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(FEE] BRY SHrMeaaRe B i AH G35 B 1) SBe 52 AN g S ARAE , 38 5 KRB 43 A7 38 7 B8 1 AH OG22
SEFIRFER (CRDEG) e M T AE A, TS L S MEEEBE MR Y e R LTS . Ak O EWEES
S« BT I R A A S Y R PR R B (GEO) BUE 4  REA 43y 989 il e i A< F 100 1)
X REREAS (AT 25 52 TR 0BT , -5 30 2 35 PR AH B8 P2 AR AS A B i AF DG I US4, 79 81 CRDEG. MR ¥ e
IS WAL 1) ARG T 433838 FR AT B30, W B AR AR 73y o IR ZE FTMTC R UG 2, EL A A0 ik PR 36 T A 19 20 i) 114 2
5t # CRDEG M3 2E H B - & A FUAIEAEH (PPL) %5 3l 1 50240 Mr AR S S L IR, A B S Bk IR 5 e 7
E PR M, T i A2 U TARRHIEITZE (ROC M1ZR) 43 BT P4 S B R Feak B X B BEAE A2 T (i LR
BERE 5 0 KUK 2HL 4% G 93 2 I AR AR X = B, SR ) Spearman A i 40 W oG EH 0 N 55 G 3 20 LA A OGP . Mg 2t
FHEILR mRNA-FESR T (TF) B LR mRNA- /N RNA (miRNA) JAHE LS BRI e S I AH (5 5
M. Q@ sh IR INUE 2 15 1 SD MR FRAL REA L3500 MR AE AL | e e - TR M A8 e
M.(DIC)ZH AN A T2 1/ A 26 (e TPO) A, AE2H 5 AR FR& B A C I/ / 9k EL 4R L (B (PLR ),
FEINLG R[] (PT). £F 4656 1R (FIB ). 484 85 (PaO./Fi0, ) i 4s (BE)« ZLER (Lac) ) 5 1 T 202 A UG
A1 JE i F AN A T AR AR CD163 (AT ARV 1 i A5 PR S84 I ADAMTS-13 B7EE K 4F) /K 5 R
IR 28 T B 6 (ELISA ) A 2% ADAMTS-13 LA H: ML A PR 7 (VW) 36 5 R s B 5% - R HRE S
B (RT-PCR ) KA it (1 4031y RNA-150 (miR-150 ), 256 SR A F p65 ik . R - @ A5 B2rsrm gt
IR RIS 591 CRDEG, JRERAE RIS ZH A1 4 25 1~ CRDEG Y363k 1 22 BATAE G H 24 5 L (¥ P<0.05).
F4%E 25 4~ CRDEG 1Y PPI (45, 36T 5 R EE RS R BOSSEME NSRS R 43 31 4L R 7 CCLS 3R 4 s
FEHME-9 (MMP-9). T 4t R i & H CDSA . #afLH 1344k S(CCR5), CD163. MEEEAEREA LS X IEAZH LA H] 5 A4~
HEFL DN () F AT 25 B B Gt (1 P<0.05), Hidt CD163 b MMP-9 S KRR S IEAHSE , Hiflh 3 >3
H R FAI. ROC HIZE5HT R, CD163 ik it RIS Wik aiAE Jr T 2 IS i HERPEL ROC #h4: T FL(AUC)
h0.746 ) o BRBEAE R XL [RI7E 20 Pl 4 A o im 4 J3 0% T B Gei 408 (X P<0.05); AHIGHE Sy
Mrigzn, CD163 5 E WG 2 Hm IEA e . JHHE 0T BR , 2 5 e fE e S e 1A% 5% 5 7 -« B(NF-xB )
Al BEHE CD163 Feik , 1M -5 e FRAE BE M5 A 5 1Y miR-150 7] BEJHHE NF-xB #1 CD163, @ Shys itk 4 4. 5
JHeBERELH LA, MEEEAE -DIC 21K RUfE SR A Ak, B I D RE R As N e , SR BAAMFNINL CD163 " EIWEAN At A /K 1
FhiE, M3 ADAMTS-13 3&PE N R vWE TG AN i A miR-150 R8T | p65 3Rik Li#; e TPO T
KRB TR PRGBS , 5 M BRAE -DIC 41 F A, 22 S S 127 2 L ADAMTS-13: (6.44 +1.24) %
I (1.87+0.40) %, vWF : (224.80+26.19) % L (394.10+22.54) %, miR-150(274*") . 2.47+0.23 [+, 0.97 +0.19,
p65(27441):3.90£0.70 [£ 7.71+£0.63,% P<0.05). Zit Wi AH GEO BHEAESUIIT CRDEG, CD163 1]
BT M B R B I Z5FL RO BE R L B IV Z0ME CD163 J2 3 NF-xB 5 240 F LI . miR-150 F -5 e s
PR B AIEE L DI e 35—, mTPO Tk LIRS
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[Abstract] Objective To analyze the immune infiltration and critical characteristics of coagulation-related
genes in sepsis, reveal the role of coagulation-related differentially expressed gene (CRDEG) in sepsis through large-
scale data analysis, and explore the relationship between CRDEG and coagulopathy in sepsis as well as the potential
targets. Methods (D Bioinformatics experiment: based on the Gene Expression Omnibus (GEO) database integrated
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from sepsis datasets, samples were divided into 989 sepsis samples and 100 control samples for differential expression
analysis. The analysis results were intersected with coagulation-related genes obtained from gene-related databases to
obtain CRDEG. According to the median expression of risk score in the sepsis diagnosis model, the sepsis samples were
divided into a high-risk group and a low-risk group, and the difference of CRDEG expression between the two groups
were compared. A CRDEG-related protein-protein interaction (PPI) network was constructed, and key genes were
obtained through algorithm analysis, and the correlation between key genes and sepsis was analyzed, and the diagnostic
value of key genes expression for sepsis was evaluated by receiver operator characteristic curve (ROC curve) analysis.
