 72.76 +16.61 99.09 +47. 86
AN KU W40 38 169.63 +63.66 16.36 £6.30 56.19 +15.86 142.01 +40.89
IR 7.057 6.457 5.398 4.967
P1H <0.001 <0.001 <0.001 <0.001
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3 A[FEFUGE DN EE IR/ BRARE [h A
Tab.3 Comparison of clinical/pathological characteristics of DN patients with different prognoses

e RIgHUE W (n=117) ARG (n =38) X/t 1E P{E
PEBI (% ) ] ) 78(66.67) 28(73.68) 0.653 0.419

s 39(33.33) 10(26.32)
MR (R x5, %) 49.86 +9.21 54.00 =7.81 2.507 0.013
WA [ 451 (% ) ] 35(29.91) 15(39.47) 1.199 0.273
T2DM Jp e (x 5, /7) 85.93 +47.74 103.68 +51.11 1.957 0.052
Pk N 4 S (% ) ] 8(6.84) 11(28.95) 13.037 <0.001
i JE (% + 5, mmHg) 146.30 +19.83 151.00 +10.33 1.893 0.061
PR (% £5, mmHg) 86.38 £12.83 90.08 +9.51 1.638 0.104
DN ZJH [( % ) ] 16(13.68) 7(18.42) 0.511 0.475
BEmbyE s [ (% ) ] 1= ML 27(23.08) 14(36.84) 2.794 0.095

e B I A 9(7.69) 5(13.16) 0.484 0.487

TR 8(6.84) 6(15.79) 1.814 0.178
FPG (% + s, mmol/L) 9.32£1.59 10.18 +2.49 2.001 0.051
HbA, (X %s,%) 7.61 £1.11 8.40 +1.28 3.652 <0.001
TC(% s, mmol/L) 5.12£1.51 5.38 £1.79 0.877 0.382
TG (% +s,mmol/L) 1.90 0. 66 2.02 £0.63 1.044 0.298
HDL-C(x %5, mmol/L) 1.15+0.26 1.14 £0.30 0.204 0.839
LDL-C(% +s,mmol/L) 2.65+1.21 3.23 £1.66 1.968 0.055
SCr(% s, wmol/L) 162.41 +42.12 199.04 +75.13 2.863 0.006
Alb(x £s,g/L) 34.18 +4.85 31.72 £7.11 1.988 0.053

&4 DN # I LCN-2 TSP-2 /K 5 & DhBEFE br AU A 1

%6

IfiL 7 LCN-2 \ TSP-2 JK-~F-Hiill DN 2 A KBS ) {5

Tab.4 Correlation between serum LCN-2, TSP-2 levels and renal

function indicators in DN patients

VAl
Tab.6 Value Analysis of Serum LCN-2 and TSP-2 Levels in Pre-

) LCN-2 TSP-2 dicting Adverse Prognosis of DN Patients
LN
r i P r i P 1B bR Cuoff  AUC  95%CI  HURJE FESEEE ABIER
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xS ZHE Logistic [MH547 DN BEHUS A RK R
Tab.5 Multivariate logistic regression analysis of factors contribu- =
ting to poor prognosis in DN patients o =
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Fig.1 ROC curves of serum LCN-2 and TSP-2 levels predicting

poor prognosis in DN patients
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Study on the expression level and clinical value of serum sclerostin and n-3 fatty acid in elderly sarcopenia patients
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[ Abstract] Objective To investigate the expression level and clinical significance of serum sclerostin and n-3 fatty
acid in elderly patients with sarcopenia.Methods One hundred and eighteen elderly patients with sarcopenia admitted to

the Department of Geriatrics, the Fifth Affiliated Hospital of Xinjiang Medical University from May 2021 to May 2023 were
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collected as the case group, according to the severity of the disease, the patients were divided into pre-sarcopenia (n =39),
sarcopenia (» =46) and severe sarcopenia (n =33), and 60 healthy subjects were selected as the control group. Serum
sclerostin was detected by enzyme-linked immunosorbent assay, and n-3 fatty acid level was detected by gas chromatogra-
phy. Body composition analyzer and bioelectrical resistance antibody method were used to detect body fat percentage, up-
per arm circumference, visceral fat area and protein mass, the walking speed was measured by 6 m walking method, the grip
strength of both hands was measured by Jamar grip strength meter, and the skeletal muscle mass of the whole body and
limbs was measured by dual energy X-ray absorptiometry, and the relative skeletal muscle mass index (RSMI) of the limbs
was calculated; the correlation of sclerostin and n-3 fatty acids with disease severity and body fat percentage, upper arm
circumference, visceral fat area, protein mass, walking speed, grip strength, skeletal muscle mass and RASM was analyzed
by Pearson product moment correlation or Spearman rank correlation; Logistic regression analysis was used to analyze the
influencing factors of sarcopenia in the elderly. The diagnostic value of serum sclerostin and n-3 fatty acids for sarcopenia
in the elderly was evaluated by ROC curve. Results  Serum sclerostin and n-3 fatty acid levels in case group were less than
those in control group (¢/P=13.342/ <0.001, 13.116/ <0.001). Serum sclerostin and n-3 fatty acid levels in pre-sarcopenia
stage were higher than those in sarcopenia stage and severe sarcopenia stage (F/P =59.138/ <0.001, 79.217/ <0.001). Per-
centage of body fat, and visceral fat area in case group were greater than those in control group (#/P = 8.732/<0.001,
5.124/ <0.001), upper arm circumference, protein mass, walking speed, grip strength, skeletal muscle mass of the whole body
and limbs, RSMI in case group were less than those in control group (z/P =3.859/<0.001, 8.459/ < 0.001, 5.758/ < 0.001,
12492/ <0.001, 7006/ <0.001, 10334/ <0.001, 11.813/ <0.001). Serum sclerostin and n-3 fatty acid levels were negative associ-
ated with percentage of body fat, and visceral fat area (#/P= -0537/<0.001, -0.612/<0.001; —0.498/ <0.001, —0.523/ <
0.001), and positive associated with upper arm circumference, protein mass, walking speed, grip strength, skeletal muscle mass
of the whole body and limbs, RSMI (/P =0593/ <0001, 0.624/ <0.001, 0639/ <0.001, 0.597/ <0.001, 0.601/ <0.001, 0.607/ <0.001,
0638/ <0.001; 0569/ <0001, 0611/ <0001, 0570/ <0.001, 0592/ <0.001, 0.549/ <0001, 0534/ <0001, 0587/ <0.001). Age, body fat
percentage, and increased visceral fat area are risk factors for sarcopenia in the elderly [ OR (95% CI)=1.702 (1.115 - 2.600),
1551 (1052 —2.287), 1.387 (1.006 — 1.913)], while BMI, upper arm circumference, protein mass, pace, grip strength, whole-
body skeletal muscle mass, limb skeletal muscle mass, RSMI, osteocalcin, and n-3 fatty acids are protective factors for sar-
copenia in the elderly [ OR (95% CI) =0.728(0.539 —0.982) .0.768(0.593 —0.995) ,0.845(0.723 —0.986) .0.815(0.668 —0.995) .
0585(0382 -0.897) .0.746(0.573 —0972) .0.733(0.559 — 0.964) .0.713 (0.541 - 0.940) .0.822(0.695 - 0973) .0.803 (0.664 —
0971) ]; The AUC of serum osteocalcin, n-3 fatty acids, and their combined diagnosis of sarcopenia in the elderly were
0.822, 0.818, and 0.894, respectively. The AUC of their combined diagnosis of sarcopenia in the elderly was greater than that
of their individual diagnosis (Z =2205, 2.328,P=0.002, 0.001). Conclusion Serum sclerostin and n-3 fatty acids decrease in
elderly sarcopenia patients, which are related to disease progression. Early testing of two indicators can be used as bio-
chemical indicators in clinical diagnosis of elderly sarcopenia patients.

