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&R BRAR KE

WE Br  RKTeg 4t U 651 = IR G ARIMEM A4 (ECMO ) T a9 AI547.
ERE . LAIARBIEIIF R IR, Fik #452017 F2 41 H—2020 %4 A 30 BHTHEARE
FRILE € Y9 9% 5 (PICU ) KAE 20 )il K 457 % IRk A % F ECMO 5 - K e B )L, ididiz3t
GaRy kAL A N afe 20, 428 10 4, BIBDIKAE 10 410 U XA — Mk Fmh 14, 1aLTFA
w7, . MAHLTFTERFATR, MABIUANLEWEIFRRLTHEHETE LN 10 X, WEINE ot
WA RS EALE, AR MM HE WS fo b bk tm o B v tm fo B-A4F 2 BE . CD4*. CD8'T @ dy T4
ELISA. RT-PCR #= ELISPOT #& i 5 Bl e 5,72 B T Aoid moME gk A0 T, R 5 1 4akdk, T4
Ffelll4e C R % & (CRP). M45% & (PCT). ## 4 (BE) 23{L. L#k (Lac). -F¥HIErR R &I+
& (P<0.01), &4 /& 83k E (PF1L) Bk (P<0.01), A E#F5HEAL (P<0.01); 9ME 2 CDB3™ #4541
faykss) . CD4*. CD8'T w4 B . CD8" oAt T @ufe (CTL) k. MBIFALEF -a (TNF-a ) #=
# AL F CXCLY & & #= mRNA. Toll # %4k 9 (TLR9). A4t B F CXCL10. IL-27 mRNA. A & &4 A
F Tt TEK B R B048 2 (sTIE2 ) &G4k (P<0.01, P<0.05), #MHE& &is (elastase) *. #ILE-F
% 7k CCR2""CX3CR1"/ CCR2°“CX3CR1"" st . IL-10 fe st s Mk A ¥k BA-F (VEGF) & &, HiEHF
#%% @ B1 (HMGB1) #= IL-17 & & & mRNA, Wl EALA R =%k (RAGE) #= YTH M &G K%
#%F 1 (YTHDF1) mRNA, £ 85k IEArt g 2 &% 2/1 (Ang2/ Angl) & @ &A1 5 F 40 4%
A EEACEE (NSE) B a kx5 (P<0.01, P<0.05), 5 ks, WG EiF5%A 4545, BE 4t
. Lac. -F¥1ErE R#H %MK (P<0.01), PF a7t (P<0.01); #hJE fo CD63" 4% tafeL b fs), fig % 4
R G w9 CD8'CTL i mok %95 B 4, CXCL9 % & #= mRNA & sTIE2 % & % ik 7+ & (P<0.01, P<0.05),
elastase” ## CCR2"™"CX3CR1"/ CCR2°"CX3CR1"™" 1t. %], HMGB1. IL-17 % & #= mRNA. NSE % & &
RAGE. YTHDF1 A B &k A —Z42% T (P<0.01, P<0.05), i %4 EA T EEAF = ERAE
5= ECMO Ji 3R 3 & J 49 %, 9% L) 5 T8 CD11b* 4mftey HMGB1/RAGE/ YTHDF1 i@% . 3% CD11b" Zmjt
e FeMbE, K& Th1/ Th17 el BV R ety , 4rd) £ Em st NI Re R AR R A %
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Cerebral Protective Effect of Angong Niuhuang Pill on the Brain Injury of Children Severe Sepsis with
Extracorporeal Membrane Oxygenation XING Yan, CHENG Dong-liang, and SHI Chang-song PICU of
Henan Provincial People's Hospital, People's Hospital of Zhengzhou University, Zhengzhou (450003 )
ABSTRACT Objective To explore the effect of Angong Niuhuang Pill ( AGNHP ) on biochemical inators,
criticality, immune mechanisms and brain complications in extracorporeal membrane oxygenation (ECMO )
children with pneumonia and severe sepsis. Methods Totally 20 ECMO children patients with pneumonia
and severe sepsis accompanied by brain complications admitted into Pediatric Intensive Care Unit of People's
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Hospital of Henan Province from February 1, 2017 to April 30, 2020 were randomly assigned to group 1I
and group Il by envelope coding method, with 10 cases in each group. Ten children patients with pneumonia
and general sepsis were also enrolled as the group I. Group I was given conventional treatment. Group Il
and group I were given conventional intensive care intervention. AGNHP was given nasal feeding for 10
days at the beginning of pediatric patients enroliment in group IlI. The research work included biochemical
parameters of peripheral blood and criticality, the subgroups of macrophages and neutrophils, CD4" and CD8"
T-lymphocytes in peripheral blood analyzed by flow cytometry, changes of peripheral blood immune factors and
adaptive immune responses by ELISA, RT-PCR and ELISPOT. Results Compared with group I, C-reactive
protein ( CRP ), procalcitonin ( PCT ), the absolute value of base excess ( BE ), lactic acid (LAC ) and average
length of hospital stay increased ( P<0.01) in groups Il and Il , the value of oxygen partial pressure / oxygen
concentration ( PF ) decreased ( P<0.01 ), and the critical score decreased ( P<0.01), while the ratio of
peripheral blood CD63" monocytes, the number of CD4" and CD8" T-lymphocytes, the function of CD8" cytotoxic
T-lymphocytes ( CTL ) stimulated by LPS, the protein and mRNA express level of tumor necrosis factor- «
(TNF-« ) and chemokin CXCL9, toll-like receptor 9 ( TLR9 ), chemokin CXCL10, interleukin-27 ( IL-27)
mRNA, endothelial protective factor soluble TEK tyrosine kinase 2 ( sTIE2) protein in group II and group I
decreased ( P<0.01, P<0.05), while the ratio of elastase* and chemokin receptor CCR2""CX3 CR1"°"/
CCR2"°"CX3CR1"" ( P<0.01), the levels of IL-10 and vascular endothelial growth factor ( VEGF ) protein,
High mobility group protein B1 ( HMGB1 ) and IL-17 protein and mRNA, receptor for advanced glycation end
products ( RAGE ) and YTH domain family protein 1 ( YTHDF1) mRNA, capillary leaking indexes Angiopoietin
2/1 (Ang 2/1) and brain injury factor Neuron enolase ( NSE ) protein increased ( P<0.01, P<0.05) . Compared
with group I, the critical score in group Il improved slightly, the absolute value of BE, LAC and average
length of hospital stay decreased ( P<0.01), and the value of PF increased ( P<0.01), while the ratio of
CD63" monocytes, the adaptive immune response of CD8" CTL stimulated by LPS, and the expression levels
of CXCL9 protein and mRNA and sTIE2 protein in group Il increased ( P<0.01, P<0.05), and the ratio of
elastase” and CCR2""CX3CR1""/ CCR2°“CX3CR1"" , HMGB1, IL-17 protein and mRNA, NSE protein, RAGE
and YTHDF1 gene decreased to some extent ( P<0.01, P<0.05) . Conclusion The interference immune
mechanism of AGNHP on brain complication in pneumonia accompanied by severe sepsis with ECMO support
was related to the down-regulation of HMGB1/RAGE/ YTHDF1, the regulation of the function and the polarity of
CD11b" cells, betterring Th1/Th17 ratio, decreasing endothelial cell injury and inhibiting inflamatory cells entering
brain.