The relative abundance of immune cells infiltrated in the high- and low-risk groups of sepsis was compared, and the
correlation between key genes and immune cells was calculated based on the Spearman correlation analysis. The key gene
mRNA-transcription factor (TF) and key gene mRNA-microRNA (miRNA) regulatory network were constructed to explore
the changes in the signaling pathways to coagulopathy in sepsis. (2) Animal experiment verification: 15 male SD rats were
randomly divided into a sepsis group, a sepsis-disseminated intravascular coulation (DIC) group and a human recombinant
thrombopoietin (hrTPO) intervention group, with 5 rats in each group. The rats' eritical indicators [platelet/lymphocyte
ratio (PLR), prothrombin time (PT), fibrinogen (FIB), oxygenation index (PaO,/Fi0,), base excess (BE), lactic acid (Lac)]
were detected. The level of CD163 [the scavenger that internalizes ADAMTS-13 (von Willebrand factor—cleaving protease)
on the surface of monocyte-macrophages| in peripheral blood was detected by flow cytometiry. The activity of plasma
ADAMTS-13 and von Willebrand factor (vWF) was detected by enzyme-linked immunosorbent assay (ELISA). The
expression of microRNA-50 (miR-150) and p65 (nuclear transcription factor) in peripheral blood leukocytes was detected
by reverse transcription-polymerase chain reaction (RT-PCR). Results (D) Bioinformatics experiment results: finally,
a total of 59 CRDEG were obtained. The expression levels of 25 CRDEG were statistically significant between the high-risk
and low-risk groups of sepsis (all P<0.05). The PPI network of the 25 CRDEG was constructed, and the intersection of
genes obtained based on five algorithms as key genes, which were chemokine CCLS, matrix metalloproteinase-9 (MMP-9),
T-cell surface protein CD8A, chemokine receptor 5 (CCRS), and CD163, respectively. The expression levels of five key
genes were statistically significant between the sepsis samples and the control samples (all P<0.05), among which key
gene CD163 and MMP-9 were positively correlated with sepsis, and the other three genes were negatively correlated
with it. ROC curve analysis showed that the CD163 expression level had a high accuracy in the diagnosis of sepsis [area
under the ROC curve (AUC) was 0.746]. The immune infiliration abundance of 20 kinds of immune cells was statistically
significant between the high- and low-risk groups of sepsis (all P<0.05). Correlation analysis showed that CD163 was
strongly positively correlated with macrophages. Regulatory network analysis showed that nuclear factor-xB (NF-xB),
which participates in the coagulopathy of sepsis, might regulate the expression of CD163 and the miR-150 related to
coagulopathy in sepsis might regulate NF=kB and CD163. @) Animal experimental verification results: compared with
the sepsis group, the rats in the sepsis-DIC group had worse critical indicators, and coagulation function disorders were
aggravated, which was manifested by the increased CD163" subset levels in peripheral blood macrophages, decreased
plasma ADAMTS-13 activity, increased vWF activity, downregulated miR-150 expression in peripheral blood white
blood cells and upregulated p65 expression. The above indicators ‘of the rats in the hrTPO intervention group were
improved to varying degrees compared with the sepsis-DIC group, and there were statistically significant differences
between the two groups [ADAMTS-13: (6.44 £1.24)% vs. (1.87 £0.40), vWF: (224.80£26.19)% vs. (394.10 £ 22.54)%,
miR-150 2744"): 2.47 +0.23 vs. 0.97 +0.19, p65 (27**: 3.90 +0.70 vs. 7.71 +0.63, all P<0.05]. Conclusions By
integrating the GEO dataset, CRDEG was identified, with CD163 potentially being the core gene involved in sepsis-
induced immune-coagulopathy. The upregulation of macrophage CD163 and upstream NF-kB signaling molecules,
coupled with the downregulation of miR-150, aligns with the deterioration of eritical indicators of sepsis and the trend
towards coagulopathy. However, hr'TPO can ameliorate these phenomena.
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1 #R57E%E

