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Expression levels of AFP,AKTZ and SATBI in patients with primary liver cancer and
their relationship with clinicopathological characteristics”
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063000,China ;2. College of Life Science ,Beijing University of Chinese Medicine ,Beijing 102446 ,China

Abstract: Objective To explore the expression levels of alpha-fetoprotein (AFP), serine/threonine pro-
tein kinase 2 (AKT2) and nuclear matrix binding domain binding protein 1 (SATB1) in the patients with pri-
mary liver cancer and their relationship with clinicopathological characteristics. Methods The case data of 82
patients with primary liver cancer receiving surgery in the Tangshan Municipal People’'s Hospital from May
2019 to May 2020 were selected for conducting the retrospective study. The expression levels of AFP mRNA,
AKT2 mRNA and SATB]I mRNA in cancer tissues and paracancerous tissues were measured. The relationship
between the expression levels of AFP mRNA, AKT2 mRNA and SATBI mRNA in cancer tissues with the
clinicopathological characteristics were analyzed. The expression levels of AFP mRNA, AKT2 mRNA and
SATBI mRNA in cancer tissues were compared between the patients with recurrence and the patients with-
out recurrence in postoperative 1 year. The Logistic regression was used to analyze the influencing factors of
postoperative recurrence in patients with primary liver cancer,and the predictive values of AFP mRNA,AKT2
mRNA,SATB1 mRNA in cancer tissue for postoperative recurrence were analyzed by adopting the receiver
operating characteristic (ROC) curve. Results The expression levels of AFP mRNA, AKT2 mRNA and
SATBI mRNA in cancer tissues were higher than those in paracancerous tissues (P <C0. 05);the expression
levels of AFP mRNA,AKT2 mRNA and SATB1 mRNA in cancer tissues were related to the TNM staging
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and pathological grading (P<C0. 05) ;the expression levels of AFP mRNA,AKT2 mRNA and SATBI mRNA
in cancer tissues of the patients with recurrence were higher than those of the patients without recurrence
(P<C0.05) ;the high expression levels of AFP mRNA, AKT2 mRNA and SATBI mRNA in cancer tissues
were all influential factors for postoperative recurrence (P <C0. 05) ;the area under the curve of the combina-
tion detection of AFP mRNA, AKT2 mRNA and SATB1 mRNA in cancer tissues for predicting recurrence
was 0. 853, the sensitivity was 89.47% and the specificity was 71. 43 %. Conclusion
AFP mRNA,AKT2 mRNA and SATB1 mRNA in the cancer tissues of the patients with primary liver cancer

are related to the TNM staging, pathological grading and postoperative recurrence. The combination detection

The expression levels of

of the three can provide an effectively quantitative reference basis for clinical prediction of postoperative recur-

rence, which also may provide the new target spot for the treatment of primary liver cancer.
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Effect of irreversible electroporation ablation on myocardial enzymes in
patients with unresectable pancreatic cancer”

HUANG Shengquan' ,ZENG Jianying'*, HU Huanhuan' ,WU Wenlie' \CHEN Yinzhen' ,NIU Lizhi'"’
1. Department of Clinical Laboratory ,Guangzhou Fuda Tumor Hospital ,Guangzhou ,Guangdong
510665,China ; 2. Guangzhou Fuda Tumor Research Institute ,Guangzhou ,Guangdong 510315,China

Abstract : Objective To observe the changes of myocardial enzyme levels in the patients with unresectable
pancreatic cancer treated by irreversible electroporation (IRE) ablation so as to provide some clinical reference
for the preoperative evaluation and postoperative safety of IRE in the treatment of pancreatic cancer.
Methods Fifty patients with unresectable pancreatic cancer in the Guangzhou Fuda Tumor Hospital from Oc-
tober 2016 to October 2021 were retrospectively analyzed,and divided into the ablation in situ group (pancre-
atic cancer with or without liver metastasis tumor,adopting IRE ablation in situ for pancreatic tumors,23 ca-
ses) and the combined ablation group (pancreatic cancer complicating liver metastasis tumor,conducting IRE
ablation, 27 cases). The change of myocardial enzyme levels were compared between before and after IRE ab-
lation and the postoperative myocardial enzyme levels were compared between the in situ ablation group and
the combined ablation group. Results Compared with before operation, the levels of myocardial enzymes on
the operation day in both groups were increased significantly (P <C0. 001), moreover in the comparison be-
tween the two groups, the differences in a-hydroxybutyrate dehydrogenase (HBDH) , lactate dehydrogenase
(LDH) and asparagine aminotransferase (AST) had statistical significance (P <C0. 05). The myocardial en-
zyme levels in the two groups showed a downward trend on postoperative 3 d. Conclusion In the patients
with pancreatic cancer treated by IRE ablation,the myocardial enzyme levels show the transient increase,and
IRE ablation has good safety.