KEYWORDS Angong Niuhuang Pill; pediatric pneumonia; severe sepsis; extracorporeal membrane
oxygenatio; brain complications; CD11b" monocytes; immunological response; endothelial injury; Chinese patent
medicine
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Bz —, HRIEN 22110 T, WILE 9%~22%'",
Hrp B RSN % 4 ( extracorporeal membrane
oxygenation, ECMO ) 55 1/25~1/100%, I
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IR ( EmiREE >38.5 Tl <35 € ). Lahidil (78
MRARTRET T DA = ), R e AR 5 BRI 45 1 P
HYIELE, I HA ISR 1A EE <200 mmHg .
F.#& (lactic acid, Lac) >2 mmol/lL. JRE%T 7847
WA E 515 <0.5 mL/ (kg-h). IfiJLEF >2.0 mg/dL
(176.8 pwmol/L ), IHZT 2% >2.0 mg/dL( 34.2 pmol/L ).
I/~ (platelet, PLT) <100 x 10%L. [ Fx 45 4k
e {8 (international normalized ratio, INR) >1.5 H:
2z — % i AE © . ECMO YR AE 2.
JEE I R, s KL 4R 4> . ( partial pressure of
arterial oxygen, PaO,) / W A< H Y 48 1 7 $
(fraction of inspiration O,, FiO,) (PF {H ) <60~80
A S5 %0 (oxygen index, Ol) >40; & #LALAK
AFHA IR SRR T To RN (=i, — S E A |
PRFEM S ) 5 R HLGE ST (s AE <R
HE >20~25, EiE A >30 ) wiE AR
SL i R I AE PP v (. pH<7.1),