1.1 AEYEES SR

LL1 REEARSE CRDEG « BT 4 4l e i idis
SRR A B M Ak B % 25 S U RGN Ji 1 A PR R 3k
IR (Gene Expression Omnibus, GEO) BE4E B
FEAIT N 989 IRKFEAEAEASH 100 ) xf BEAEA {7
F R IES B limma (version 3.58.1) X e 250
ARF IRFEA P Y B R T 22 ik ot . K22
FiRHEA (differentially expressed gene, DEG) il i
GeneCards 235 % MSigDB £ FEUAERY 1 649 4>
HE 1A I FE A (coagulation-related gene, CRG) 32
% ,#34%] CRDEG. 4397 CRDEG 3k 2 5, I
R 1 5 44 pheatmap 23 il 44

1.1.2  CRDEG fEMEEAE i (R RS2 A ik o #r -
HRAEILT CRDEG A4 2 (14 Ik B A 12 WisE A4 14 XU D
ORI T RLE, B e AR AE R AR 0 DA v XU ZHRER X
S 2H , PO DR e IR 7 I 2L 1) Y 22 e

1.1.3 & [ -4 H B AH BAE H (protein-protein
interaction, PPI) [ 2% 55 S8 JE K] ) 07 156 « 1o FH 3 (R
5556 A B B AE FIRE R B % (Search Tool for the
Retrieval of Interacting Genes Database , STRING ) 4
## CRDEG #H2C PPI %% . B 550 Cytoscape #f4:
CytoHubba i {4 Hh () 5 a0k, BV R A ot PR 55
7% (maximal clique centrality, MCC ), iz K45 3k 1%, 73
4 (maximum neighborhood component, MNG) 31
RAE ZBUE ) (edge percolated component, EPC), %5
LR RV CRDEG AY1S4) ;5 SR G4 Sl A 4l
TR HURHES N, B8 TOPS JEH 5 Bl 5 RN 3
LA RE NS AE R B iR S FE DA SR A
114 RBEIEIA 22 7R IR I IE L2 Wi AHDCTE 73
BEXTSCHEBE, 7R A 1) GEO $Rdli S b Mk # i 5
X BEREAR (8] AT 238 22 5 00 M, it R 3 = 6
igraph (version 1.6.0) } ggraph (version 2.1.0) £ 3¢
SREEDR AR SCHE A FISL K] . AHDC R (r {H) 4 %)
{H<0.3 FARIHCH AT, =0.3 ~ <0.5 L3E5
3, =0.5 ~ <O.7TIURPAFREM, =0.710K#E
. i RIEF A pROC(version 1.18.5) 2l
BRI ] 1) 32 1 8 TAEHFFE 2k (receiver operator
characteristic curve, ROC #1£%), 313153 ROC 4 T
1 X (area under the ROC curve, AUC), LLPFAL G
BEPA ek 0 EEEAE RO IZ T (L

115 JRFEAE i A U 20 B i 120 430 AT - A ic 45
TR A P A0 O 2 Y R B A R TR A 4R 0

(single-sample gene-set enrichment analysis, ssGSEA )
A A B R BTN A th 25 S A ML R Y
ARG 2 B8 Ao S e A MR R . R R 1R 5 4K
1 ggplot2 (version 3.4.4) Z:Hil -4l LA, s i
PR RS GEO Kdl £ Hh R REAE = F XS 4 18]
AT 225 o T E Hh A A) 22 S AT G T 08 R A
92 240 L ] T OB RE PR 5002 4241 3 A , 55 T Spearman
AHIEIE AT R B RE TN 5 i 200 I A A G

LL6  VAFEM LR 1 . il i ChIPBase $U3 R K2
R AL R 455 1% s K (transeription factor,
TF), i i TarBase £UH 2 3k -5 SCBEHE PRI AR 5C B9 L
/N RNA (microRNA , miRNA ), 310 FH Cytoscape LgLs
G L] mRNA-TF J SCHEHE ] mRNA-miRNA
AR O 45, TR IR RERE B 10999 A G 15530 B 1 8 Ak
1.2 ZhY s giE