Key words:irreversible electroporation; ablation; pancreatic cancer; myocardial enzyme
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FWIN 12~22 .5 AFEF RN 20% ~25%1,
Yy T SRR AL 300 HL 2L (IRE) 5 2 — 101 30T 4F 5 D478 |
AN R TR 2K i e T R . R ] R
FL A A 338 2 0 20 v R bk b IR 0 1 s 7 5 T L X i
20 7 A AN RT3 A oK G L 1 R AN I PN AR R R
M A SHAMEET"Y . BT IRE XF 40 i 40 5 R
A2 N A3 B I 5 S s 3 | = 9 W Ry 0
filt, JEAERCIRE B 0 N T AR i ST Bl g (434
JrIFARAF AT IRE B & 1T fok &0 JUL 40 it B 2
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B I I R 9 B3 IRE H Bl YT A5 O WL ) el s
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1 #ERE5FE

1.1 — ekl 2+ 2016 4F 10 H & 2021 4¢ 10 A
T M E Kb Bs BE 2E 47 SR A7 5% A O % B IRE
AVAYT B 50 1A AT U Bk 1 IR R A S8 A A R SR T
Rl 2R (e i & 0/ NG IR I e R 98 . >R T IRE Az 18
Tl A L 23 ) 5 5 O T il 2 CRR R 88 B 0T I B
o AT IRE {H Ak, 27 61D . AdbrifE. (D RETZE 4
S BN L 27 A6 A 02 hy TR S A R s (2) iR e
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() TFEERIE<<5 A LA L2 s 20 i 2 6 SR U T
JBE R 5 (5) AR AT PPAR A AR A AE 3 S H DL B HEBR AR
W (D18 PR 2o Bt B 24 W s 1 B e S 5 (2)
Xof b 3 o s PR A i PR TS 4T CT S MIRT 3 5
P s O ARBIFAE A RE 78 2 Al (D H O
Jifi 5 D REAS 4 B BB T 32 U4 1 8 4 BRI 5 ()
J T O G H O v B O R RS DL A
W% AR o K T ARG LA BB 1 FR 5 (6) Bk IR L 18
PR 2ME I (DGR UR RS #5550 R sl s B
ABEH FR G H . AWFRARERE S E RS
A (S B S . FD-IRB-SL-KY-20211129), P4
AR 10 PS T 4 b I dee R AR R i o 7 A —
MR AL 22 RS E X (P >0.05) , A Al [
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1.2 5 A 7100 Hsh AL ML CH 572 HI-
TACHI A ), K14 &R 25 7% W (AST) FIFL R
Ji U CLDED K 500 & b AR b s A= W BB 4 A
RS wDD S WILAR B4 CCKO L JULRR 38 B[R] T 8% (CK-MB)
-3 T BRI S CHBDHD K6 I 577) & (7 Ik 96 Fe A=
VR AEBRAFD .

1.3 Jrik

1.3.1 IREHMITE R HVPOL 44K JIIGIT &
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CT A8 75 5 o, Al e il PR 5 28 Je 4 A, i
IRE & 4 4% 2 80, B 4 B 50 ik o 10 Wk, ik o 5 32
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P . W IRAE RS B K By L 48T 40 i IR
W3 W PTG AP E KT M2 % R KB R S
BIT .
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JEH A 23 PN} 14(12,21) 53(40,89) 141(126,179) 165(148,228) 24(17,44)
ENEEPS 30(22,46)" 110(46,206)" 184(157,210)° 217(196,276)" 33(26,69)"
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 OE.BH HTEEERMG (AKD & F R S ikk miR-494-3p #9 2R K P, H oW EE A A Wiz EY
e R B RAMAL, FiE KE 20195 1 A £ 2021 5 12 A% 131 #l &4 8 R 2897 69 AKL & %4 96 #l42
BB, FRIBRR I LR B 2 A %5 4E (48 ) AKT % % Fo 48 ) 4 xF BB %) A= Bh 4 4 (83 4] AKI
B Ao A8 Bl TR ) . IR RNA, il i 55 0 38 58 2 & 5 A B4 RO AR M) JRIR 91 b4k b miR-494-3p #9 A48 %F
FENKF o AEAKI EFfod BB ETH LR .28 2 KE THEFIEROO X, FiHF L TaR
(AUC), &R %% miR-494-3p &£ AKI & Fefd AT B & ik b 2 £ 57 &35 (P<T0.05) . I % & ik sh
AR miR-494-3p % AKI 49 AUC 4 0. 740095% CI ;0. 640~0. 824) , R A A 68. 75 %, &F F E 4 75.00% .,
A0 %S¢ Tk B xF BE &, ik AP b4k miR-494-3p £ FIEE AKI B & P R AL 2 & AL (P<T0.05), B ik &£ K& 9k
AR miR-494-3p % B AKI #5 AUC 24 0. 761(95% CI ;0. 679~0. 831), R4 A 72.29% . 4 F & 4 70.83%.,
Jri S sk miR-494-3p AAxT R A K F 5 & EFH BA R KRB/ P L XL(P>0.05), & Kk IMsik miR-
494-3p £ AKI &%+ 2 5 &k, 3 AKI A — 2 89 W6 R4 W 14,

KPR RSN R, BEMERG; miR-494-3p;  AEMARE Y
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Expression level and diagnostic value of urine exosome miR-494-3p in patients with acute kidney injury
WEI Ping \WANG Yanxia ,YIN Di ,SHI Shumei”
Experimental Center of Nephrology,960 Hospital of PLA Joint Logistic Sup port
Force, Jinan ,Shandong 250031,China