2 YA JHEBRARUE  IARRUE: (1) Jili R A I
— ek EEA (14 );(2) fili %A I )™ FEMAFIE
ECMO ZHRFFIififiE; (3) 4Rk 2~24 A~ H; (4)
ILF KB Z B IERE; (5) ik G I ™ H kT
N ECMO SRR 8 Lt — 20 AR A BE 5 A2 75 B
BRITAIE AL AR 25 Fh vk i ik D RE R A (T J1ekAs | il
1T i s . BEARE. Dk E . B
2, Bk B pERerb . WG . R AR ) ©,
AR I IGEBIT RAEL . HEBRARE : HEBR ABERT & IF
AR AR ERLOILRFLOER . 2. 15
FREFFLOIRAS | A2 R GRS, | VR I A5 PR I
KA BEANAE . e AR . IR . F RS .
RIRLELARA L . ISR . BiZsA% . 3Cuee . iR
ALY . RS . AME . ZirhEE . b

3 iIEARME  ABEE 24 h NAET-RIERIL; i
JH R RESE ECMO S RF To i I & i 2 5 Jili 98 7™
W FEAE ECMO SZRFAF I I & i 0 M R AN i 52 AN
AT B AR HOLI IR

4  FEARAGE R KB E AR R T I,
RIFMERAGIEH AL, FEANE =1.962x [1/100 )7 x
(1~1/100 J7 ) 1/0.032", i 4 4 20 10 il 48 1 1% {H
(0.004 ). X%k EHHRmGE: A2 NRHAFS
Jiiti 4 7™ ¥ Jie BpiE ECMO S ik 48 Ahm Y i ) L—
Mo AL BEE 1. 29, 257 AR
ANHTEGE BRI IR G BSAEL TITARF G A
FrfERe JLAR [R] 5 B A7 R REET, BEVLA U £ 2.8
PR LGS T2 B AR HOLIRTT, JF B U A A T4 i

5 —fggekt WsE 2017 4F 2 4 1 H—2020 4F
4 J1 30 HRg 4 N R EE e LB J00E e i o il 6 &
JEE MR AE S 57 ], A 31 ik ECMO ZHFRI
UFiE, WOAE AT R & JF ™ B EEAE 77 ECMO SR
JL 26 1, Horb 4G s ot Ao 8L 22 1], JEafE
E gt 22 B EILEEHL S WL, A4 T HAE R
MRy W (10 41)), BILAAG S T25
BOLAEAE F LTI Mal (12 471)), Hd gy 2 4]
PRI I 5 AN Tk 52 A RE E A7 722 0 4 B AL 1H iR i i R 4
M, & A DA kA4l 10 il TR i
B it R A IF — M ks hE L 10 ik T 4, Horp
Free fl, w4, Fik25~2350H, F1y
(1258 +7.47) ©~H. T4 106, Ho 516 i,
k4 p, Fi2.3~24 41, P (1274 +£8.32)
A M 10 6], HrbB s 6, Lotk s 6, 4k
2.0~23 1A, ¥ (1215+7.84) ™ H, KPR
AR LEL, 2R Gt L (P>0.05), AR5
W T A NREBAEHEZE 25 1Fd# (No. 2019-
01-006 )

6 IRITINE 1 LA IRIG R R I2YT BT
I RO SR ARIRYT 2, PR 10~14 K. T4
25 7 ECMO 2 £f (5~10 X ), A G0 #L 3% 5 5
J7¥ (7~14 KX), e/t BPhae, RI-0NE
JFBThfeaYY, dEFe R EiRE, Il MpuRg * %
BT (J7FE 28 K ) ML H 4w iiGsr. M4 b
T ARYT R b, BILAAE RV 725 4 L
(3 g/ i, #t5: 16017024, 17017006, Jtatlaf "4
B ARAF ) T8, 34HALTEH 1/4 JL570H,
3MHA~3X M HABIEM, 3XLL EaH 120
Sm, 410 K,