[ Key words] Sarcopenia; Sclerostin; n-3 fatty acids; Elderly
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B 75 4 AR LA LA HE (1 = /2,0 = T6) , A
EARESHAAT SR (P <0.05) KOS E W 148
HIR £ IR 2 Logistic [T | [ Ak 3134 S kA
TRt A AR 25 SR R AR I P T 45 H PR
WL 25 AL S f K [ 2 (P < 0..01) , BMI,
R R TR AR 4 R R B Y
MBS WUT I RSMT BB 28 n-3 B AR T 25 2 2 4
WL R4 P 2 (P <0.01) , 113 6.,

RO EFNAERIZ I Z N R Logistic [0l IR /347
Tab.6 Multivariate logistic regression model analysis of the im-

pact of sarcopenia in the elderly

W H B  SE{i Waldfi P ORfHi  95%CI

A 0.532 0.216 6.064 0.001 1.702 1.115 ~2.600
BMI -0.318 0.153 4.320 0.005 0.728 0.539 ~0.982
ENIERER N 0.439 0.198 4.916 0.003 1.551 1.052 ~2.287
R -0.264 0.132 4.000 0.006 0.768 0.593 ~0.995
PIBERSIT AL 0.327 0.164 3.976 0.009 1.387 1.006 ~1.913
sl -0.169 0.079 4.583 0.004 0.845 0.723 ~0.986
ik -0.204 0.101 4.002 0.006 0.815 0.668 ~0.995
#H -0.536 0.218 6.045 0.001 0.585 0.382 ~0.897
LB AT E-0.293 0.134 4.781 0.004 0.746 0.573 ~0.972
PUBE BB LR -0.311 0.139  5.007 0.001 0.733 0.559 ~0.964
RSMI -0.338 0.141 5.746 0.001 0.713 0.541 ~0.940
T2 -0.196 0.086 5.194 0.001 0.822 0.695 ~0.973
n-3 JI§ iR -0.220 0.097 5.146 0.001 0.803 0.664 ~0.971

2.6 IMUHEREE R (03 JETRRIS W& AR ILANE B9 0

22 M8 BE 2K n-3 15 W RRA2 W& AR LA AE B4
{H ROC HhZk, Jfit5 ik F i AR, 450 B« i 3
R 03 IR & —FH RS2 W AR L R AUC
539109 0. 822.,0. 818.,0. 894, “FHLF 2 Wi AR L
AEM) AUC KT 4 [ 2 i AUC(Z =2. 205,
2.328,P =0.002,0.001), &7 WA 1,

R MFREE R 03 JRFTR XS ARV AE R 2 B (H
Tab.7 Diagnostic value of serum osteocalcin and n-3 fatty acids

for sarcopenia in the elderly

EERRD T AUC iR BURE FrRE 2845
3R 32.19 pmol/I.  0.822 0.025 0.83 0.60  0.43
n3 BIER  0.19 ¢/L 0.818 0.025 0.80 0.67  0.47
ZEBL 0.894 0.021 0.92 0.74  0.66
304t i

LAE B AEIE 1 3G B UL IR R 2 S B 0
A WL R B E LR DR AR | 2 LA E & fa A
B, FRE X R R E R A% 8. 9% ~38.8% , =80
BB R R AR K 67. 1% M o WLANE AT 5
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Fig.1 ROC curve of serum osteocalcin and n-3 fatty acids for di-

agnosing sarcopenia in elderly patients
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(# ZE] B® S EIGRTIE IR IE A4 25 T8 IR (EC) B3 v R G AE I A SE R IR 647 58
VE, P HAE TN EC BEAEATS PR AME, Ak BEE 2022 4 1 —2023 4F 10 AAEpSdbid & JLEERH
FERMRIZ I EC BK 45 ], il FARIRG EC MBS 35 15 W 8, WEEH R IR 56 BRI (GEO) A e 5
PRI 2H B35 (TCGA ) Bd i P T 38 EC AEAS B AE B A SVREAS (1) 7 S L B0, 38 5 AR RS TR 2 3K I 45 3t ( WGCINA )
JE 5 EC B4 5 R S S Z R R B H AU B IR GO A KEGG s T &I H T M55 i, @
A FEL T B (STRING ) 73428 1 BAH AR E R , IFAE Cytoscape BRAFHh AT AT ALAL , FI ] Degree ST M 4> 715
PSR EBHEA T 5 RLAYY 8, FU%E Logistic [l IHAR AN 323803 TAEFRE (ROC) [t £k, 4347 56 Hi 3 BRI £ T EC
REAAFE O AR T o R g8 B SIE  FR SIS 2 8 & PCR(RT-qPCR) S iE RN TE AL 2 )5 EC [BEH AP
Fik, R WGCNA Z3Hr & B, 78 GSE17025 BHR 4 i LU iy 17 A, “ a0 67 f e 5 BC 52 B IEAH G (r =
0.650,P <0.001) ,f24F 1 019 I, 7F TCGA_UCEC Hhrabdmg i 5 A, Hoh “ i 60 B 5 EC 5 B IEAHC
(r=0.380,P <0.001) , {345 336 AL, Hi Ay 195 AN E S, S A N 28 5 40 M50 Be s AQ I A A OC . it
STRING ¥4 X KEGG & 4 AT 10 338 s v 126 A58 Rk A7 8 (A B AH B4R F 2087, IF- 2E T Degree 5356 PKDI |
ACTB .SRC .CDH1 F11 COL1A1 YENWTEIIAZ O, @A 8 Logistic [8] )9, #i2 HY PKD1 (OR =2.930,P =0.047) |
SRC(OR =0.656,P =0.041) 1 CDH1( OR =0. 612, P =0.023) Y[ A3 EC BF AFE0 . 4% ROC hsk, K3
1 PKD1 .SRC Fi1 CDH1 #,PKDI1 XJ il EC 4= 7715 (ot B BT 02 Wi B (AUC = 0. 634 ,95% CI 0. 540 ~0. 727,
P=0.006) , Bk Fl RT-qPCR 453 @R, a4 4L p PKDL 45 H 2 RNA 7k¥iiﬂﬁ%%?ﬁ%éﬂw(t =10. 090,
11.257,P <0.001) , #5i¢ PKDI W{ENsZmMA4 L5 EC B WS AL RN 000 JCHR AL IR, LA AT 6 2 38 0 19 4 41
JiIE PI3K-Akt {553 P& A HEVE M

[X8iA] FENIYE, L2805 ; RAEN DL AWME B2 InAEE R Rk M4 1 BUS A7

[FESZS] R737.14 [ x#ktRiRag] A

Construction and validation of PKDI involved survival prognosis model of postmenopausal endometrial cancer pa-
tients An Peixing” , Ma Xiaohong, Zhang Ling, Cui Junfen, Shan Li, Yan Hongli. * Department of Family Planning,
Northwest Women and Childrens Hospital, Shaanxi Province, Xi’ an 710061, China
Funding program: Key R&D Program Project in Shaanxi Province (2023-YBSF-572)
Corresponding author: Cui Junfen, E-mail: ¢jf19890928@ 126. com

[ Abstract] Objective To explore the key genes in postmenopausal endometrial cancer (EC) patients by construc-
ting and validating a clinical prediction model, and to discuss its role in predicting the survival prognosis of EC patients.
Methods A total of 45 patients with EC in the Department of Obstetrics and Gynecology of Hospital from January 2022 to
October 2023 were selected. Tumor tissues and adjacent normal tissues of EC patients were obtained by surgery. The tran-
scriptome data of EC samples and normal tissue samples were downloaded from GEO data and the Cancer Genome Atlas
(TCGA) database. The important gene modules and hub genes related to postmenopausal status of EC patients were deter-
mined by weighted gene co-expression network analysis (WGCNA), and the signaling pathways involved in overlapping
genes were enriched by GO and KEGG. The protein interaction was analyzed by the online tool (STRING) and visualized in
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Cytoscape software. The importance of each node was evaluated by the Degree algorithm in the CytoHubba plug in, and
the top five nodes were selected. The Logistic regression model and ROC curve were constructed to analyze the role of key
genes in predicting the survival of EC patients. Finally, Western blotting and real-time fluorescence quantitative PCR (RT
qPCR) were used to verify the expression of key genes in postmenopausal EC tissues. Results WGCNA analysis of genes
obtained by sequencing in GSE17025 dataset and TCGA UCEC transcriptome samples identified 17 modules in GSE17025
dataset. The "red" module was highly positively correlated with EC (+=0.650,P <0.001). 1 019 genes were included. A total
of 5 modules were identified in TCGA_UCEC, of which the "blue" module was highly positively correlated with EC (»=0.380,
P <0001), including 336 genes. GO and KEGG enrichment analysis were performed on overlapping genes. Protein interaction
analysis was performed on 126 genes in the top ten KEGG enriched pathways through STRING database. PKD1, ACTB,
SRC, CDHI and COL1A1 were selected as potential core genes based on Degree algorithm. By constructing logistic regres-
sion, PKD1 (OR =2930,P=0.047), SRC (OR =0.656,P=0.041) and CDHI (OR =0.612,P =0.023) could effectively predict the
survival of EC patients. The ROC curve showed that among PKDI1, SRC and CDHI, PKDI1 had a better diagnostic value for
predicting the survival of EC (4 UC =0.634, 95% CI =0.540 — 0.727,P =0.006). The results of Western blot and RT qPCR
showed that PKDI protein and RNA levels in cancer tissues were significantly higher than those in adjacent tissues (pro-
tein: 3.17 £ 1.09 vs. 098 +0.36,/ =10.090,P <0.001; RNA: 2.15 +0.84 vs. 0.99 +0.31, =11.257,P <0.001). Conclusion PKDI
may be a key gene affecting the prognosis and survival of postmenopausal EC patients by regulating the cell cycle or PI3K