12,1 SEHEhY RS - 15 2 SD KRR eV, 10 4
i ARBTEEZY 0.22 kg, 1 T RHR S s o,
BIPIVFATUE S : SYXK (1) 20240002, i Ji {1 77
3 d i, 5 R B IR BB AR o W R AE 2 L i
FEAE - PRECPE ML P BEIL (disseminated intravascular
coagulation, DIC) ZHTA F A 1 /Mt A= % 2 (human
recombinant thrombopoietin, hr TPO )1 Fii4f , 541 5 H .
122 AT @ IRFEEEH KR A TE N
1 A B Z M (lipopolysaccharide,, LPS ; K% 12 % B
0111 :B4)2 me/ke, BE/F#E2h IWLA 1 mg-kg ' +h™
FSH IR N TEALPS 2 me/kg, 24 h J5 KB LI
FEBEAS  PRARTS D | FUBR T o5 T 0 WA S 95 A5 B
LPS i {E 25 15 24 h IRFER B RAS . ) IkaEhE-
DIC 41 KRS A8 WA LPS 10 mg/ke, BJS7E 2 h
PILLSmg - kg + b AOBRE HHEK P T ALPS 10 me/kg,
24 h J5 R B B R AR | PR | FLIR T O
A BRI, 48 h 5 H AP EAR T X A S
IRANBURR LPS Fii 28 115 48 h ARFER FUSARRAS
@ hrTPO T2 K RS N TEA LPS 10 mg/ke,
BEMS7E 2 h LS mg« kg™« h™" AR EEFIK P FEA
LPS 10 mg/kg 5 f-F LPS %idd: 58 U , ## kS heTPO
7.5 ugkg, BEH 1R, #LE 3 do LPS fijEZ k)5 24 h
PR A Bt R L R B AR AR LR T i DR AT B ik
tH ML, 72 h XA 3 G 27 SN 5 LPS a2 1k
J5i 72 h AR AER SRS AS . BT AT R LR L 1 A
PEERKHNB, IR MR A A . AR SRR AR AT
BN EAARUE, T I TR I A ar R4
P AR BB B (R 1L 2022-03-18).,
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1.2.3 Kb KT ik

1.2.3.1 S B IRRAGIN - W H] P I MANEE A
DA R S0 13 A ASCRSI A B /IS / bk E2% 4
HfHE (platelet/lymphocyte ratio, PLR ). 4 IfiL fiff J52 A ]
(prothrombin time, PT ), £F- 425 [ )5 (fibrinogen, FIB ),
A TR (Pa0,/Fi0,) ., Bl 4% (base excess, BE ). ¥
fi#t (lactic acid, Lac )o

1.2.3.2 1. CD163" F Wik 4 i MV 7K -6 0 < R
ANEGTEELL 100 uL, I ILE 0.4 mL AL 5 min,
JI 1 X B R £k 2% 1 (phosphate buffer saline, PBS)
5 mL ZE R I, B0 05, A5 B0 Ah R I e 40 ; TR
2L 2 U, 20 pl 24 MO, A 2l S 8 i
(allophycocyanin, APC)-/NRILKFCD3(1:10),
2 uL S FIR 2¢O EK (fluorescein isothiocyanate,
FITC)- fe it K Bk EL A bt it 6 & &% (Iymphoceyte
antigen 6 complex, locus g, lybg ; 12 10), 2 ulL #4148
[ ( phycoerythrin, PE ) - %47t K L. CD163 #ip/&(1 : 10),
FRIFE 30 min ; 1 X PBS PRk, 437 L AL, 1 FH
T AR CD163" F W4 T A

1.23.3 i A PR A P 5224 il ADAMTS-13
LS P 0 A2 5 PRI (von Willebrand factor, vWF ) 3
PERI « HCERIKINL 1 mL, 7385 L3R5 —80 CLR AT, R
FH D S0 328 W BB ( enzyme-linked immunoadsordent
assay, ELISA) ¥l 1fil 3¢ ADAMTS-13, vWF %1,
1.2.34 S -RATE RV (reverse transeription-
polymerase chain, RT-PCR) #:ill] CD163 I Ji# {5545
T/ RNA-150 (microRNA-150, miR-150), p65 H
ik WAMAGEEIN 200 wLL, I 12 0.8 mL ¥ Ifil
5 min, Il 1 X PBS 10 mL Z& 1k ¥ 1M, #5.Lo 458 M)A i
FIAR, WE 2 OCFF 35 A 1 mL TRIzol # R,
—80 CHRAF . NLJH TRIzol 454 RNA JHGH G H
A0HLE RNA, 8 F miReutemiRNA $2IBGR7) £ 2
i /IN RNA (microRNA, miRNA), 1 JH ¢cDNA 45—
B R £ 3R A5 18 cDNA . PCR S5 : 95 °C
10 min ;94 °C 20 s, 60 °C 34 s, 40 M, N HZE
O i PCR AR CT {8, L 3- B R H- i1 it 0t
(glyceraldehyde-3-phosphate dehydrogenase, GAPDH)
YERNS R 272 kiR R,

L3 GEita i - AW B S b i A Hd b
500K R 18 5 A (version 4.2.2), sh) 505 b
KoV FH Graphpad Prism 5.0 K748 1122500 .
& F Kolmogorov-Smirno 72 X i %8B 347 1E 251k
R, A5G IR A, LAEL £ brifEZs (3 +5) %,

A1) LR FHBAREAS ¢ /850, BRI IR ROR,
LRI R x AR . KBk HE o (B 0.05.
2 % B

2.1 EYME BRI AR

2.1.1 JR#EIE CRDEG : 3 T8 4 1% GEO Fdi &,
HF45 1iH DEG 209 4>, N DEG 208 1~ ¥ ik
HH Y5 CRG g%, 438153 59 4~ CRDEG., R
RIT LR XA 1) GEO St rh R iE FEAR
L% FEFEA Y CRDEG #1738 22 540 H7, I+ 2 il
AR (1),