7 WEARPR M7

7. ImRAARTE PR LFESS 10 KA
C % & 11 (C reaction protein, CRP ). [&45% 5
( procalcitonin, PCT ). Lac. 4 (base excess,
BE). &M% /WK IE (PFH ). FIERE KRB GE
HIF5r (40 >80, dEfiH; 80~71, fad; <70, %
e ®) MIRIRYORE,  BFSE A5 AL e AN AN o3 T b
KEHMAE BRI 48z 1 (angiopoitin 1,
Angt). {24 s % 2 Cangiopoitin 2, Ang2) Al
B DR R T il AR TEK S = RIS 2 ( endothelial
protective factor soluble TEK tyrosine kinase 2,
sTIE2) 545 4a%r [ ™ E & B Lac, BE. PF fH.
SERERE H L BRI A I R B i B s i £ 1R
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T2 Tk LB ( neuron enolase,NSE ) | 754k,

7.2 i X 4H A I A R O CD63" WE AL g
M & 1 B (elastase ), CCR2""CX3CR1"" K&
CCR2°"CX3CR1"" Wi #f, CD4", CD8'T 4y L
WA EBLEENL 2 mL AT oA I A AR
1 JE 1L CD3/CD11b"ly6g /CD63" ( H -k 44 iy
CD63" V. #f ). CD3/CD11b*/ly6g/CD63" ( [ I 4
Jfi CD63" W& ). CD11b"/ly6g’/CCR2""CX3CR1°"
W B CCR2°“CX3CR1"™" . # X elastase [ 3
ik, LA 0 200 feL RN Pk 40 A s O S 0 . X
HMEBTEEIM 200 wl, MFMZE (BD AW, 5.
349202 ) 1 mL %L, 1xPBS ¥E%)E, I 20 wl 41
M, 2 wbL APC-/NE$L A CD3 (1:10, cell
signaling A ), #t5: 19881), 2 wL Pcy7- /) Eldi
A CD11b (1:10, Abcam 7~ 7], {it *5: ab212505)
F12 WL FITC- i A lyég (1:10, Abcam 237, 2.
ab261916) & 2 wL PE-fdit A CD63 Hifk (1:10,
cell signaling 2~ 7], fit5: 52090 ), ifin 2 wL Pcy7-
/NPT CD11b (1:10) M2 pL FITC- fedit A ly6g
(1:10), 2 wLAPC- /M Hl 4t A CCR2 (1:10, cell
signaling 28 w, it 5:12199) & 2 wL PE- % #i
A CX3CR1 i fk (1:10, cell signaling 28w, 5
ab267834 ), %k 30 min, 1 x PBS V&G, = FHL.

W] FF 138 20 b 4 B 2 W, [ 2 & WG,
Jn 8 wLFITC- st T A elastase 1 f& (1:10,
cell signaling A 7], 4t : JF0986 ), % ikt 30 min,
1 x PBS VEW= Y EWL. AShn—t, FIEZ ] &
1 (allophycocyanin, APC). #E41HE FIAET Jekl 7
( phycoerythrin cyanine 7, Pcy7 ). SR IEsEE
(fluorescein iso thio cyanate, FITC) & ¥ 41 & H
( phycoerythrin, PE ) Fric (/N BBt A G st A BT
XRUAESE FARLER, MERPIMEX IR, &4 it
B TN, Kaluzal.3 B i g 45 Fh 4 it 1
B, PEATEEE. AN CD4", CD8'T it T 4nftir
FER AR & (IR R L RHA RA R ) #E17m
isRll8

7.3 ELISA 7p#rfesiesr T2 AR
A Al F -« (tumor necrosis factor-a, TNF-a ), [
20 s 4 % -10 (interleukin-10, IL-10), IfiL % N Kz 4=
£ A F (vaseular endothelial growth-factor, VEGF )
KA 5 A 3 1R 1B A R % A [rB1 (high mobility
group box 1, HMGB1). % Bi-T 40 Bl 1 (helper T
cell¥, Th1) Zs#afkHF CXC HIThLik 9(chemokine
(‘€-X-C motif ) ligand 9,“CXCL9] & Ang1. Ang2.