Abstract : Objective To investigate the expression level of urine exosome miR-494-3p in the patients with
acute kidney injury,and to analyze its clinical application value as a biomarker. Methods A total of 131 pa-
tients with newly diagnosed and untreated acute kidney injury (AKD and 96 healthy controls in this hospital
from January 2019 to December 2021 were collected. Urine exosome was extracted and randomly included into
the training set (48 cases of AKI patients and 48 cases of healthy controls) and validation set (83 cases of AKI
patients and 48 cases of healthy controls). RNA was extracted,and the relative expression level of miR-494-3p
in urine exosome was detected by qRT-PCR. The difference of AKI was analyzed between the AKI patients
and healthy controls. The receiver operating characteristic (ROC) curve was drawn and the area under the
curve (AUC) was calculated. Results miR-494-3p in the train set was differentially expressed in urine be-
tween the AKI patients and healthy controls (P<C0. 05). AUC of urine exosome miR-494-3p in the train set
for diagnosing AKI was 0. 740 (95%CI.0. 640 —0. 824) , the sensitivity was 68. 75% and the specificity was
75.00%. Related to the healthy controls,urine exosome miR-494-3p in the validation set was also highly ex-
pressed in the patients with AKI (P <C0. 05), AUC of urine exosome miR-494-3p for diagnosing AKI in the
validation set was 0. 761 (95% CI ;0. 679 — 0. 831), the sensitivity was 72. 29%, and the specificity was
70.83%. The relative expression level of miR-494-3p in urine exosome had no relation with the age,sex and
disease stage of the patients (P >>0. 05). Conclusion Urine exosome miR-494-3p is highly expressed in the
patients with AKI,and has a certain clinical diagnostic value for AKI.

Key words: urine exosome; acute kidney injury; miR-494-3p; biomarkers
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— Bl L W BT R G R UL S FE , L= A R
RITTBE LR B A Bk 35 N 4 TR
H A I AR T J B4 A6 I 5 325 6 75 T 56 M B0 AKT (1)
St AR AN AR L B B SRR Y R
ME R R W2 W AKT AR &8, R &
MAKI FERBCE W T F B R Y522, Sk
K EHK N 30~150 nm, 5 T W5 T2 4 5 1 40
FEL A1 E T L A7 AE T I3 RO e YR L B A 2
R BN B R (miRNA) & — KK E R
19~25 AT BRI P IR PE A i i RNAMY . b A
Z AR BB . H B miRNA %5 5% 15 9 5t 9t
P57 2 A2 A I P, DA T e 32 0K 240 DY 7 3 2H R
Az R I g R PR 4R RAE 5 1 0 B A R T 32 A
ML IR, 5 B AL AKL 4 W1 £ Fh g
RO, miR-494-3p B AE WA LA K0S B R N 13
(ATF3) Y 3 -AEBIIRIX (UTR) M 5, ATF3 & —Fbh
. I B AT O U /P A Y R P R
XM PSS G IH T ATEFS 156 5, Ml 42 vF Bk
I/ HE B 4 & RN . RS P, miR-494-3p
R 2ok 2R3k W 2 RIS T DR i/ P R S ATE3
235 1T RAE A BTt 3k, S BN K- B2 T
B, H miR-494-3p 7E AKI 3 RSN WA i 32
IRENEZ AR . AR SCF A BT IR AN IR miR-
494-3p 78 AKI B & h X Rk oL, B — %
TR R WAN WA miR-494-3p X} AKI 9 1ifs & 12 W #r
{H, 9 AKT f 0192 42 103 A A6 34 78

1 &RSHE

1.1 — ¥Rl %F 2019 4E 1 A £ 2021 412 ATE
Hh N R 4 B A8l i e 35 BA 55 U7X O B e A3 e 1Y
AKI 3% 131 BiI/E N AKT 4, Hdh 58 71 4, 2 60 4],
AKI Wik EEALLTF 3. (DA 48 h L, B #H
I LB T 25 8 5 0. 3 mg/dL 5 26. 5 pmol/L; (2) &
H LA TS K TR E R 1.5 5. 0F B & A7 7
dW; ) BEMIRE/NT 0.5 mL/(kg « h), FF&H
6 h, bR 3R 1 WISy AKTY, fi
X BEZH 96 51, Horh B 50 i, 4 46 4], AKI B EH
ABRUE : R G B 5 259 45 F By T Ji, {3 Xt
WL A0 A A5 o - AR ZE RS A S5 HERR WA R R 48 TH 1k
REE KL . AWVFIEC AT B B0 P 22 51 25 ik e
[ 2 e HS . (2022 B B 565 (34) 5 1, B LA
TN AR (48 5] AKT f8 35 Fil 48 1] i B Xof
W) 15 3E 42 (83 M) AKI H 3% Fi 48 4] it B % iR
H) o UIZRAE T E S 4 ) 2 T Al ST AR AR I
B FH 0 6 A% 18 431 0 UE 4 FH 5 11 25 4 v B 3
(5 F 9N T3 — AU ST B AR i — 28 B RS R 48
I 25 48 TG IF 48 I A B 98 X0 2 B 1k 331 AR 8 25 S 3 G
Gt X (P>0.05), W3 1. M40 4 Bk B T

95 TR 4H 4L (KDIGO) Y AKT i R 52 B 48 7 b 19 AKT
S WARR WEHEAT 4 0 o UL 48 h N T T 26. 5
pmol/ L, 8 7E 7 d N T8 =FERIE R 1. 5 51 /T 2.
0fF A AKT 1 31 FHE ik AR ) 2. 0~3. 0 15 H
AKI 2 #1; 7+ @ ik SE Rt E 3. 0 % DA b, Bt LB >
353. 6 pmol/L, 8417 B HERARIRYT I AKT 3 1.
F1  YISEMBIEESR AKI BETEEMBEN

Il PR 45 4E ()
Y| WER=96) HTWIELHR=13D  x° P
ekt B X IR 48 48
AR CH) 0.042  0.838
<48 24 25
>48 24 23
PR 0.668  0.414
£ 23 27
7 25 21
AKI 2 48 83
AR (%) 1.044  0.307
<48 27 39
=48 21 44
5 <<0.001 0.996
5 26 45
7 22 38
AKI 43 0.334  0.846
1 12 21
2 1 26 48
3 10 14

1.2 FEULSIH  CFX-96 L2 E R B S
Wit 55 [z v (qRT-PCR) f¥ . Nanodrop2000 433656 B i1,
IR TN s T g ¥ e b 3 AL 40 K TR R B 0 BT A L 3 S
ML B . DRV A s R 4 B ) & Cn %2 K, Nor-
gen Biotek) & RNA $#2H0AH & (#E H , QIAGEN) |
JE SR & (K%, TAKARA) . gRT-PCR & 7] (K
i, TAKARA) .miR-494-3p 1 miR-16-5p # PCR 5|
Y R A ARG R AFD .