Akt signaling pathway. It provides a basis for further exploring the molecular mechanism of PKDI1 in EC, which has impor-

tant scientific value and significance.
[ Key words)

network analysis; Prognosis
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The protective effects and mechanisms of ginsenoside Rb1 on vascular endothelium of sepsis by regulating mitophagy
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[ Abstract] Objective To study the protective effect and mechanism of ginsenoside Rbl on vascular endothelium

of sepsis by regulating mitophagy through phosphatidylinositol-3 kinase /protein kinase B/glycogen synthase kinase 3
(PIBK/AKT/GSK3p) signaling pathway. Methods Healthy male Kunming mice were randomly divided into 5 groups: Sham
operation group (Sham group), sepsis group (CLP group), ginsenoside Rb1l + sepsis group (ginsenoside Rb1 group), PBK
inhibitor LY294002 + ginsenoside Rbl + sepsis group (LY294002 group) and mitophagy inhibitor Mdivi-1 + ginsenoside
Rb1 + sepsis group (Mdivi-1 group). The sepsis mouse model was replicated by cecal ligation and puncture (CLP). Each
group was treated with corresponding drugs. The general condition of mice was observed after operation. After 24 hours,
aortic tissue samples were taken to observed the pathological changes by Hematoxylin-eosin (HE) staining and detected the
expression levels of vVWF, p-AKT, p-GSK3 and Parkin by immunohistochemistry. Results The general condition and ab-
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dominal infection of mice in the Sham group and the ginsenoside Rb1 group were mild, the intima structure of the aortic tis-
sue was complete, the cells were arranged neatly, and the shape distribution was regular. In the CLP group and the inhibitor
group, there were different degrees of intimal damage hyperplasia and disordered arrangement of the media, and different
thickness of the wall. Immunohistochemical results showed that compared with the Sham group, the expression of vWF and
Parkin in the CLP group was increased (P <0.05), and the expression of p-AKT and p-GSK3 was decreased ( P <0.05).
Compared with the CLP group, the expression of vVWF in the ginsenoside Rbl group was significantly decreased( P <0.05),
and the expression of p-AKT, p-GSK3 and Parkin was increased (P <0.05) . Compared with ginsenoside Rb1 group, the ex-
pression of p-AKT, p-GSK3@ and Parkin were decreased in LY294002 group( P <0.05), and the expressions of p-AKT and
p-GSK3 were not significantly different in Mdivi-1 group, but the expression of Parkin was significantly decreased( P <005).
Compared with LY294002 group, the expression of p-AKT and p-GSK3 was significantly increased (P <005), and the expres-
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sion of Parkin was decreased in Mdivi-1 group ( P <0.05). Conclusion

Ginsenoside Rb1l promotes mitophagy by activating

PIBK/AKT/GSK3 signaling pathway, which has a protective effect on vascular endothelium in patients with sepsis.

[ Key words]
ling pathway; Mechanism
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Fig. 1 Pathological changes in aortic tissue of mice in each group (HE staining, x 200)
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Fig.2 Comparison of vWF levels, a vascular injury marker in the aortic tissue of mice in different groups (immunohistochemistry, x 200)
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Fig.3 Comparison of p-AKT levels in aortic tissue signaling pathway markers among different groups of mice (immunohistochemistry, x
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Fig.4 Comparison of p-GSK3 B levels in aortic tissue signaling pathway markers among different groups of mice (immunohistochemistry, x 200)
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Fig.5 Comparison of Parkin levels, a marker of aortic tissue vascular injury, among different groups of mice (immunohistochemistry, x 200)
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F 1 BU4/NREZPK vWF p-AKT .p-GSK3B K Parkin & /KA (xxs)
Tab.1 Comparison of vWF, p-AKT, p-GSK3 B, and Parkin protein levels in the aorta of mice in each group
HoH n vWF p-AKT p-GSK33 Parkin
Sham £ 6 0.095 +0.009 0.115 +0. 006 0.101 £0.014 0.106 £0.010
CLP 21 6 0.126 +£0.010° 0.100 +0.005* 0.086 +0.007* 0.119 £0.007*
AZ A Rbl 4 6 0.097 +0.010" 0.133 +0.012" 0.112 +0.007" 0.131 +0.008"
1.Y294002 2 6 0.111 £0.006° 0.100 +£0.005° 0.086 +0.005¢ 0.120 £0.009°
Mdivi-1 25 6 0.109 £0.012°¢ 0.132 +0.024¢ 0.109 +0.016¢ 0.110 +0.003<!

7E: 5 Sham 4148, *P <0.05 ;5 CLP 41 H45, P <0.05 ;5 A 254 Rbl 41 H4%,°P <0.05 ;5 LY294002 41 .45, 9P <0. 05,
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(# E] HK XA R E 8 E 2 (SGLT-2) M35 s 2 BUE BRI (T2DM ) F8 25 55 FR IS B 5iF 12
TEE (DKA) KU AT RGE Meta 2087, ik AR 35 B B 57 B5 2% B B IR B00R P2 | B2 27 SCR BU0R 12 | Cochrane i IE & 27
A R 2 2023 4F 12 ] 31 H sk SGLT-2 il ANGYT T2DM 835 F BEAL AT FRIR G o $RELIA A SCHR AR AR &
SRFER AR A BT A DKA AL JRYT I ) K 25 R, B ] RevManS. 4 RARFHEAT Meta 387, — 5326
A i UA fE B BE (RR) (B S 95% CIAE AN i . 855 e dbgi A 26 K3k 65 176 4] T2DM g3, Hivp SGLT-2
FHIFNGST L2 )37 021 4], % ft2H 28 155 il ; 2o 2 DKA 41 139 4], %64 DKA S0 & A %24 0. 29% (106/
37 021) ,%f BEZH DKA F kA% 0. 12% (33/28 155) , MEZ4 Kk 4= DKA XK 2 T A BE4H (RR =2.71,95% CI
1.84 ~3.97,P <0.001) , i#—2 41414 7R SGLT-2 5 41 P 4E S >60 % (RR=2.73,95% CI 1.84 ~4.05,P <
0.001) f&FiE5%0=31 kg/m> (RR =2.73,95% CI 1.82 ~4.07,P <0.001) J&y7FH 1A >52 J& (RR =2.73,95% CI
1.84 ~4.05,P <0.001) R <#% %574 (RR =4.82,95% CI 1.70 ~13.64,P =0.003) .32 4% 514 (RR = 4. 10,95% CI
1.11 ~15.20,P =0.040) &4 DKA KU 33ext IBA B B T, 4638 U T2DM f8 35 R T SGLT-2 # il 71 2 4 i DKA
AU , BAR RSB  A TT ReS0 S VAT IR & A8 DKA 4 KU st Er , 53 4k DKA %A KUt 5 25254 6,

[X8im]  WEPRRERAERR T3 ;2 BRI ; 4 — i 2 W D R %32 B 1 2 406157 s Meta 5347

[FES%ES] R587.1;R587.2 [ x#tFRIRE] A

Effects of sodium-glucose cotransporter 2 inhibitor on ketoacidosis in adults with type 2 diabetes mellitus: A Meta-
analysis Yang Liu" , Zhang Yanzhi, Ma Hailin. " The First Affiliated Hospital of Xinjiang Medical University , Xinjiang Prov-
ince, Urumgi 830054, China
Funding program National Natural Science Foundation of China (81760767) ; Xinjiang Key Laboratory of Active Component
and Drug Release Technology of Natural Medicines ( XJDX1713)
Corresponding author; Zhang Yanzhi, E-mail; 1533465971@ ¢q. com

[ Abstract] Objective To conduct a systematic meta-analysis of the risk of ketoacidosis (DKA) in adults with type
2 diabetes mellitus(T2DM) caused by SGLT-2 inhibitors.Methods Randomized controlled trials (RCT) of SGLT-2 inhibitors
in adults with T2DM included in PubMed, Embase and Cochrane Library were searched from the establishment of the data-
bases to December 31,2023. Data such as sample size,age of subjects ,body mass index, occurrence of DKA ,type and time
of hypoglycemic drugs used were extracted. Revman 54 software was used for meta-analysis. The risk ratio (RR) value and
95% CI were used as effect variables for dichotomous variables. Results A total of 26 RCT involving 65176 T2DM patients
were included,including 37021 T2DM patients in the SGLT-2 group and 28155 T2DM patients in the control group,and 139
DKA events occurred. The incidence of DKA events in the SGLT-2 group was 0.29% (106/37021), while in the control
group it was 0.12% (33/28155). Compared with the control group,SGLT-2 group had a higher risk of DKA (RR =2.71,95%
Cl1.84~397,P<0.001). Subgroup analysis showed that T2DM patients with age >60 years (RR =2.73,95% CI 1.84 ~4.05,
P<0001) ,body mass index=31 kg/m’ (RR =273,95% CI 182 ~407,P<0.001) and medication duration >52 weeks ( RR =
2.73,95% CI 1.84 ~4.05,P <0.001 ) who received SGLT-2 inhibitors had a higher risk of DKA compared with their respective
control groups. In the subgroups of drug types, the risk of DKA was higher in canagliflozin( RR =4.82,95% CI 1.70 ~ 13 .64,
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P=0003)and ertugliflozin( RR =4.10,95% CI 1.11 ~1520,P=0.040) than in the control group.Conclusions SGLT-2 inhibi-
tors can increase the risk of DKA in adults with T2DM. Moreover, the older the age, the higher body mass index,and the
longer the duration of receiving SGLT-2 mhibitors, the higher the risk of developing DKA ,and the risk of DKA is also relat-

ed to the type of medication.