2.1.2  CRDEG TERFEAE (= I RV 21 A% S0k 43 A
(A 2) « e aE B I XU 2H 18] A 25 4~ CRDEG i 3%
k2 S ARG L (3 P<0.05),

2.1.3 PPL W 2% 19k 4« #4425 > CRDEG [ PPI
WL B 5 PR AT IS 4, e 245 581 5 A6
BEIED 2031 R B IR T CCLS | L5 4 Ja 25 (1 i -9
(matrix metalloproteinase-9 , MMP-9 ). T 4ff ifd 2 Iff £&
CD8A . #4a1b K 5714 5( chemokine receptor 5,CCR5).
PAAZ /A A T AR AR ) CD163 (—Fh T LA Ak
ADAMTS-13 fIETE 5T )o

2.1.4  SCHEIL PN 25 5 F AT MEEEAE AR SC S b
FAZWHMEIAE 25 19 GEO B4 h RS FEA
55X BRFEAR (]S A~ AR AL CCLS . MMP-9 ., CD8A |
CCR5. CD163 [y 3iktm 22 R AA G2 L (3
P<0.05; /& 3), AR E s (E 4), KHEFHE
CD163 J MMP-9 55 feagie 32 28 2 B0 IE AR S, i
b, 3 ASFEPIN U SE . ROC LR AMHT R (K 5),
CCL5. CCR5. CD163 , CD8A . MMP-9 ik 7Ei2 Wt
JHFEAE J7 113 S B s A TR (AUC 39>0.7)
2.1.5  MEREAE = I RURS: 4 G g2 418 4 AT < ssGSEA 41
MR e i (R XU 2EL 1B) AT 20 Tl 628 4t i 4
PEIZE F 22 57 B Geit2# 5 L (1) P<0.05). X
20 F o8 A0 i 323 5 e B v AU, 2 IE A G 1, 3L
H CD163 5 B WG 2 A0k (E AR OCHE

2.1.6  HIEML AR E . mRNA-TF P85 R 2% oK,
KEEFLR CD163, MMP-9 , CDSA 5ifi i ChIPBase %X
PRIEFATHY 34 4 TF FiAACE R IR KR Hr,
55 CD163 MRAF T b, 5 5 7 B (nuclear
factor-xB, NF-xB) J&:f i WA il GES: 5 MeREAE HE 1ML
15 19901 o A 8 13 TarBase 2048 235 B 5 NF-xB
FEH LA SCHT miRNA F9#EA) mRNA-miRNA Ji#%
W28 BoR, A1 30 4> miRNA, HiAd, 5 CD163 Fll
i NF-xB 15570 FAHICHT miRNA 4 miR-150,
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\ ITK

} SH2DIA

(f \ CDSA

\H \ |l CTSO
\ HLA-DQB1 1

\H HH “ Il GZMB 0
’l\ 4 ’

DNMT1
ST6GALI 4
I \I HI\II MYC
\‘ }I \H‘ ETSI
I IL-7R
’ HI‘ H {IH CD5
FYN )
IH‘ \H 0 H | IL-1IRN

it 'h'l’hl\}”,' \|

I
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If H AN | FERMT3
AR AR CD63

i

:

M’r M«WN'

r H'”‘I:‘: i | \| (e
u} | ‘ M 0 W

M Mt M" | i

il

H:GEO ja%lilﬂéajﬁﬁ’:ﬂi CRDEG ﬁé%mlffﬁa%#%%_%lﬁ HLA b EEHLUHENER AR IS RRAS2 Oy RAS 2 2,CCRS
AL T2 5, MTR b 5 A% 2B LIS, EPHX2 A iR 2 ALK X2, DPP4 - JIRIERKER 4, GATA3 iy GATA %
SERTZIGE 3, RASGRP1 SN RAS B FREBEELAE 1 1, ITK 40/ 25 -2 5514 T 40 M 347, SH2D1A S SH2 S5 Flsi A 1 1A,