1.3 Nk
1L.3.1 JREPHANWE RBCRERIIE 2 h Wikt

AL FE 4 CFBELHLFLL 3 500 r/min B0 5 min,
FELL 10 000 r/min B0 5 min, WH F & T JC RNA
R B A T, T — 80 CUKAIRAF 15 . AKI
PRASR AR L ITAT A LA R AR . ABESE 2 KR E2RK 8
h DA WK B8 A JR DR . et 3 X 8 4 s A A 4 A o
Atk 8 h UL E B RIR .

1.3.2  HREL S RN AR 42 R PR TR A1 I 1k
BOAF) &4 1E 4 TR BUR AN IR 8 345 1 41 i
R 28 2 %0 B R MR Al e 0 )5 L B TR HE 05
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HLF B 0BE (TEMD T AR AN AR KN JEZS . R
RABURE R 5 A 7 (NTAD $ A 43 At H0 W AR 42 K /N il
WA ARG . RAE A SRR L (Western blot)
G A A A4 2 T AR 2 AR L b T R R PR L A e
Pr AN CD9 2 155 B btk (3, CSTO . R4t A
TSG101 2 [ s EPUAR (B E , Abcam) AR T A 1L
Yl (HRP) #3929 1L E 4T %R 1gG (£, CST) . HRP
FRic iy =41 B 1gG (£, CST),

1.3.3  JRWAMIBA miR-494-3p Kl SR RNA 4
i AR 7 & 32 BUE RNA, #4545 38 2 IR 7] & i
BT, SR FH 540 AT UL % 43 O O B 3l 2 RNA 1
AZGO\AZSO’A%‘O/AzSo Hﬁfﬁﬂ‘j 1.8~2.0 %%%EXE"J
RNA HEAE DNA FIEE 1 B4 B A, A S sk
WA E1T RNA %5, H qRT-PCR Xt & 1 cD-
NA #EATY 8, Wk R A 25,0 pL. Bk 5. Tl
RNaseH Plus 12. 5 pL., PCR i 17 5] % (10 pmol/L)
1.0 pL,PCR R [ 5] #) (10 pmol/L) 1. 0 pL, cDNA
2.0 pL, 2% RNA /K 8.5 pl, PCR B FEF:95 C
30 s,95 “C10 s,58 °C 30 s,k 45 MEFR, 528 rh U
AIEGAE AN AR miRNA BN S R IE SR K miR-
NA B X 4R 18, ¥ F miR-16-5p 1E K #& I /9 N
ZH D H v hsa-miR-16-5p 31 ¥ 1§ 5 4 5'-CAG-
CACGTAAATATTGGCGA-3", H 4+ ¥ hsa-miR-
494-3p 5l W ¥ 3 K 5-TGAAACATACACGG-

LI

A B

GAAACCTC-3', AR ELZLM 3 K., RH
27 SR G 3R K OF

1.4 Siitspaby R A SPSS25. 0 &k #1748 4k
FAHT . KPR TR T IE SRR A A ES
SrAR R R L M (P, P o) n, 21 18] &R
4EZ % Mann-Whitney U ¥ 56 , 1E 25 50 10 19 1 12 58 8
Phats o AR ¢ K% . FIH GraphPad
Prism 5 #EAT/EE . Zi & TAERHE (ROC) #h 26 Al il
2N i AL (AUC) #18 Fl MedCale #1744 2 . 115,
P P<<0.05 HESAGITEE X,

2 % R

2.1 YEEPRIANIA R R A A R S AR 4R
R SR B B DTVE i AR, AWF 5 i 3 TEMONTA
H AR Western blot Xf 4N A7 %%, TEM Al
WMEZF H AL N 60~150 nm ELA R FERE S5 H 1Y F2 4R /)N
WAE 1A, NTA EARZHr 45 5 8oR . Jr 52 B 40
A VSR T UG R Y- 357 AR 1 A A AR A2 S R Y
(Kl 1B) ., Western blot £5 8 7R 76 $2 BT R i A1 2
TR 24 P R ) B A IR R T AR A R B
CD9 . TSG101 . Ifif HAE 2= Bk A Wb 44 14 1 375 W b B2 I %
K E 10 . ARWFFE MR 4 B UL vE o B o0 3
T B AN IAAR 31X R T — 25 WF 58 RS WA v i A=
PR P AL T AL

E EDS E EDS E

CD9 . e - 55X 103

rsator D , ' 26X10°

0_
100 nm 0 100 200 300 400 500 600 700 800 900 1000
RLAZA ) (nm) c

TE:A N TEM WESMBIRIED B WA AR 42 5 ¥ % 4375 s C A Western blot %5 52 /M WMA R bR A5 2 (1 CD9 1 TSG101, H i E AR R4 U