[ Key words)]
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glucose cotransporter 2, SGLT-2) 11 ] 57| (1) 24 BRAIL i &
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S0 BT IR 5 i 9 L PP AR
IR B O I 4 R F S BIRIE S R A B 4 5 ik
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WU EAT Meta 234, LA A I RER BES 2 RGBT .
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chrane P F B 24 %03E ZE ( Cochrane Library ) /2% H 2
%2023 4F 12 ] 31 HWGRAY SCLT-2 #5357 A
T2DM 2 F 19 FE HL X 18 3 6 ( randomized controlled
trial, RCT ) . # & i8] £ 45 H A FR T “ sodium-glucose
cotransporter 2 inhibitor” “ randomized controlled trial ”
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FT 1 GIASCHRIG R GER} S STk o o
Tab.1 Clinical data and literature quality included in the literature
o o FEAS & (1)) (B %) A () IS (kg/m®)  IRITESIA] S
MR XFHRA MR Xof B2 WA of B2 WA Xif HE2H (J&)
Zinman %2 2015 4687 2333 2686/2001 1376/957 62.4+7.8 61.1+8.2 28.2x3.1 28.0%3.3 76 &
Neal 25131 2017 5790 4344 3065/2725 2428/1916 56.8£9.2 57.3 8.9 27.3£3.2 27.4%3.0 70 [
Wiviott 4514 2019 8575 8570  6396/2179 6223/2347 55.3+8.0 56.2+7.6 29.2+2.4 29.0+2.6 104 =
Allegretti 25 2019 157 155 85/72 82/73  69.9£6.5 68.4+6.2 27.3+3.3 27.5%3.6 52 =1
Araki 2(°] 2017 123 60 71/52 32/28  57.3%9.7 58.3+9.0 30.22.1 30.3%2.2 70 H
Aronson 27 2018 308 153 157/151 78/75  64.3+7.2 63.0+7.6 28.4+2.0 28.5%2.1 64 CE
Bhatt %8 2021 5291 5286 3695/1596 3691/1595 62.8+7.0 63.7+7.5 30.1x2.8 30.2+2.6 102 i
Cannon 2% 2020 5493 2745  3570/1923  1795/950 65.9 +8.8 67.1+8.4 28.6x2.5 28.1x2.9 78 H
Cho 210 2019 36 35 23/13 21/14  64.2£7.2 64.9+7.6 27.9+3.6 28.3+3.9 24 1%
Dagogo-Jack %11 2018 309 153 191/118 98/55  58.1%5.2 58.04.8 27.1%3.6 27.5%3.8 48 =1
Ferdinand Z£[1?) 2019 80 77 47/33 44/33  55.1%9.3 55.6+9.8 30.2£2.5 30.6+2.8 32 B
Fioretto 2131 2018 160 161 98/62 100/61  60.3+7.5 60.9+7.9 29.1%2.0 29.72.2 64 H
Raven 25 14] 2023 1048 332 696/352  223/109 59.0+8.0 59.4+7.8 28.3%2.3 28.3%2.5 48 =]
Sugawara %[13) 2023 158 159 84/74 87/72  57.3+7.9 56.5+8.3 28.1%2.6 28.5%2.3 84 =1
Han 2016] 2018 73 66 45/28 41/25 52.6+10.4 53.3£10.6 29.9+3.1 29.3+3.3 52 i
Hollander Z£[17] 2018 888 437 522/366  259/178  56.0+8.9 55.2%9.4 27.93.2 27.4%3.0 26 H
Kang %5 [18] 2023 328 66 228/100 43/23  62.3%9.1 63.0+10.1 30.0=1.8 29.4%2.0 26 %
Ishihara 2 [19) 2016 168 87 101/67 55/32  66.1£5.5 66.6+6.2 29.6+2.0 29.4+1.8 104 =1
Tto 220 2017 32 34 20/12 22/12 63.0£8.2 62.5+7.9 28.1+2.6 28.7%2.6 84 =1
Ji &2 2019 339 167 233/106 112/55  58.0+7.1 57.2+7.5 27.322.9 27.8+2.8 96 =1
Kadowaki %22 2017 70 68 48/22 49/19  55.9+10.3 56.2%9.9 30.0%2.4 29.32.4 50 E8
Katakami 2523 2020 169 171 108/61 110/61  57.7+8.6 57.7+9.0 27.7+3.4 28.6+3.2 35 1%
Kawamori 2£[24] 2018 182 93 121/61 63/30 57.9%9.2 58.4%9.1 29.2+2.1 28.4%2.2 76 =1
Liu 2] 2021 53 53 28/25 27/26  56.3+8.9 57.1+9.7 29.1%3.4 28.2+3.4 52 =]
Lu %20 2021 304 153 219/85 112/41  62.7+4.9 63.8+5.6 28.122.9 28.7+3.0 48 o
Tanaka 2?7 2023 2200 2197  1183/1017 1187/1010 59.5+7.7 60.7 +8.6 28.6+2.7 29.6+3.2 50 =2

2.2 SGLT-2 #pif 5] % DKA XU 738 XT48 A
[ 26 i SCHR AT S RS 56, P =0 H P =0.901, %
FH I SBONAR I & B8 34T Meta 4387, 25 R s,
SGLT-2 #3141 DKA {41 & A= %k 0. 29% (106/
37 021), %fHE4H DKA FH{E &A% K 0. 12% (33/
28 155) ,SGLT-2 #PlFI4H %&  DKA KU b 2% 1= T X
M2 (RR =2.71,95% CI 1.84 ~3.97,P <0.001), Il
*£2,
2.3 OR[ADEAH A A& A DKA KU ) Meta 43 Hr 45 1
X AENE (BMIFH 24 I [H) S 259 RS i 47 W20 53
Br, G55 B R TEAREES > 60 27 1 B4, SGLT-2 #ij il 41
21 LT BRA & A DKA 9 XU 85755 (RR =2.73,95% CI
1.84 ~4.05,P <0.001) ; BMI =31 kg/m’ [f) i3,
SGLT-2 #i| 41 Lt Xt A 20 & A= DKA fi U B 755 (RR =
2.73,95%CI 1.82 ~4.07,P <0.001) ; ZE 38 F7 B[] >
52 JE A v, SGLT-2 41l 1) 20 b Xt B 2H & A= DKA
WX 5 5 (RR =2.73,95% CI 1. 84 ~4.05,P <
0.001) ;7EZ5 YR R4 rh, A% 51 ¥ (RR = 4. 82,
95%CI1.70 ~13.64,P =0.003)  #4% %% (RR =