sTIE2, NSE #; il i i ELISA 6 I ik 77 & [ # X
B SO R B A BRA R, k454351 24 . E0008h,
E0009h, EO126h, EO010h, EO0056h, E0143h,
E0399h. E1928h; i AEYFAAMRAF, 5
4 BENE82729] il ,

7.4 RT-PCR & il 4b J& ifn (1 40 B 7 HMGB1
Fo 52 AR [ W6 30 i Ak 28K 7 1) 52 K (receptor for
advanced glycation end products, RAGE ). Toll #f
%14 9 (Toll-like receptor 9, TLR9) ]. #HMuH T &
5501 [TNF-« . IL-27. YTH &5 M3k K %5 F 1
( YTH domain family protein 1, YTHDF1 ), IL-17]
it A+ (CXCL9., CXCL10) FEH #£ ik 4
ANE ML 40 LA TRIZzol %, -80 CTH-FF. A&
RNA Jii 1] TRIzol 45 & A IfiL # RNA 42 B ( Qiagen
RNeasy ) i 7] £ ( Qiagen Biochemical Company,
it : 76544 ) $£HGKAS . #it PUBMED gene bank
Al primer bank #1154, & cDNA i/ cDNA 25—
Fe4 R & (RevertAid RT Reverse Transcription
Kit, Thermo Company, it*5: K1691) 345, N H
SYBR FAST gqPCR MasterMix i 7] £ ( Sigma, 4t
7 KK4608) 4T PCR /2 )if, JfH Bio-Rad #JtE
# PCRAWKIN Ct{E, 2- a4 Ct kiR 5 FIEN
s 3 #EMR I A ( glyceraldehyde-3-phosphate
dehydrogenase, GAPDH ) H# 5 AT Ct i,

7.5 ELISPOT ¥ il CD8'CTL 43 i IFN-vy I
e 38 A I G i BE s A I 7 YA A TN CD8CTL 43k
IFN-~y M9ZIRE, PR SR IS5 SCHk (9], @it 114k
B AN E LA R AR RE Z2 4 (lipopolysaccharide,
LPS) M ¥ J5 09 IFN-~ BE 5508 B 40 B, DL il
CD8"CTL i L 1 fr 2 oy 22 1 L o

8 %tk K Graphpad Prism 5.0 {4
AT 50T ITETERLL X s FoR, IEXI& 4
ITIEAMR I A7 2555 MRS, BT A e S 5
By 22551, WM 4 a) o3k T t K . P<0.05 2K
ERAGIEE L

& R

1 ZE AR (IR 1) B 0k 25 o fili 28 JHe 76
i B ILIL 67 1, FLrR iR il R & I F— fBoMeREAE UL
( 141) 10 fi], 26 575 ECMO 34 i i 48 ™ H iz
SEH, HAP G IFMEO T AohE UL 22 Bl (5B ik
BERL > 22 A AT ( T4) Mg 4t
B CME), Hrfr 2 BIPRIRIRANE 2 A BERE T 205 4
POLTHUMB A, fem g Aorirard] 10 il
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‘ AR PICU % ‘

PR
‘Hmeﬁ%mmwm)” Wide I MeiEsE (10 ) ‘

WHIATT 10~14 K

‘ Wi 3B (141, 10 ) ‘

‘ 31 BIIR K7 ECMO SHFHER %

T ECMO 5% (26 fi] ), ECMO J7
T2 5~10 K, MFUZAHL7~14 K, HAbHrR
PHFFAIT 28 KN

‘ 4 BN A %

A4
FERTERIFRAE (22 1))

(TR 2 41
‘ S LFR (4L, 12 6) ‘ ‘ KA AT (41, mwu)‘
2 Al IS R Kbt
A A4
‘ 145 A4 10 ‘ ‘ 11415 ASHH7 10 6 ‘