CD8A g T 4iffu R H & 4, CTSO SR AR O &, PTGDS ARETSINEER D2 A5, IL-2RB 8 41/ 2 -2 3Z2{k B, PRF1 SH 2L
% 1, GZMB NBURE B, CCL5 M4tk CCL5, CD27. CD5 Jy T/B 4R IS 544 ST 40 F, DNMTI 2 DNA FJEEF4E 1,
ST6GALL 2 a-2,6- MEWE FRFEAL I , MYC R bAoA 5L, ETST SR8 £ LA M8 22000 25 E26 SRR 1, 1L-7TR R4
YIS 22 -7 2K, FYN 2h FYN JSUE L TL-1R S AT 26 -1 3244, TIMP1 S 4 J@ IKEH177) 1, MMP Sh L 53 42 JR B A, P2RX1
T4 HEAZ 1A P2X1, FURIN A% A LA S LR VT 51 , SELL "k 442 L 5% CD62L, FERMT3 # Fermitins % [ 3,CD163 ., CD63
R B R TAREY , GAPDH Jy 3- B2 HMBE I AU, CYBA ML 2 B-2450, LRPAP1 IS5 AR IR 12 AR G iR 11 06
BREE I 1, ANXA AR Es B3 B IR LS A 251, RAB27A - RAS JEIER ZIER L, ITGAM A2 oM, CD55 . CD59 ST b
PRI PERYBRER 1, C3ART SAAMA C3a 520K 1, MAPK14 S 22 3L TR ALER UM 14, CR1FAMA C3b/CAb 520K 1, ARGI AR 2N 1,
PLSCR1 iR 1ok 22 2 0% B: 1 1, HP SRR 1, UGCG i UDP- #2828 e e s L 5 R i, KIF 1B 3l 1 ok (I R 1 18,
RPS7 WM S7, CAMP S KFF BT Wk , RNASE3 W% Mi%mamG A SR 11 3, LON2 NIEiZ 8 & 2

1

2.2 BYSLER IR RS,

2.2.1 fEEFEbs (1) BFEEE -DIC 4Lf1 he'TPO +
T4 K Bl PLR . FIB. PaO,/Fi0, )% e FE 20 FEAIK
PT. BE 46%HH . Lac BMeEIELH T (1) P<0.05) ;
{2 hrTPO T4 b iR 6 bR 3448 e B2 4E -DIC 21 3%

(¥ P<0.05),

AR GEO BESE PIEHTAE AR S0 B AR CRDEG 2257 KI5 /M A

222 AMNAEIL CD163" [ REAN K- (& 6): %
THA/NRAEERRIRN 2SS, RS & A5 R 2
OIMTEE AL ABIFGY 3B OGRS A i i M - B /
I 200 it 2R B AR TG AL S5 T B % R N fE ADAMTS-13
PRGN vWF 3% PE) CD163" VR Wk 20 o A
gL IR MEREAE -DIC 411 heTPO 4 K fAMA
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BE A4l

ey
i | S

= R i)

CRDEG

1H: GEO Sy RN FREE 2 , CRDEG S M AH DG 22 5 R kB I 5 1 S it g A A B AR 45 & 2 3(ANXA3),2 JAS R 1(ARG1),
3 JAMA C3a 52k 1 (C3AR1), 4 itk T~ CCLS, 5 Mtk E 73244 5(CCRS), 6 A% / EWEdii R mbrEY) CD163, 7 Ry fMARE
PERYBREE 1 CDSS, 8 Ak / BEAIIE R mAREY CD63, 9 o~ T 4R M & CDSA, 10 NN G ZE B-245a (CYBA), 11 MR A
AWK f i X2 (EPHX2), 12 4 Fermitins 858 H 3 (FERMT3 ), 13 i iy FE A EILRR VI EI | FURIN, 14 4 EEHLSAMEL ST
2 DRB4 (HLA-DRB4), 15 N AN -1 218 1 (IL-1R1), 16 MEEENRE A Z M E H KIBEE A 1 (LRPAPL), 17 N34 R EN
it -9 (MMP-9), 18 Jy &5 IHF 2 B AL 5 (MTR ), 19 A FTHAREE D2 5 il PTGDS, 20 9 RAS i3k [ 52 5t RAB27A, 21 MR
R A KR H 3 (RNASE3), 22 WA H S7(RPST7), 23 Jikf3 L(SELL, CD62L), 24 Jy SH2 53 H 1A (SH2D1A), 25 K
UDP- 4 i ZeME e i M S A B (UGCG) 5 41 b3, *P<<0.05
2 AN GEO Bt b i i AU 5 IRRUS: 24 8 % CRDEG ik ik

1fi. CD3 ly6g CD163™ [ W 41 Jifd WV FrE /K P-4 85 ik 25 i
ZHFFE T heTPO THi4H CD3 ly6g CD163" I 4 ity
AR KR BEAE -DIC 2 TR .

2.2.3  [fil3% ADAMTS-13 Fl vWF 35V (32 2) « ks
iE-DIC ZH A1 heTPO T-Hl4l K UMK ADAMTS-13 i
PEBI MR, vWE $97H85 (35 P<0.05) ; i
hrTPO T 120 ADAMTS-13 , vWF FPEEE e dEE -DIC
ZHkE (3 P<0.05),

2.2.4  HMEIALFE A0 miR-150 1 p65 ik (£ 3)
JHe BEAE -DIC ZH A heTPO - 14 K SN B 1L 1 440 i
miR-150 FIR YR MeREIEL T I, p65 Tk B s
FEZH IR (2 P<<0.05) ; 1] ' TPO T4 miR-150,
p65 FIAYIHMEEFAE -DIC 4% (1 P<0.05).