4.10,95%CI 1.11 ~15.20,P =0.040) L% BE4H & A=
DKA 7 XU B g, UL 3R 3.
3 3t i

AT A 26 A~ RCT SCHR, 7% 1 VERTIS
EMPA-REG  OUTCOME, DERIVE, CREDENCE,
IOLITE , CANVAS . DECLARE-TIMI58 %5 3¢ F SGLT-2
PR R RS, SALE 2 56. 6% , 25 K427,
fdi FHH SGLT-2 #1233 hn T2DM f35 & A DKA 9L
B, )R SGLT-2 il I 41 1) DKA 4 K& Az R AR # AR
(0.29% ) ,{H SGLT-2 il 57 41 A& 4= DKA XU A3 5k 2
T X4 (RR =2.71,95% CI 1.84 ~3.97,P <
0.001) (i —2PAT WA (L FHAFE IS (BMI IR 57 B[R] K 2)
Yiihe) o3, 45 R A s A SGLT-2 il 57 384 hn 1™ 4%
% >60 % BMI=31 kg/m” JRIFIFE] > 52 J& )k A
T2DM 835 J A DKA f XU, [ B 17 ] R A% 27 L 35
FHEIRIT I R & A DKA (19 UG 3w, (HIR&6
TN SCRRECR AN ] K SR 258 & ARy, 5
AT e PEREAR, A5 75 9K SGLT-2 414l 57 AN [w] 245 9 A
Kb 5 XTI A e N LA AIE o
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] WA if ft ) [P 7 2 A AR ”
fe # DKA Fff JsRiiEie DKA =i sy BE(%) RR 95% CI BRI
Zinman %2 4 4687 1 2333 3.7 1.98 0.23 ~17.81
Neal 25131 12 5790 3 4344 9.5 3.01 0.86 ~10.64 _‘_
Wiviott Z[4] 27 8575 12 8570 33.2 2.26 1.15~ 4.43 :
Allegretti 25 0 157 0 155 - - -
Araki 2(°] 0 123 0 60 - - -
Aronson 27 0 308 0 153 - - -
Bhatt %8 30 5291 14 5286 38.8 2.15 1.15~ 4.02 -
Cannon %1 19 5493 2 2745 7.4 4.76  1.12~20.36 .
Cho 2(10] 0 36 0 35 - - -
Dagogo-Jack %11 0 309 0 153 - - -
Ferdinand (12 0 80 0 77 - - -
Fioretto 2131 0 160 0 161 - - -
Raven 25 14] 0 1048 0 332 - - -
Sugawara %13 1 158 0 159 1.4 3.03 0.13 ~73.56 —_—
Han 2[16) 0 73 0 66 - - -
Hollander Z£[17] 1 888 0 437 1.9 1.49 0.07 ~36.22 —_—
Kang 28] 0 328 0 66 - - -
Ishihara %% = (19] 0 168 0 87 - - -
Tto 451201 0 32 0 34 - - -
Ji igt2t] 0 339 0 167 - - -
Kadowaki %22 0 70 0 68 - - -
Katakami 2523 0 169 0 171 - - -
Kawamori Z£[24] 0 182 0 93 - - -
Liu 225 1 53 0 53 1.4 3.0 0.13~72.03 T
Lu %20 0 304 0 153 - - -
Tanaka %27 11 2200 1 2197 2.8 10.97 1.43 ~85.02 P
it 106 37021 33 28155 100 271 184~ 3.97 oo o1 T 10
BRI o =3.441,df =8, =0,P =0.901 SGLT -2 HIbIRIZL %ol ez
B IR R . Z =5.022, P <0.001
F3 A[FENEEHE KA DKA R 5317
Tab.3 Risk analysis of DKA in different subgroups of patients
5 H 1% MR Xif B4 [i] 2 204 N A A SRS
) (R 880 CRUBY B850 (R 250 RR(95% CI) PIH PE P (%)
AEIR <60 % 3/8640 3/5624 0/3016 2.38(0.38 ~14.75) 0.351 0.941 0
>60 & 136/56536 103/31397 33/25139 2.73(1.84 ~4.05) <0.001 0.651 0
BMI <31 kg/m? 7/13650 6/8968 1/4682 2.42(0.52 ~11.59) 0.272 0.972 0
=31 kg/m? 132/51526 100/28053 32/23473 2.73(1.82 ~4.07) <0.001 0.643 0
BT E ] <52 J& 3/9678 3/5715 0/3963 2.38(0.39 ~14.75) 0.356 0.944 0
>52 & 136/55498 103/31306 33/24192 2.73(1.84 ~4.05) <0.001 0.651 0
2iRh RS 27/13714 23/7497 4/6217 4.82(1.70 ~13.64) 0.003 0.282 14
KB 39/17176 27/8541 12/8635 2.26(1.15 ~4.43) 0.021 - -
BT 6/10498 5/6863 1/3635 2.28(0.39 ~13.66) 0.372 0.845 0
BAEF 22/11242 20/7378 2/3864 4.10(1.11 ~15.20) 0.040 0.512 0
RAEF 44,9777 30/4991 14/4786 2.15(1.13 ~4.02) 0.020 - -
HA 1/2769 1/1751 0/1018 3.03(0.14 ~73.56) 0.502 - -

DKA VRl PRI I A f ™ 1 — 2, A g

IR BN ﬁiﬁi‘fﬁ%
Kang %}[18 W4t

M2 Hh 7 2

= Kl RFE B
7N, SGLT-2 il 77 3 £ ) DKA

‘?‘ﬁ DKA A EE, ' B8 28] 260 B 114 95 Bk o5 46
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7, FPRVBHE A 2 W 751 2 B8 W T B R R B 5 3%
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0 SGLT-2 #7715 250 1) DKA 3 5 AL s T e,
B R IE# LS PE DKA B AT SGLT-2 #3530 DKA
FHRALHALFE LR JL AL : (1) SGLT-2 1] 551 5 BB &
A R/ 5 2 H(E 0, S S0 A 7R R ) E R
FiorettoF " % B KN H L A7 7 SGLT-2, 3k 4% 31 ¥ [
A A AR 30 A9 )L 2% 5 1 42 SR R 5 o AT 0
[ MBE 2 . Kawamori 257 Xf H AX T2DM 834 #F 5%
SERARIR , RN B0 4 ol J e AR 25/ 9 5 3% BB i T
25% ,[H SGLT-2 JE7ER S o 40 1k, 0] SGLT-2
S D 1 I W 2. i SGLT-2 411 i 57 ] 22
o B TR R W 2 Rk KO T (AR v I
W/ I 5 2R LB I a8 11 of A 1) 25 R0 7K SF- B
BN o (2) SGLT-2 1 il 5514k i A4 ol B O 95 ok 1) 1 P o
W Allegretti 5 FF5T 45 4R IR , SGLT-2 ) 571
R 3 WL I8 B IS 5 B D B E Y R Y
ANERUE L, B0 AR B N ERUE A B R AR
FRERAE 22 . (3) SGLT-2 1) il 51388 43 472 1k i i R S A
T4 IR A A5 J o Tshihara 2500 fF 55 % B, (4% 31 14
DARE AL A 2 7 AR H A S i 4, T 3 o 2 A
U R S Ak o i R TR o, A R AR A DL P Ak
L AR TR (R IR E A R b & S A
WEFE ZEIA, (4)SGLT-2 fil 71| B F R AR i
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[ Abstract] The clinical data of a patient with relapsing Madron syndrome complicated with dilated cardiomyopathy

were reported and the literature was reviewed.
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[ Abstract)

in all primary or secondary kidney damage. Clinically, it is mainly characterized by abnormal urine, water metabolism disor-

Chronic renal failure is a syndrome composed of a series of symptoms or metabolic disorders that occur

ders, and electrolyte imbalances. According to traditional Chinese medicine theory, the spleen's transport and transformation
function requires the warm and steaming of kidney yang to generate qi, blood, and essence. The kidney essence must rely
on the nourishment of the spleen's transport and transformation essence to prevent biochemical stagnation. Chronic renal
failure is often caused by spleen and kidney deficiency, which is related to various factors such as congenital deficiencies,
irregular diet, internal injuries to the seven emotions, prolonged illness without treatment, and excessive sexual activity that
deplete the vital energy. Therefore, treatment should focus on nourishing the spleen and kidneys throughout the process.
Black Rehmannia Pill is a common self-prepared traditional Chinese medicine, which uses Atractylodes macrocephala as the
ruler, Rehmannia glutinosa as the minister, jujube as the accompaniment, and dried ginger as the agent. It is often used in
modem medicine alone or in combination with Western medicine to treat chronic renal failure, and its efficacy is quite good.
This article reviews the mechanism of Black Rehmannia Pill in improving chronic renal failure from the aspects of adjusting
gastrointestinal hormone disorders, strengthening intestinal mucosal barrier, regulating intestinal microbiota disorders, regula-
ting brain gut axis interaction, protecting renal function, and correcting renal anemia, in order to provide reference for the re-
search and clinical application of this drug.