B il

2 HAH N0 RIGRFERLR (£ 1) ZH0EE
ABER 1R (71% ) BnH PCT ¥ % >0.25 ng/mL,
ARG A B BB RIA 7 RO R A, Bk
PAERIBITEMSE S K, BILFYPCTHENT
M 1 440 (1.92+0.58) ng/dL, 11 4K (42.25+
8.51) ng/dL, 4% (34.5+5.25) ng/dL, &5 10 K
WA 5 R T (P<0.01),

5144, THIIZ CRP, PCT. BE #a%HH .
Lac. V4% Be K& F+ = (P<0.01), PF {HFFAR
(P<0.01), T AITN4f& & ¥F 4 FE Ik (P<0.01); 5
Ma s, MAREEIT AL, H2ER g
B (P>0.05); BE 4aXH{H . Lac. V¥4 pe KEY
A% (P<0.01), PF1{tiThe (P<0.01),

3 A4l U X AN B H L AR i R R R PR T
b (£2.3) 5T 4iE, T4MmIMm4 CDe3’
W5 240 it AT Hp P R A B I T L 1) R IR (P<0.01),
CCR2""CX3CR1""/ CCR2°“CX3CR1"™" [, 5 #i
elastase’ J175 (P<0.01); S5 M4lrk#e, M4 CD63"
V55 2000 i A mp MR 40 B 0 B LE ) T 5, elastase .
CCR2""CX3CR1°"/ CCR2°“CX3CR1"" . i [% ik
(P<0.05, P<0.01).

5 1A%k, T4 M4 CDA™ Fl TNF-« %
it (P<0.01), IL-10 #1 VEGF F}& (P<0.01), M4
CDS8'T 4iijfu % H %A% (P<0.05), 5 M4 s, M4
CD4", CD8'T 41 s % H #1 TNF-« . IL-10 & VEGF
EZRTgiEE L (P>0.05),

4 FASMNEM AN R TIE (%4) 5
I 41 b, 1040 F0 440 & i F 40 i HMGB1
RAGE., YTHDF1 f1 IL-17 % ik ¥ F+ & (P<0.01,
P<0.05), TLR9, CXCL9. CXCL10, TNF-« . IL-27
W (P<0.01), 541, M4l HMGB1. RAGE.

&1 SHMKIEIRILE (X+s)

4% % EEWS (4r)  CRP (mg/l)  PCT (ng/dL) PF {4 BE (mmol/L)  Lac (mmol/L) “F¥{ERe R (FK)
| 10 86.78 +4.71 5.38 +2.37 0.55+0.23 350 + 80 -(23£1.1) 0.9+0.4 14+6
1 10 59.95+11.24* 5273+2027° 28.31+13.48°  160+75° -(1050+3.2)% 24+13" 37+ 13"
Il 10 6552+547°  44.33:17.68° 24.54+10.88°  250+65"" -(6.2+22)*" 1.6+0.8%° 26+9*"
T 5 1414, P<0.01; 5 414, “P<0.01
K2 FKAHIMNAMEREAIE (M ) FhPkigii (Neu) WHEKFPEE AR R EXTESNT (%, X+s)
EAER 1 I 17 CD3/CD11b"/ly6g™/CD63" CCR2""CX3CR1"°"/CCR2°"CX3CR1"" elastase
M ¢ Neu M ¢ Neu
10 31.76 +10.36 97.99 + 22.27 1.20+0.22 2.94 +£0.53 2.55+0.22
|| 10 4.82+1.59* 24.15 + 6.47" 45.31 + 8.46" 60.13 + 11.01* 5.38 +0.82°
10 16.56 + 6.78%~ 4584 +11.73%4% 20.27 +5.68% 4% 23.82+6.42% 4% 3.78+0.87"%

W 5 14 E, "P<0.01; 5 44, “P<0.05, “*P<0.01

%3 FUSMEM CD4'CD8'T Anifg H =R A 7 e (x+s)
EAER 7 73 T4 (A4 /pl) TNF-« (pg/mL) IL-10 (pg/mL) VEGF (pg/mL )
CcD4" cD8’
10 592.6 + 37.4 429.8 +38.7 950 = 1.95 1.55x044 76.23 + 31:23
I 10 371.2£28.7"* 369.3 + 48.3" 1.79+0.68™* 1515+ 5.87** 398.214 167.20"*
mm 10 4217 +79.25F 399.3+59.6 2.23+0.87** 16.67 + 5.47** 562:05 + 156.43**