BR XA BR MGBAEREA

14 -
. AL A
12 — P
a
— — I
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o 10F i '
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a 8- 5 (]
3 6 '
® :
al .
i P
1 1 1 1 J
CCL5 CCRS CD163 CDSA MMP9
CRDEG

T : GEO Jy K: K ik B4l P2, CRDEG Jy 5 AR ¢ 2% S 58 1k AL
A, CCL5 J#afkAF CCL5, CCR5 Mtk T34k 5, CD163
YR BRI RS, CDSA A T AN miHE 1, MMP-9
S 4 R AR -9 ; 4L0A] FLAL, “P<<0.05
B3 AR GEO BRE T IREEEFEA 5 X] A4S
5 AN MEERIE M CRDEG 3k L

-2 2
0 0.50.6 040 [ ]
CD163 -1 1

142 : CRDEG MBEMIAH 22 73852, CCLS MafkHF CcCLs,
CCRS Wb 224k 5,CD163 k% / B MG R br 4,
CD8A T 41K 11, MMP-9 Sy 5L 4 @ 4 i -9

4 5 DHEERECHE CRDEG I SEEM T

1.00

~— CCL5 (AUC=0.783)
— CCR5 (AUC=0.835)
— CDI163 (AUC=0.746)
— CDSA (AUC=0.793)

MMP-9 (AUC=0.896)

— %
0 0.20 0.40 0.60 0.80 1.00
1 — SR

1 : CRDEG M BEMAHJC2E 5 I8 3L, ROC 12N 2% T
VERRERTZR, CCLS #a{kHF CCL5, CCR5 M #afbH 13214 5,

CD163 g itz / B NEAN R bR 540, CDSA kT 4 fifd 5 1fi &
1, MMP-9 M3 4 R 8 1 HE-9, AUC iy ROC i<k Tl

5 5 AMHREERE CHE CRDEG I2WiEEAE Y ROC 12k

0.20
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F1 BEXRRERERER (x+5)

ZH 51 AL () PLR PT(s) FIB (g/1.) Pa0,/Fi0, (mmHg)  BE (mmol/L) Lac (mmol/L)
MeRFRELL 5 225.90 +61.89 14.70+1.77 1.90+0.32 336.30 +25.76 —2.60+1.27 1.60+0.41
JHeTEAE -DIC 4H 5 11.50+3.38 44.09+7.192 0.96+0.30 548047427  —17.5242.72° 1436+2.21°
WTPO T-Hizhl 5 4720+12.38%  23.66+3.08° 1.41+0.23% 88.40+1071"  -8.06+2.09% 5.64+0.80 "

T DIC R ECPE A PIBEINL, heTPO Jg ATEALIM/IMRAZREZE , PLR I/ / R EVAII FE (&, PT RIS R] , FIB g £F 4k 15,
Pa0,/Fi0, W& &85, BE NHI4r, Lac AL ; | mmHg=0.133 kPa ; SIKEREA AR, “P<0.05 ; 5 EAE -DIC 40 A%, PP<0.05

e i 4. Jie s -DICH, hrTPOTFiiz,
10° 10° 10°
w10° | = 10° = 107
i B B
¥ # 10! 2 10
o0 o0 o0
=) O =)
= = 10° = 10°
1 1 1 1 1 1
107! 10° 100 10> 10° 107 10 100 10> 10° 107 10° 100 10> 10°

CD163 (53R IE)

CDI163 (958 E)

CDI163 (53 )E)

7 - DIC A TRHCHE AT BRI, hTPO g NE 4 i /IMiZE R, CD163 il / B AN iR ik iS4, 1y6g itk L 4miE iR 6
BAY  F RSN CD3 Ly6g CD163" 4L 7
6 FAAKRESMNEIM CD163" g e =K

R2 HHAKRIMIEZ ADAMTS-13

1 vWF G158 (%, x +5)

2151 S (H)  ADAMTS-13 vWF
JeBEAELL 5 16.55+2.53 99.30 +22.47
MeTBAE -DIC 21 5 1.87+0.40%  394.10+22.54%
WTPO izl 5 6.44+124%  224.80+26.19

T DIC Jy R HehE A4S g In, heTPO S N 4H i/ M i &
ADAMTS-13 A7 1MLV i A5 R 7 24k 8, vWF A IS M il A2 A
F i SERERRELL LEE, *P<0.05 ; SHRFEEE -DIC 411L%, "P<0.05

* 3 ZHEXRSIMNEIMEZHEE miR-150

N p65 FikLLE (274", x £5)

2051 A () miR-150 p65
iieaznil 5 476+0.35 2234022
MeRFAE -DIC 41 5 0.97+0.19* 7.71+0.63°
WTPO T FiZhl 5 2.47+0.23% 3.90+0.70 "

T« DIC MWRECYE M BN, hiTPO Sy AN A Ifi/MR A KR,
miR-150 J /N RNA-150, p65 W A% %6 st B ; L5 e s Je 4 b 42,
1Pp<0.05 ; SRR -DIC 4 HU4E, PP<0.05
3 W i