[ Key words] Chronic renal failure; Black Rehmannia Pill; Mechanism; Research progress
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[ Abstract]

before surgery. The pathogenesis of GCP is still unclear, and may be related to surgery, chronic inflammation, EBV infection,

Gastritis cystica profunda (GCP) is a rare submucosal lesion of the stomach, and it is difficult to diagnose

and abnormal gastric motility, etc. The clinical symptoms of GCP are not specific, and the significance of ultrasound endos-
copy (EUS), EUS guided perforation biopsy (EUS-FNA/B) and CT examination is greater in the diagnosis of GCP, but the
pathology is still the gold standard. GCP is primarily treated through surgical resection, with the choice of procedure follow-
ing the principles for treating submucosal tumors. In this paper, we will describe the pathogenesis, diagnosis, and treatment

of GCP to provide a theoretical basis for the diagnosis and treatment of GCP.
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B IE SR A IR T 1 BB, R S R B W IR AR
TEET 22 2 1A UL A S RO AR Il 751X, (L 286 M6 o o
— HR UL TR 5T J2 BOAR [0 7 BTG 0] 75 94 R g 728, 7 g B PR
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GCP'M™ | Li % 5d@ it %t 7 B GCP H % Bk BUEAT 4047, Ba b
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Research progress on the potential of Niclosamide Nanocrystals in the treatment of gastrointestinal stromal tumor
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[ Abstract)

main method to treat localized gastrointestinal stromal tumor. Currently, several generations of tyrosine kinase inhibitors

Gastrointestinal stromal tumor is the most common mesenchymal tumor, and surgical resection is the

have been clinically developed to target the pathological mutations of gastrointestinal stromal tumors, all of which have a-
chieved certain results. However, resistance to tyrosine kinase inhibitors often develops after 2-3 years of treatment, leading
to treatment failure. In recent years, niclosamide has appeared in the public eye as a drug with anti-tumor activity. Due to its
poor solubility and other reasons, crystal preparations have emerged to better exert its anti-tumor properties. This article
combines the current experimental basis and related mechanisms to explore the possibility of combined administration in gas-
trointestinal stromal tumors resistant to tyrosine kinase inhibitors, with a view to developing new treatment options for gas-
trointestinal stromal tumors.

[Key words] Gastrointestinal stromal tumor; Tyrosine kinase inhibitor; Niclosamide; Mechanisms of resistance;

Combination therapy

& 13 71] J5i 984 ( gastrointestinal stromal tumors , GIST) J&—F &%
TERAETE N IR T 6] 5T Cajal 4H 0, J2 B 38 fe W UL Ao ] i
VEPERDRT ' BRI (6 ~22) /100 J7 H 3 5 0 1 4F
B AETE 55 ~ 65 % ,20% ~30% (135 (I 7E4 i K I B B ¢ 30
TH: R, T AL K rh K B ik 20% (9 5 A D GISTH
GIST {ilm PRI AT , T 2ALHE I I AL A R B0 155
FERT L FARMIAVEVIBR LT GIST M EE T B (ARG H
B BEER B T M MBS o KA GIST Jh T
15 184 B 1) 751] ( tyrosine kinase inhibitor, TKT) B IfiL /N fiT A= A= 1
F Z K o ( platelet-derived growth factor receptor alpha,
PDGFRo ) 13 [ 58 4% filr 5 350, IR PR B & T A TKT,
SRR T 71z ih AT, {5 GIST % % R 25 Pk i ik TKI 3457

RIRCRIIT TN e 4E G RT I R B3 B A KR T 32 1k
(epidermal growth factor receptor, EGFR) &8¢ ik T GIST 1Y %
HERE, R, SRR g — Rl e g 2590 ik A T AT
FRIER , Bt %o HL 24 W Rk i 2 — 28 T A, V5 A BE O TR B R K
IR RLETT AR . SCREEk GIST Ay % i HLI  TK it 24 ) 75
S TKI 25 HL ) K e 22 GIST 5 EGFR (1 83 | S fiF 490 fiie 7E
GIST Hh i R T, LA B SIS M e 4 K & i Hh B E — 2538
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H AT 58 2 B, KIT 5642 5 PDGFRa 2848 7] WL T 75% ~
80% 1 GIST & A i v, KIT 28725 38 13 {ff 1 5 4 it =% 1 1) 2=
KB F 3244 KIT/CD117 B 40 Ji o028 I 228 B B e v, 5%
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[ Abstract]

Health Organization defined it as one of the carcinogenic causes. After infection, patients may experience gastrointestinal

Helicobacter pylori (Hp) is a gram-negative bacterium inherited from the stomach. In 2017, the World

symptoms such as postprandial belching, nausea, bloating, and abdominal discomfort. If not controlled, it may increase the
risk of gastric cancer. Therefore, eradicating Hp is the mainstream view for preventing gastric cancer today. In recent years,
there have been numerous research reports on treatment plans for eradicating Hp, including dual therapy, sequential thera-
py, concomitant therapy, inlay therapy, and the Traditional Chinese Medicine combination therapy. This article summarizes

the research progress in China, in order to provide theoretical basis and guidance for the selection of personalized and pre-

cise treatment plans for eradicating Hp patients.
[ Key words)

44 [ TH2FT B ( helicobacter pylori, Hp) &%ttt A | 4% 3 1Y
BRI Z —, R DALYy T 8us)E, Hohe
ANRT LA 3K B8 1 T 0 1 A 1 S I R At 15t 977 , B 28 3 B
AR . — T4 Bk Hp JEYL AT IR AR Meta 4047 38 52t o
oK 62 A N5/ Hb X B A T A, AS ) X 5% 22 ] £
Hp MR 2 AR, AEAE R — E /0K, Hp JER S FH M 2
TR E 2 MR A 1K (4, T IR AT R R —
TE T W, TR 2280k 8 b I R AT R AR R . 2021 4§
6 F, v FEIBE 4R O A% Gl T iy 42 il BT A5 B8 2R A7 e Tl 1] 9
FEBERRG B 1) 1B A5, 48 3R [ R | TSR 1 R o
iE 50% , A ATERR YL AE 35. 4% ~66. 4% 2 ], HATIA
9 ARBE Hp & B0R B96 i — IR B it , LB A 0B R B 1
RYERNL A EH B ZE ARG KB, — 2 RE L6
T E R &R o R R Hp BT R rh iR 254
JF 2 (PPL) #7278 18 2 Jm BR P, ME DLk BT i i/ oK.
Rifi 5 B2 AN DT i 25 R S5 1 2 TR, 25 2% 5 388 Al 7 A W it 722 R
K, ARG Hp 2t T Z1EHE, SCREMIT AR AR R Hp 2%

Helicobacter pylori infection; Eradication strategy; Research progress

YIRIT T S BN BT T A — 2Rk
1 BB E R

A VIR TR A A% 0 UL B — D AL D 3 X AR T
[l —ZEBE I R (ANAC B A 4% ) [l It I G (9 o WL Bl Tl T A4
Bt Jy T Z5F 22, J A T LISE o 5 A 329 e g K DRI IR
BPZE FAEHE'S . HRTC B, W T R S e 1 B B 4

1 70% , + A5 WAz ik 80% , i T BOIE B VR T ALk 5
POWHI T BN R . AN, Hp 2338 i 2 Bl Ll 5 5 15 5 2 B 4t

3 RIS, DT S8 5 98 F LR

2 B ERRREATR

2.1 BUPIFE RO DUAE RN A AW, DL I AR
SRV ) B, 1A 1R TR ) 6 47T A 3K A 70 245 17 o ok ik
S I R b X T ey A RO Hp, ’dﬂ&T?E%E’J?ﬁ‘%ﬁﬁﬁ
e U I LA 8 PSR A AR R R A 2 A
FEFIRYT Hp YL, B 0 i T A 5 JTFU?EJEVM%{JA
& i B pH I BT 25 7E B WO BB E M, BRI 251
AR IE , S LR 25 Wy A% L T I A P 8 S o e 5 o s



BEXER 24 7R 2024 4FE 10 H 55 23 #5510 3 Chin J Diffic and Compl Cas, October 2024, Vol. 23 ,No. 10

- 1275 -

PEARIR AR YT, J 9 i w2 — Bl 50— R 400 1 591, 8 G R b 8
T B T ihsus Atk B RS 50%, 2B 2
UM (828 PASO Ik JC T M 1) Ak A2 , REAS T 336 e 410 1)
20 BT 2 1 T LD T IR G 0 1 B I A0 R L O R P i TR
SRR T A, B T L 22 B A
L AR B AR, B DT Hp BOVE T BT SEPa AR A O 2 A
THRRIHE B MBI bIA: R 22—, Hom i 4 2% B
IF) 24 240 T 40 B (1 15 O 4R LT TR AR . A WIS s, g B
BEPHARIR A BT 1230 590 % Hp SR B A TR YT, Wl AR 3
R 2 RS S, B S e AT B G BRI A YT
Xof g T U T B B T AR 50 BB TR T A ARk 84.17% , Hp
HRERZEN 72.53% o AH7 & 30 AT AR AE T B 5 VG bR 5 200 1 400 i e
A R 28 SR 2 e B 245 5, BELUT JL A P, T BEL 11 200 45 240 i 2
A R S, BN BR I T S 5 s DU 3 3+ 344 o 5 2 pHL,
o8 A 1) WA PR AL 35 R, 75 B o T M ok, 4k T 2 AR
% Hp %2 o