DRRA U A4 3 1 2R EDS AR 3R L BR AN A Y 1S

B 1 FR i b il R R AE

2.2 YR RN EIE 4R PR W A1 WA R miR-494-3p 1Y #H
XPREE YIZREE B4R R WA WK miR-494-3p
FEAKT R T AH X 28 5K 7K i {3 (P <<
0.05), W% 2,
%2 miR-494-3p 7 Il 2k & F0 38 1F 55 FR 7% 51 i 44 o 4
X RIKKFELM (P ,Prs)]

A e B o R 41 AKI 41 Z P
VIS 1.09€0.50,1.85)  2.11(1.20,2.79) —4.05 <<0.001
AEE 1.20€0.59.2.17)  2.97(1.27,5.06) —4.97 <C0.001

2.3 YNGR RBIN AR miR-494-3p 1112 W 2 fiE

I ZRBE PR AN AR miR-494-3p 2 W7 AKI ) AUC
0.740(95%CI ;0. 640~0. 824), RELJE K 68. 75%,
FRSEEEN 75.00% ., LI 2,

2.4 R PR AN IR miR-494-3p 1912 KT R AE
B UEE PR AN AR miR-494-3p 2 W7 AKI ) AUC 2
0.761(95%CI:0.679~0.831), RELE N 72.29%,
RSN 70.83% ., WA 3,

2.5 R AP WK miR-494-3p Y AH X ik K F 5
AKI BEIEIRFFIEM OC R RN A miR-494-3p
AEXF 2R IE KT 5 B3 AR M) SO 43 3 o oG (P >
0.05), W% 3,
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100[~
8of-

6o

REE (%)

a0

20F
. AUC=0. 740

(1] « PP BT IR ENEATN EPRPE |
0 20 40 60 80 100

100-45 55 (%)
2 Il 2 B R M b ik miR-494-3p 2 BT AKI B ROC
B &%

REE %)

AUC=0. 761

0' 1 | | Il |
0 20 40 60 80 100

100-452E (%)
3 U6 IF 8 R M S i miR-494-3p 2 BT AKI # ROC
Bh &%

%3 FR i 5 iR miR-494-3p BB X R IZKFE AKI
BEEKFMEBXRLM (P ,P )]

miH n miR-494-3p Z P
CRIAE D) —1.94 0.093
<46 66 2.76(1.88,5.09)
=46 65 2.23(1.16,3.71)
5 —0.95 0.726
Ui 71 2.38(1.27,4.17)
k’s 60 2.43(1.26,4.07)
AKI 43 1.87 0.068
13 33 2.10(1. 04,4, 65)
2 W 74 2.38(1.22,3.84)
3 24 3.39(2.22,6.61)
3 i

BRI AN WA Th T A miRNA, A WA 1 i 5t 3 43
TFLEMEA Y miRNA 5% RNA [ 9% i 09 76 .
M LR e L TR R A Wb A S — bl L
WA bR B ATTAR 2 5 AR A% K D BR A s ik B
AARZAEMICANEM A A BAREE T i ¥ i A
WA TG 1538 1 B /N ER DB A B AR IR R
VIRV RN - w111 0 T (T = 1 0 N
WA T LA 3 miRNA 45387 9 5 5% 0 B o gt .
I, PR 340 I 1A 40 25 1) miRNA B fig [ e B I (1
hfg,

miRNA 7EAR 288 AKI th % A 35 g At
A& BF 58 & B, miR-24, miR-126 , miR-494 Fl miR-
687 T 5 HIEIL KM 3'-UTR 454 . 16 AKI 45 45 Fl &
82 W BER i S ORE TR Ik 40 M BE T RN A0 A R L 2 A
HAE AKT P ERIT Y . GONG 2 B 58 % 28
AKI B miR-494 Kk F i, 5 H AT Ml ATF3 3%
5L TR R 48 1 I B . S B0 /N A A0 B A O T AR
BE. ZHANG % BE 98 % 8L, AKT 83 IR 140 I 14
T miRNA 58464 K W F-B 155 56, 4h il ik
miRNA Al e il AKT JF R 09 . 78 R v B
S B F b, R W AN WK miR-135b-5p, miR-107 Fi
miR-31 38 i JI AR RS T 7 Lo 95 22 M55 40 1) 2
AEl0 PRSI R miR-21 K 7 7E 18 M B s AR
[F] A2 40 453 405 B 00 v B W 3 B TR A L DL R
ST FE WA R AN W AR miRNA K B 0 e B W 5 o &
Az R RS W AE I AE bR R

AWFsEiz Hl TEM.NTA 1 Western blot 3 Fli 7
T S0V ) FH PR VA 1R 4 BB R T DAk By 4 B
AP A . BEAE XM IR SR RN WIIR A 2 E A
SMIBIRI 738 VR SRR S AW B, A E
ST T IR SN A miR-494-3p YE RS2 W AKT (194
WIbR SR E M. PRIEAM IR miR-494-3p 72|
YRAE (48 ] AKT H 1 48 i) £ FE xF PR vh 5L 22
ik, Hiz W AKI 19 AUC H 0. 740, 3 i B K
68.75% SN 75.00% . TEERIESE P ik — 2 K
Jo 15 458 R AN AR miR-494-3p 7E 56 1IF 4 (83 )
AKI HE RN 48 i) 4 i Xof B8 5 v [) B4l 5L 22 5 0k
(P<C0.05),Hi2 W AKI B AUC 4 0. 761, RIEEH
72.29% FESIEN 70.83% . VIZREMBIEEMS BT
) FF 1 25 36 . 2R B R VAP IR miR-494-3p Xt AKI H
H—EWIEIKIZ WA, 75 LS al L, AR5 G it
I3 T IR IAAR miR-494-3p 5 AKT #1451 4
IR B S G RARAE I X R LA E R LG %8 X
(P>0.05), XAIRE5 S50 7 ik FEA 22 5 S BUAR [
F 5 AT 56 I 0 R 15 JF B KRR AR L £ o B F 5T ik
— A WHE FiRESE .