W 5 14k, *P<0.05, “*P<0.01
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&4 SHSVEM AN RN T IR (X CTfE, x+s)

3 B%  HMGB1 RAGE TLR9 CXCL9 CXCL10 TNF-a IL-27 YTHDF1 IL-17
I 10 086+046 097+033 205+043 1.67+068 6.96+154 245+030 253:024 208040 1.06 +0.26
I 10 229+0.88" 10.49+1.84™* 0.06 +0.02* 0.50 + 0.10™* 0.48 +0.22"* 0.12+0.08"* 0.20 £0.10"* 9.43+2.52"* 697 +2.04™*

M 10 155+052°4 534:220"“* 0.05+0.02" 1.06+0.36"“* 044+0.14" 0.09+0.07"* 0.21+0.10" 7.23+1.01™* 3.02+1.10" 44
TE: 5 1Ak, *P<0.05, **P<0.01; 54, *P<0.05, “*P<0.01

F5 #HUHIMHK HMGB1, IL-17. CXCLI. 4 AN 5T NSE K IbE (pg/mL, X+s)

4 ik HMGB1 CXCL9 IL-17 Ang2/Ang1 sTIE2 NSE

| 10 0.90+0.29 173.80 + 34.65 116.40 + 45.05 5.37 +2.84 1 353.00 + 233.80 275.00 = 145.30

1] 10 2.22+0.87" 70.05 + 26.46" 1.034.00 = 390.00* 21.01+10.62" 449.70 + 183.50% 1 149.00 + 553.10*
M 10 1.42:0.26*%* 106.70 +30.09"* 634.30 + 190.70**  21.27 + 11.00* 906.90 + 332.40*** 654.90 = 284.10* "

e 5 1R, "P<0.01; 5 T4 k%, »P<0.05, **P<0.01

YTHDF1 #il IL-17 % 5 F& 1k (P<0.01, P<0.05),
CXCL9 % ik F} & (P<0.01), TLR9, CXCL10,
TNF-« Fl IL-27 227 T4t i5 X (P>0.05),

5 K43 HMGB1, IL-17. CXCL9. N EzAH
KHFHNSE KT (£5) 51 41H0E,
I 25 F0 1T 2H 45 J% it HMGB1, IL-17. Ang2/Ang1 #il
NSE 75 (P<0.01),CXCL9.sTIE2 %% (P<0.01);
54 e, WLHAANE I HMGBT, IL-17. NSE &
I [ % (P<0.01, P<0.05), CXCL9 #il sTIE2 % 1
T (P<0.01, P<0.05), Ang2/Ang1 2:% 048 112F
=Y (P>0.05),

6 454 LPS Hi# )5 CD8+CTL i L M ey i 24
P (%6) S5 T4kg, . M4 IFN-vy BHIE
A2 M B B A (P<0.05, P<0.01); 5 11 4H i,
4L IFN-y BEAJE AT (P<0.01),

Fz 6 541 LPS jili#%)5 CD8'CTL UjRE i
( BESJE R0, SFC/2x10%celis )

2151 ik LPS #ili# )7 CD8'CTL fyufit
I 10 178.30 + 29.56

1 10 46.32 + 22.42*

m 10 84.57 + 27.60"**

. 5 14, *P<0.05, *P<0.01; 544, “P<0.01
it i

I R 1= il 58 5 I 7™ 5 Mk #5E ECMO SZRFRY AR L
WA IR LAE, AT IEESE . . g
s, IR, A2, VIR, R dni
FIRAEH T -8, IL-6. IFN-vy . 117 ) ] fExt kK
b ELAT 2t s (A R A A S bR I G
B M AT 2

A SCHRIRIE YTHDF 38 1 1 F JAK2/STAT3 4%
PRFFR A0 A5 5 AR 1 BRE, 1T JAK2/STAT3 LH] L)