CYP2C19 J2 T Il o — Folr 4t 5 = B2 25 4 a0 il %) 36 A1, 5K e
fiti 2 SRV 2 259, AL 45 T2 IR, BT CYP2C19 B
SR 2, T B YRR D | R SN, B2 AR B Hp
R T A SCER RS R B, A AR T 2R ) A2
CYP2C19 [ 2 5 /1N, iT REFE T4 AR5 230 7 IR A1
Whste, JLF A CYP2C19 VR, H 5 HAWZG Y i A B AR
FHEAG, Tk B R AL B i B) B PR Y7 A, O T SR A5
RH AP AE MR Hp I8 % h i 2e 4tk | TH RS kA
of A ] SEAT PRI I3 J T R B B P AR B O R 5 A R
FI gt BT S P AR DU B 7 S AT AT, R 2 FEIT T IR
Yo 1 T URAT PR AR R SR A 2, E B R BT B P bR B
AR A% . X —F 58 058 R WU L FEAR G Hp B % et
AL T SRR
2.2 JFHYTE R TUTBUEARER Hp A RO k2 — I
PRARIE B 18 75 B2 A R R G TT 254 , LAk 8 B3R 7
SR T TR T IRYT L AR v Y B R E A B e e
SEPUARYA Hp M. MR Hp P BHTF IR 0RT 5 d B H T
S R0 BT VAR AR S 5 d RS T AR 3R v
LN RS e 1 AR A T, AT I8 B AR B Hp &G miE 9T A
o EN—IZEAESHR Y S A T 9 TREHLXT BEBFSE
AL 835 B, B oRF BT M Hp ARG RE T 7d & 10d =
PIFIL(P=0.002) . FHIFIEARRN Z4RE 7 d 10 d
SHRIT IR IO 25 S, i — 2B U A BT o0 T AR BR Hp
TR B AR 25 . 3 — T B A e AR X 0 A 5% 3 T, ik
Fhoy e 25 14 d R BRYT ¥ 14 d [RAEA 3%, AR R AL R #0 78
90% L) I~ 7EZ0)E ™ BFFT R okt Hp B R AR R S himk +
BTECPEMGESEIAYT 5 d JE e FHIR R IERIME + HIRHME + S 8 R
PREEVEST 5 d, R Hp 1R R ik 94.49% ,iESZ 10 d 87
okt Hp BAT WA BR R MEEBUAEZR T Z 4 A, Hp i
EVERZREE LA AR, I X 2 R 25 7= A T 25, S 53 Hp
HRBRII . BRI, TR BT (AR YT 7 58 7T L 47 Hbfig ke Hp
RIS Wi TR, B s R PR T S SR AR G S, Ak

Hp MR35 2 W60 g A5 i DU 167 25 87 397 ¥R 3R 7, B P 3R
ZH PP ITT AR R I R S A0 3 5 T IO ZH (P < 0. 05) ,3iE
S BT IR AR B IR Hp ARG 2R WOE B ANROR YT %, sk
BT RIS T . AT IR, BT S d R FH R T 4 8
BT 55 PR 11 AR , BT 5 P AT 2532 Hp 40 P4 BE 1T I B0 A TR A
AR, BT~ AN 550 ) G 125 5D A ) B R 43 AN B Hp,
H 5 RTEEPOARIE & (6 F BT, e 35 52 S ARBR Hp MU 5
5 R BT + iR + HASME D IRRYT , R R
ERABRRMENEE R RKANEERAR, S pH g
BOFAE , BERSIRHE 24 h TR s AN vk 13, %4 F Hp 40t 42 il
A% BRI B RS TT LL5EE Hp 20 4 20 0 BE A1 20
5%, E AN AN P, 5405 79 DNA 454, T3 DNA f91E % &
AL
2.3 PERETEE SRR T AT Hp YL 259, 5
ST N, BESIAAR B AR B, 380 86 2R 11 4000 , A 0 A
BEATSIRE R 2 45, AT 2 5 B0 A9 15 0 o b, ik
FIMTHEAFERET Hp WK, 2 % A R B 4, s 2,
o R TR A TIBAT B, 0 o e BT BT A 1) 2R A R B
TRV A TG , T 0 ) BT TR R AE 20% ~ 60% o LA Sk K
PP RERG A B R A AR S E AR, KIS R IR A E 4
B URRTE T S, 400 P S g , LI R B 0ok T 2 40 i 5L 108
4 L B B DA F U . PR A g — RS e ik
R 28, YAk IR 0 1 1 ( Maastricht V) P
SR I A A R i G Al R DU B T 3k, B o )
PPI + i hii 5 % 500 mg/bid + H i B 400 mg/bid + Fif 58 PG AR
1 000 mg/bids7 2 10 d g 14 d, X FANE B AL & 0 5,
PERYF IR AT — G IR YT T . B EA TR R, 10 d
PRI B JF BT i B A B DU T o T8 1 5 4 s 1)
BIRYT  FEGAR I RS R T T TG 22 501 . T #E X 835 1 Hp AR R
7,10 d SRR DU BRST k 5AE RYTIRE  T R BT R A
R BRI T, 10 d B B0 DU Y v K BT Ik B T
PERFIE . ZEIRFRD Y IEGEh, R BUAE R 2 9 Hp MRy
94.87% , 1% T ¥ BUI7 ¥ 4L 73. 68% 1 ik 7 PU BT 15 41 14
87.5% , H.3 4UF kB B A 2 3T i 35 95 S5, U T
7% T Hp BIVE 3 MR AR B3 . & T8 RSO 7 T
] P 2 5 H A R TR 4598, AN B T4 BR S0 b R, R i
FUPOI 5 %8 Hp HRBRR I 50 885 T 2 6 550 DU BT 125, R R R %%
HE R AR T B B DU T 15 o 0T T REAE T 400125 25 M F
P AN T P T X L 08 e A, 0 R AL 3 A
FERF B B LA S, DB IR0 A J 22, O3 1o B DA, K
PN B RN 28 B BA — e SR, dhmisg hn 1 A
S B
2.4 HHRITEE  HERORITENRE AT IR BB W 2 AER
IT DTN LSS 0 AT AR S 3, BRI ARYA Hp M
SEE. RS WIS AR 14 H YR F I S 14
H Bty e AH H B 3 5 1 Hp AR BR S A7 IR MM I I 1
KRR R AR, —IESMIFE SR IR AT S BT RS
FEHEAEIAYT J7 b e LA AR R (97 A% R B, HLIZ) T 5



- 1276 -

SEXET 4R 2024 4F 10 4523 345 10 1 Chin J Diffic and Compl Cas, October 2024 , Vol. 23 , No. 10

IR BRI o N (R R I + B 327G
M) xT d+ (BREFHIME + BT ZEPYAR + SO R + M) x

7 dVESARER Hp S IR ST, R IR G741 ITT F PP AR
bR 1R 97. 4% (75/77) F1 98. 7% (75/76) , Ut IR A 97 15
AT Hp B —23R97 . M I N Al BELE T Hp A %)
T SRR AR TR 24 BE DAL, ELA () 40 T4 =2 8] RT3 ok Ok A% 326
TiE 24 56 PR, R AT o R 2 S 24 T T T 1 RE 8 e IR L
TR 245 ()RS, O e AR A B £ A, £ AR Hp RCR
2.5 WEGBayTEE HAET, X Hp BRI AR E T — 2
ROL R Jm b A AR s . A IE SISy 2y
WRE Y7k AR A HRAE O AR AR 3, 0 458 it AT B L 9% A
Ptk ROR A, 5 =107 RIS T Hp ARBRFTE 72.58% ~
94.44% . HstAr W, P BE 2T ARBR Hp RO R LIRS T
UFrIRCR FPEﬂdﬂ Hp R  “3:7 i9 P 5, i 7 Hp Sk
FRAR AR IEAR G, LB AR SE, L R 555 S A T S B
R HAR SR T IR R A Pz A7, A0 PR 2 4 T
)2 L, A7t A Bl SRR A, kS A 2 A T
JE Z SRR FE AL o T, 1 45 U, B B A, IR A BOE
HE AR B 45 2 ol B PR R AT il Hp S 24 XA, i
A5 T 25 LA I AN T 2
3 IMNEERE

1T Hp BULBR T S 308 I 1A B A2 41, 38 ] fE 3 OH:

b AR GEIP , CLAE 22 R GEBNN | B2 I | LB L MR B
OB AR i SRR TR S5 . PRIk, Hp
BORRBR G 2, HATX ARG Hp 3697 WH 5 iz di T g, 42
FERURI I ¥ BT IR PRIRT I BRI T I AR, e KRB0 T
WA Hp CR B3, HA FQEJ“%U" [Fi) if 4 B v I 25 1 5 97
EZ VAT L BRAT R TS RO 3, TR BE R B A IE ST S BT Y
BRI T 0], 4R, Zliﬁ?lﬁﬂf.tﬁﬁf#mﬁﬁﬁ‘@ EZ RN iv)
I TRJ R SRR AR B — 2, B Z RAEA 2O, A 4
JERETFEARSCHETE , ARG Hp BV AL S BEOB AR .
S 3k

[1] Van Leerdam ME,Tytgat GNJ. Helicobacter pylori infection in peptic
ulcer haemorrhage [ J]. Alimentary Pharmacology & Therapeutics,
2002, 16 ( Suppl 1):66-78. DOI: 10. 1046/j. 1365-2036. 2002.
0160s1066. x.