H AT B R0 PR 2R 55 5 995 19 12 W7 2 ik 1 R Rk
MAERE MR AE bR B . IR 1w 2 W AKT
149 A= b 5 0 A b R 24 L B S e A G B I A2 4R AR
ORI C B 11 % . FiEHE &I
JE SRR AN W R miR-494-3p 55 H Fl bR 25 4 9 b 45 BB
AWy R AEE .

T AR W, R R AR I 1R miR-494-3p H
Xif 22 ik K - AE AKT B R X R A b 0 25
S ABABI SO A B 4 AE B IR b g s v i 2
NGB J5 et — 2 IR R IZ oY . % T AR
TR RE A I ok [ TR — B B, B AR 2 A X A BR L B
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— R EY REEA, g A Z 0 R R BE M T 5T
— B IUE RS IE . A A T A L A0 A R Bl Sk
I S JLRIAF % 5K M B miR-494-3p 7F AKI &4 .k &
W A 2 T BE AL A, O3 5 AR AR S 2 o B LA
AKI FRg AT REVEH .

ZE LTIk A WE 5% B T B8 IO 58 78 DR VAN W A
it qRT-PCR Kzl & 3, PRI SN A A miR-494-3p 4
XFF IR KA AKT H 38 v A fd B o) e 2 J 35 1,
miR-494-3p X} AKI H A& &S W2 Wi 8, 2 7EN
ZWr AKT B2EWts 5. PRSI miRNA 7] fig
TE AKT A FA U8 52 0ok 78 vp e # BUE AR L JF T
VBB AR =2 A A Y hs B, 7R T AR YT AKI
(A8 8 A5, S AKT 32 W7 F1A 7 B At T S B OB O ik .

S % Uk
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RECETHERE-« W ZBRFREE HBsAg &
Tfh 48R . B 40 B FR & 9 7K T 19 52 1

BRIME ,FER, LA
ZNKRFE—ERGHEERASEET,HH 2N 730050

#H ZE.BH KA RLZ_EF#HE-«(PEGIFN-o) 3% & A £ (CHB) &% T A M X & & # R (HB-
sAQ Bkt T e (Tth mpe) B @i & K- Fes ¥, FHik #2017 51 A £ 2018 5 A%
BE ol g 69 84 4 CHB %% ,3 KA PEG-IFN-« & 57 48 A3 o B R EWF oA T A B A8 (28 #) 34 &
20 (15 ) B B4 (41 41D W EE T e BT ik 45 A7 [ M AR A A H A48 (ALT) R IMTARBR AL 8
(AST) , fo % ¥ f2 4 % (STB) ] .HBV-DNA ,HBsAg K F, A B TR A £ 9% F e 4R (HBeAg) M & Tfh @ fe
AR EWIT BRI EF AR L EE G (CDA0L) i F A 5 F (COS) AFEHmEF LT o F-1(PD-1) ],
B @ M A7 &4 (1gG T CD217 .CD38"CD1387 ) & sk &8 A(gA) ik &Ea MIgM)  eEHRE G GgG)
KB F v-F#HEAFN-Y) @@ o F-4(L-O) MBEFRAE F-o(INF-OKF, R BHRETERLNA
& AST.ALT.STB.HBV-DNA.HBsAg /K -F % HBeAg Mt E4K T LB LM o BAW, £ F A%+ F &L
(P<<0.05) ;%A mAMEHE Tth wfotr &4 CDAOL.PD-1 £ 2 K+ 5 T A RLN 45 BEM, £2FH %t
FENL(P<0.05), %4 1COS RXRFEZFAAFFEL(P>0.05); 2L LML B @itk EH 1gG
CD217 .CD38"CD138" Rk KF & Ty B EMA L H LM, IgC IgM KPR EZ TS B LM LB AN, £
FALRTFEL(P<0.05, &8 [gA RKFEFALHTFEL(P>0.05) ;T4 L EH IFN-y KF & T LEE
20 B B A T4 RFAR TR A o AW, £ A %t 5 E L (P<C0.05), &M% )7 i1 /& TNF-a &
PR EFRAETFEL(P>0.05), &it PEGIFN-« &% CHB & %t A 2 %1% HBsAg &K -F,42 & Tih
e R B fmheir & KT,

KPR R B FHhF-o; CEFLREE:; CEAFLXEAORR:; NWEFRTLEATHXEETEZES; Ba
KAz & W
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Effect of PEG-IFN-a on levels of HBsAg,Tfh cell and B cell markers in patients with hepatitis B
QU Hongxia sDONG Jianyi ,SHI Lihua
Endoscope Room ,West Station Aera of First Hospital of Lanzhou University ,
Lanzhou ,Gansu 730050,China