ML/ FE TR ot it v LA AR,
20% ~ 50% (1) EERE B85 H B i /AR b, 2R AR
H IR HEA TR ML NI, EL L/ IR R 2
2 LA e ik 66% ° . TR /MR 5
fis E BT e T A2 A T 5 i/ MO S S
BERESN LRGN0, AT B 5 i/ RIG 6 2 SRR
e R AT A S S N S A S AR
SRS GEO BUEAE , i #2155 R EEAE BE 1 AH
ST HE RS H 59 4 CRDEG, Hih 25 4 %t
e 50 v XIS S B A A v R A AP o

AL T CRDEG ) PPI /4%, 3R
FH 5 A G, 435124 CCLS . MMP-9., CD8A |
CCR5.CD163;ROC MLk s, [k 5 St
(23K it 7E M REAE 12 W T S I v PR MR P
AR T S I PR T B 7 2 R 200 MRS S B ey JeR
SRR TR OAER SRR R L ESTR A

CD163 &P, 8 T8 & E R
T R Z BTG , R M8 T A A / B g4
Mo, ALk AL IR, BRI, iRk
PR AT 1) M2 0 [ g e o Pl R v 2 B
9 CD163 ik AT e B, 98/ 0 g 4 58 SR A
A LA A0 s AR P KA Y BE, CD163 1]
RE PR 575 T ELREA AR 7] M2 e RFL AL, fE
MMP-9 F522 5 ik, BN K05, B4 S B s
I, S e L R CD163 1] RERMeRRAE
B2 - BE I ZEELAAZ ORI

AHIGE i A R 4 IR, NF-xB /Eh
e W AT RES SRR B R A T2, B 5 T
CD163 F A5 538 [, — 3 B R ATE R AR 5T
7l . ABFZE RN, 5 CD163 F1 Fiif NF-KB 557>
TAAXHY miRNA 2 miR-150. #1558, miR-150 1]
A5 e TR AT S /BRI A A 5, A IR
TRAMFSE . miR-150 AN REAE hy e 4 12 Wi 4l
(EL I I T A o e ZeE A B I PO AS B A,
MG LTS % DIC 25K BE A e 00,
N Bz 40 MLAIFSE s, miR-150 T B ] RE il 3 NF-xB
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WS 5 MM 5| & i — Z2 50 ™ T 1l ) B s
7 miR-150 TR 51 &I E wedn i
miR-150 7] 38 i3 T IR A AR 3R -2 ot P B 4
B, B, miR-150 F AT AE 5 /Mg - 05
BETR AT | K 5 (A58 AR 5C 98 RE , DA I 24k 2 JHe R AE
LA E B R A I DIC W B R M B HL KA X,
M _ 34 miR-150 &3k Al el Bl g N .

ARHFFE CRDEG 5 60528 40 i 3= = 1 A0 St 43
MrH, CD163 55 Wi i i 2 505 iE AR DG, AT REsE
M) ffe 70 O I U, TR AIF 98 A 1 0 5 AR
G BE R AR AIE AR HETA Y T SR o I 5 28 B it
JINB - PR /5 4T L SR AR I e i R R
PP 30 255 HE A BB B 5 T I /N - e 4
i S N | DAY Nkt 1o =5 7 N e o 1
PR PES T (Acute Physiology And Chronic
Health Evaluation 11, APACHE I1), J3* 51 %% ‘B 3% i P
41 (Sequential Organ Failure Assessment, SOFA) ',
PRI, ARBIFSE LA/ IR - A% /I W 2 SR SR AR E
AR IS e EEE Ve I 14 G 1 UL AR

ANTIGE S S B , MEREAE -DIC K BRAMNE IfiL
FIZ0Af miR-150 33k R p65 23k L, CD163" B
MW 4 ST AR 7K T 5, 523 ADAMTS-13 AL,
A3 053 1l 3% A ADAMTS-13 sl 20, BT vWEF 435
PS> VW I E TR, 2 fE AR A &
I Dy RE B N A9 B2 R R 5 e TPO A DAZESE |
TG 25 L B I ) BE R A A R , 5 TR AR A AE
HARPR SR

g5 LTk ARB ST A 1 GEO BidiE 48 L 1N
S H 5 e R AE BE L AH D& CRDEG , K CD163 7]
SR M AE S -5 1M LA O R BT CD163
K 1 NF-xB 5550 F L miR-150 5 ik
iE 15 T 5 B Ak R I ) BE AT E 35— 3, TPO
AP ARG (I AT T BEAS AR XN, A Reoke
SEA 2 RAE AT IRE , IR R AT X s %
UG R A7k B SE BRI FH
RIZERZE A 1 AR 2
YEBRBAR e FERRA B0 SOHEMRSE R A/
SRR R SCEE | ST SRHUIFIE 3% s A | MR | B4R
B SOMEBFSE RN . G AT . SCHRRPE TR 5 sh Kb < TR
TR, ST / RO, X SCRE (0 R A A TR B T8
FORFBR S 95 S, SR TR 5 B RN S8 R
SR ST 1 IRFRRCR X SCEE R IR P BT R ) 1 5
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