[2] Furuta T,Graham DY . Pharmacologic aspects of eradication therapy for
Helicobacter pylori infection. [ J ]. Gastroenterology Clinics of North A-
merica,2010,39(3) :465480. DOI: 10. 1016/]. gte. 2010. 08. 007.

[3] LiM,SunY,Yang J,et al. Time trends and other sources of variation
in Helicobacter pylori infection in mainland China: A systematic re-
view and meta-analysis [ J ]. Helicobacter, 2020, 25 (5) : e12729.
DOI:10. 1111/hel. 12729.

[4] Figura N, Franceschi F,Santucci A, et al. Extragastric manifestations
of Helicobacter pylori infection [ J ]. Helicobacter, 2010, 15 ( Suppl
1):60-68. DOI;10.1111/j. 1523-5378.2010. 00778. x.

[5] mesdtde AN, W 0 TISAT R R B AT PR AN AG 1 25 3% 7 U
SEHERE[ ). {8 BE 20 5 il BE AL 7, 2021, 16 (4) :378-382. DOI;

10.16117/j. enki. 31-1974/1. 202104378.
(6] Bdfede, W, T [l I IR RIS AT I E 5 R R () ). A

[10]

(1]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

AL Z4RE ,2021,41(4) .217-220. DOI: 10. 3760/ cma. j. cn311367-
20210201-00075.

Zou YZ,Qian X, Liu XQ, et al. The effect of antibiotic resistance on
Helicobacter pylori eradication efficacy: A systematic review and me-
ta-analysis[ J ]. Helicobacter,2020,25(4) :el2714. DOI.10. 1111/
hel. 12714.

Nakamura S, Matsumoto T . Helicobacter pylori and gastric mucosa-
associated lymphoid tissue lymphoma: Recent progress in pathogenesis
and management[ J |. World J Gastroenterol ,2013 (45) ;7. DOI.; 10.
3748/ wjg. v19.i45.8181.

A AT TR R R Y AT BRI AE 5 AR 3 O
SEHERELT]. M HEECE 5 R B AL, 2021, 16 (4) :378-382. DOIL:
10. 16117/j. cnki. 31-1974/r.202104378.

A, THMOR), FURBR, 55 7 B I EL 1 R R AL S I PR R )
BriJ]. BRI B2 24,2021 ,29 (14) :2530-2535. DOI:10. 3969/j.
issn. 1672-4992.2021. 14.029.

Wang Z] ,Han Y, Xing X, et al. MiRNA-98 inhibits ovarian carcinoma
cell proliferation , migration and invasion via targeting SALIA[ J]. Mi-
nerva medica,2021,112( 1) :154-155. DOI.10. 23736/30026-4806.
19.06179-2 .

Unge P,Gad A,Gnarpe H,et al. Does Omeprazole ,40 mg o. m. ,im-
prove antimicrobial therapy directed towards gastric campylobacter
pylori in patients with antral gastritis [ J]. Scandinavian Journal of
Gastroenterology, 1989, 24 ( Supl66 ). 184. DOI. 10.
3109/00365528909091298.

FN, S5, TS BA S iy e SC B v i) A % o [ S- TP U O
[d]ngEme-2 (3H) -BRA ] 1238 XS5 RRIEL T ]. & pife,2018,
26 (4):284-287. DOI. 10. 15952/j. cnki. cjsc. 1005-1511. 2018.
04.17261.

TR/, EBE eSS TSR e S A A AR N 1 25 3l

Jrwoe [ 1], #7254 2% 35,2001, 16 (3) : 178-180. DOI: 10.

3969/j. issn. 1006-0103.2001. 03. 006.

HIEE. TLIEHIME RN 5L P ARG YT Hp ERYLIE + AR I RS 5

92 tH M AT ROWER T ] T SR B2 4 5 8. 3CH,2016,16 (44) ¢

87-88. DOI:10.3969/j. issn. 1671-3141.2016. 44.075.

Znik . TR SE LWL ] B AR IR 506 7 1A 1T AT T IR 9 A

PG RUEE [ )], b E B EE A2 ,2010(19) ;2. DOI: 10. 3969/j.

issn. 1673-9701.2010. 19.019.

Al-Jenoobi FI, Alkharfy KM, Alghamdi AM et al. CYP2C19 genetic

polymorphism in Saudi Arabians. [ J]. Basic & clinical pharmacology

& toxicology, 2013, 112 (1) :50-54. DOI. 10. 1111/j. 1742-7843.

2012.00919. x.

Kesavan R,Narayan SK,Adithan C. Influence of CYP2C9 and CYP2C19

genetic polymorphisms on phenytoin-induced neurological toxicity in In-

dian epileptic patients. [ J]. European journal of clinical pharmacology,

2010,66(7) :689-696. DOI; 10. 1007/500228-010-0817-2.

ARSCER. AL (2R PA50 2C19 KL R 22 A5 0 BT T S 4 SR ek 7]

BATRIRIT A [ D]. 7 5 R B R E %, 2015,

D]I"‘PPF PWTF R, S5 B RANEBTSEPIpk — T RS & H
KL 31) ek T G R UK 22 FH A T DM R AR BR D U IR T 109 7R

ﬁﬂfﬁ[ J1. W EZ Y5 Ik R, 2018, 18 (6) : 954-956. DOI: 10.

11655/ 2gywylc2018. 06. 042. (T4 1280 71)



BEXET 24 7R 2024 4FE 10 H 55 23 #5510 3 Chin J Diffic and Compl Cas, October 2024, Vol. 23 ,No. 10 - 1277 -
[DOI] 10.3969 / j.issn. 1671-6450.2024. 10. 024 Zj‘-\‘ :[‘7k

S A W2 9 L8 AR B AR AE R BE A AL P Y
I FHAIF 5 30t

FHER FRAFTR

HAWH 1LV B E 2 A SRR B H A R (2021-163)
YE B 030001 AJEL, LU P BE B 2430 — I IR B 24 5 ( 2288 ) 5 I P BB R 2250 — B e IR (ZEEA)
WEEHE . ZHEA, E-mail ; liyanjie-0311@ 126. com

(# ZE] SRR PR O, JOWi 2y 4% , Z2 0P O, IR RS B PR A S i o IR R 2> fae
PO RS 0L 2R AR, AL A AR A ARG T AR L T, 3 2 DR A 0 s S OB A BT AR U KA R, 2
TR 2 T BERE DX LA DXL IR 2R o D'~ AR 1 W2 4148 L AR B A E 23 T2 S /s R I I ok 245 B /E HE2 265
G548, 2 W M B VAR AR . SCREXT B A g BE AT L P B R TR S — 2R3k, il y PR AL s

(RG] BT s ey AH T W2 4340 A8 AR B 5 i R
(FESES] R445.1;R778.171 [ X#ktriRag] A

Progress in the application of optical coherence tomography angiography in high myopia i Xian" , Li Yanjie. * The
First Clinical College of Shanxi Medical University, Shanxi Province , Taiyuan 030001, China
Funding program . Scientific Research Support Project Contract for Returned Overseas Students in Shanxi Province (2021-163)
Corresponding author: Li Yanjie, E-mail. liyanjie-0311@ 126. com

[ Abstract] High myopia is common in the Asian population, with an incidence of about 4% . Most of them are axial
myopia, and the posterior pole of the eyeball is elongated in the anterior and posterior axis. Axial length can cause changes
in the retinal vascular system, such as narrowing of blood vessels, reduction of blood flow velocity, loss of capillaries, and
choroidal neovascularization due to weak areas of the retina. Therefore, its effect on blood flow in the macular area and optic
disc area should be considered in the diagnosis and treatment. Optical coherence tomography angiography can display the

vascular morphology of the retina and choroid in layers, which provides a basis for diagnosis and follow-up evaluation. This

article reviews the application of this technology in high myopia, so as to provide ideas for diagnosis and treatment.
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