Abstract: Objective To investigate the effect of pegylated interferon-a (PEG-IFN-a) on the levels of hep-
atitis B virus surface antigen (HBsAg) ,follicular helper T cells (Tfh) and B cell markers in the patients with
chronic hepatitis B (CHB). Methods A total of 84 patients with CHB treated in this hospital from January
2017 to May 2018 were selected and treated with PEG-IFN-a for 48 weeks,and divided into the complete re-
sponse group (28 cases) ,the partial response group (15 cases) and non-responsive group (41 cases) according
to the immune response. The levels of liver function indicators (ALT,AST,STB), HBV-DNA, HBsAg level,
HBeAg positive rate, Tfh markers [ tumor necrosis factor-related activator protein (CD40L) ,inducible costim-
ulatory molecule (ICOS), marker programmed death-1 molecule (PD-1)]. B cell markers (IgG"™ CD21",
CD38"CD138" ) ,immunoglobulin A (IgA),immunoglobulin M (IgM) ,immunoglobulin G (IgG) and inflam-
matory factors y-interferon (IFN-v),interleukin-4 (IL-4) and tumor necrosis factor-a ( TNF-a) after treat-
ment were compared among the groups. Results After treatment, the levels of serum AST,ALT,STB,HBV-
DNA and HBsAg,and HBeAg positive rate in the complete response group were lower than those in the non-
response group and partial response group,and the differences were statistically significant (P <C0. 05). The

expression levels of CD40L and PD-1 on the Tfh cell of the patients in the complete response group were high-

EEB N JE I A, BR B, N HHEER TR .
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er than those in the non-response group and partial response group,and the differences were statistically sig-
nificant (P<C0. 05) ,and the ICOS expression level had no statistically significant difference among the various
groups (P<C0. 05). The expression levels of IgG~ CD21" and CD38"CD138" on the B cell in the complete re-
sponse group were higher than those in the partial response group and the non-response group.and the differ-
ences were statistically significant(P<C0. 05) , while the levels of IgG and IgM were significantly higher than
those in the partial response group and non-response group,and the differences were statistically significant
(P<C0.05). There was no statistically significant difference in the IgA level among the various groups (P>
0.05). The level of IFN-Y in the complete response group was higher than that in the non-response group and
the partial response group,and the I1.-4 level was lower than that in the partial response group and the non-re-
sponse group,and the differences were statistically significant (P <C0. 05). There was no statistically signifi-
cant difference in TNF-a level in each group between before and after treatment (P>>0. 05). Conclusion PEG-IFN-«
in treating the patients with CHB can effectively reduce the HBsAg level,increase the expression levels of Tth cell and

Beell markers.
Key words: pegylated interferon-a;

sis factor-related activator protein; B cell marker

M A & (CHB) & H Hi 2 5K 8 ™ E A 2
AR ) 2 — 1 BT 99 B CHBV) 19 AS W7 42 il
FIUGT JHF 240 I 1) RR B2 RS2 51 & CHB 3 I 1 Jré 1) 5% it
RN, BT R -2 % % oA 2 4 it
it HBV IRYT , 5% E R RIAH L, TR R S Re A5 Bl
AR 1L I6 97 5 AR A5 4 22 10 75 28 V28 R 2 TR AT
R AT (HBsAg) 1 I8 27 75 48 o 0 AH 5C G 35 B 1
AR CRUF & R LR (HBsAD) 285k [
TG AL 0 B 40, T B A MG Ak 32 g v il B v T 40 i
(Tth 4 AT  Tth gt 25 7 CHB &
HYVURRE AL R L Th 20 0 3% 1 1 % 3 g SR 48
PRl AH G i801% 8 11 (CD40L) . I itk CD40L 7K F fE 7
— AR bW TEh 20 M AR e K EY . A g
FHEZ BT Z-«(PEG-IFN-0) 577 CHB %,
WG I 0T 5 ## HBsAg K Tfh Zii.B 40 Mo b &
VKA 4G LU ik — 25 B PEG-TFN-a 52 Wi 95 2f
204 HBsAg LT 27 5% ¥ 9 N FE AL
1 #EREAREE
1.1 — ¥R PEHC 2017 48 1 H & 2018 4E 5 AA
BEWIA iy 84 ] CHB % . A ABRIE : (D A& 12 1%
IR BTG 4R (2015 4F RO )Y & T CHB 2
Wibm il s (2) % 18~65 % . HEBRARME: (1) [ B s
PEIF 5 RS M 2% 9 45 JFC At I 0 5 (2) JBR 3
S ZE A AL T FL (3D 3 AR HEAT 1L PR B IR YT
BR FH A 10 038 97 5 (4) 4 I A 0 2 7 R AR
ORI 55 4R IT R0y 58 A N A 2H (28 1)) (BB 43
WA (15 ) TGRS (41 B o 9 26 0 Wi s o T AR
B CHR[5]: 58 4 B % . HBsAg, HBV-DNA 5¢ 4= i
B 5 720 IV TN R ik e B W (ALT) K &2 IE
HBV-DNA<C1 000 copy/mL, HBsAg FH s Jo v 2,
HBsAg. HBV-DNA W% 5 F F& =% & 4 fk, HBV-

hepatitis B virus;

hepatitis B virus surface antigen; tumor necro-

DNAZ=1 000 copy/mL. £ 2H & & Pk A i 55— i
TR, ZR TR ITFE X (P>0.05 ., AL
PRV IR 1. ABESE R BT A BOE ANE IR 4 8 AN
=5,

£1 SEHEE-REBLE(nH L)

Al ; A )
% £/8

58 42 L2 41 28 15 13 39.52+7.42
43 I 25 1 15 9 6 38.26+9.36

T B 25 4 41 23 18 38.73410.15
F/X* 0.165 1. 206

P 0.921 0.074

1.2 Jrik B 8 R M PEG-TFN-a (F. Hoff-

mann-La Roche Ltd; [8 24 i 5% . J20120074) J3 7 48
Ji MR B AR R T L0 pe/ke LA TE S,
LW/ 3R 7 o AR v o 3™ R RN (A1 JE I
ehpE R 40 B % <<0. 5 X 10° /L. i/ Al 3 B << 25 X
107 /L™ FE 4 55O BBk