PRIE IL-17 FR3h, T 80™ 5 M ik o B 3% F s 1
£ S i SRR 0 YT IL-17 1 T RE S R A AT
P A NS BUI R A S A k2 ARG K
11 2H &0 J& 1 7128 0 HMGBA ) H: 32 /& RAGE #4535
FEFeik, YTHDF1 L R, {45 opopkoki A v 2
J i — 2 i #E, S —Fh FEZE Pk TLR9. CXCL9.
CXCL10, TNF-« . IL-27 W {5 T B 4 4 028 BRI A IR
A, 1M IL-17 E1 LA IE R CD4™ Fl CD8'T 4ilffdisk
/DI LPS 45551 CD8'CTL 4 i 75 M A A Sh BE i 55
F LAk & A A A F) BRAZ A0 I HE A SZ 8314 DY B 1T it
JE B 3 R 5 45 AR NSE Eil, DL B S FiRSciikdik
B I IL-17 A fE S ™ kR SE ECMO
ARSI R AE T £ . BE 45 %HME Al Lac B & FIF
R e RACE K 1 R R bR . 285 AR BOAL T Al
i 1141 ECMO 10 K14 BE 45 %M . Lac M F- 3494 b
HNFE, PFE_EF, 5IAH i HMGB & 1 il
RAGE & YTHDF1 5&[H i ad i e ik, L ii#afk Thi
ALY CXCLY FafbH 73 ik, il Th17 ¢
B IL-17 M2 Th1/ThA7 Fe i i 4 sl B v i
HRP I LR A PN A S 2o e A K

P A S 1 T SR NI ) = Vs o Tl v e =
CD11b"CD63" b it A 1E # Wi 49 br 1% £k T fi 1) F A%
A T, A R 1 R IC AR T R 40 R A
i NET #5643 F ™, CCR2"M"CX3CR1"™" 4% 4 ify
5 G i E A 4 S5 B N A O P RS
MW, 51 4ts, T4sMHE iR CD63" &l iz i il
Wik L RE R I8, 1M elastase. CCR2""CX3CR1"°"/
CCR2°"CX3CR1"" H.fil EFF. #% HMGB1 7 iz
S S WL T, AT8RECD11b Gr-1" Bk J5Am i
40 g ( myeloid-derived suppressor cells, MDSCs )
1o YRS LR B O 1 O AR S
FI4ME 1. CD63™ B 41 i 1 Mt JURET) REV ARG, 1
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S ) B A A R R RS 2, R S
I, NETIE g £, #E—2 i CD11b" HLA% 2
it A g5 SRR 720 ) K CCR2""CX3CR1°"M1 Bl
TR BEAZ AN A H 2 2, AT RE R SR R T4
IR TG 2ZMEZERNE ., LE4 gl
ZHy/ CD63™ HpZ Al pY e I #E, T 1 elastase,
M B 3 Th1 (CXCLY) /Th17 (IL-17) b #il K&
CD8'CTL i i thfiE, ##] CCR2""CX3CR1™" Hif%
S BELIE AN PN 7 A e B e, 35 A T A A R
VAR -2 K i A5 D e A — 38

XTI N R RN A E O GE Z B, aR EA
A N PE SR REIR A, FF & 1M VEGF . Ang2/Ang1
Tt STIE2 TRERY N Kbl (P<0.05), ik
P B (I RHFG A A — 3. A SRR, ™ o i Je%
YLt VEGF ., TIE2/Ang2 12 i 5 i i 45 5 T b
ARG 2 LPS 19 Ang2 il Ang? Fil Tie2 ik,
5 Bz A oE 22, 5 S % i 11 OCCLUDIN
Wb, X 5 AR5 It VEGF . Ang2/Ang1 | Tt
STIE2 FREM N BGIFREE R —3, WRES ST T
— 2 B T R 1 0 0 B A i B TR AL Y
A, SR ZAE N R fE L T A —8 M
BOALZH e 2 ]I i e o P R 2 L DR AP PR 2 1 sTIE2
FEIRMR/D BN B, 506 R —3 .

R, 288 A AL AR /N LI R ™ H M B
JE ECMO Jiii #% Jf & iE, 5 # #l HMGB1/RAGE
F1YTHDF1 43 + i & ik, f#i 43 Th1 (CXCL9) /
Th17 (IL-17) b % # T °F fir, ok 3% CD11b" #1I
CD8'CTL AL Dyfie, e i i o fs o S P 43, k2D
CCR2""CX3CR1°“CD11b" 4 Jitl ik A fiKi P9, il 3% igi
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