1.3 WEHR R 430 TR YT A i HR 3 A I R K
I s B O H BV R A H B A AR CH 7 7600 )
R 9 ALT R4 R MR 2 5 il (AST) B IH
Z1 K (STB) K-, K H ELISA K i 7 2 B HF R e 31
J(HBeAg) FH % (HBeAg E&H <1.0 S/CO K
HBeAg FAME, >1. 0 S/CO & HBeAg FH ) M HB-
sAg. . v-THZE AFN-y) . A4 F (1L)-4 | R 3R 5E
K F-a(TNF-o) S BR8E H A(IgA) K E N G
(IgG) At Bk 4 H M (IgM) 7K +F-, ELISA 25 & 1
W [ v g B AR R R AT IR R L SR SR B
g B A BE Y (RT-PCR) K61 45 4134 7 /il J5
HBV DNA /K, #a I 45 2R LA lg copy/mL FEx, 45
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AN JE AN A2 40 M SR O 2 Al A (S5 DL T &
28 d] FACSCalibur 2 B9) & Ml Tfh 40 i b5 &
[CD40L .35 5 1 22 i ¥ 4 + (ICOS) \F2 ¥ PR FE T 4
F-1(PD-1)] K& B 41 M 5 & 4 (1gG CD21"
CD38"CD138 " ) 7K i =X 41 M A I B4 it A 4 391 34
WA 3 E D s ],

1.4 SEib2Fab 3 SR SPSS22. 0 88+ 8 44: X 4
HATFEI T . P EIES MR TR 2 £5 F&
N2 A R F RS, 48 WML R
SNK-q £ 5, 75 21 [8] F 86 R ¢ A 36 5 11 250% Bt L Bl
R FRCAHM LR O K5, L P<<0.05 K
EZRAGITHEX.

2 % R

2.1 HAMFNBELE U7 )a, o8 &0 & 4 S

AST . ALT.STB KA F IR B4 BN &4, 2
SHESG ¥ E X (P<<0.05), L% 2,
K2 HEFIHEELLE (2 +5,U/L)

25 n AST ALT STB

SERNEH 28 33.1645.047° 33.4845.24F 7 16.234+2.517 "
FANEH 15 104.29412.747  87.24+16.257 18.3442.677
TCNIE4L 41 132.64715.26 94, 57420 36 21.5443.19

H . S TMEL . T P<<0.05; 5Ep4r A4l L# . " P<<0. 05,

2.2 %4 HBV-DNA,HBsAg /KF &% HBeAg FH %
FKILH 54 N4 4 HBV-DNA, HBsAg /K F K&
HBeAg BH M RALFH o0 W B M0 A4, 2 7/
Giitapas L(P<C0.05), L 3,

x3 £ 4 HBV-DNA.HBsAg 7k 5% HBeAg BHMEREL B[ £s S n(%)]

21 51 n HBV-DNA(lg copy/mL) HBsAg(IU/mL) HBeAg A%
T6 42 A A 28 2.0240.367 " 1236.40+154,627 " 5(17.86)7 "
43 I 2 A 15 2.374+0.527 1457.274+164.187 8(53.33)7
TG 25 2 41 4.20%+0.68 3 365.18+396. 25 17(41. 46)

W G TN A H R, T P<<0.05; S A L L, T P<<0.05,

2.3 4 Tth 41igtr &4 CD40L,1ICOS,PD-1 /K
g seaN 4l Tih 4 iEds &% CDA0L.PD-1 %
KA EF IR A HR N AU 25 E G F R
X (P<C0.05), 44 ICOS KFE2ER LG ¥E X
(P>>0.05), L5 4,

x4 Z8 Th @RS KELE (2 +s5,%)

20 5 n CD40L 1COS PD-1
SEANAEH 28 5.9240.637" 3.41+0.36  6.7240.75%"
WAL 15 4.094:0.517 3.3740.52  6.34+0.697
To I & A 41 3.75%+0.54 3.4240.57  5.86+0.66

W SRR R, T P<<0.05; S A4 I, P<<0.05,

2.4 K4 BAMAREY IgG' CD21" .CD38"CD138 "
KFEbE N EH B At &4 1eGTCD21"
CD38"CD138" 2 ik /K - & T 3B 43 R 25 4 F JG Rf 2%
H, 2R A5 E X (P<<0.05), L% 5,

®5 BEBEMREDAKFLE (s, %)

24 5 n IgG CD21" CD38"(CD138"
SERNEY 28 16.2541.80° " 4.84+0.517
WA RIEA 15 13.19+1.667 3.6240.477
To I A A 41 11.27+1.54 2.744+0.35

W SN A, T P<<0.05; S AL LR, T P<C0. 05,

2.5 HAREREAKFLE RIT 8 HEE.E2
DA A TgG L 1gM 7K S B I 358 40 N 22 4 G by 2%
M, 2Z2RAG ¥ X (P<0.05), 44 1gA K2

SLGIH#E X (P>0.05), L% 6,
&6 £ A 1gG IgA IgM K FE L% (x +5,mg/mL)

25 n 1gG IgA IgM
SEANMEH 28 22.7143.297° 2.1640.37  3,2540.367 "
WA RIEA 15 14.06+3.157 2.07+0.33  2.08+0.317
pRIE | 41 11.4242.83 2.1440.30  1.247+0.20

WS HMEAE,” P<0.05; 534 A H HE .~ P<<0.05,

2.6 FHHRERFKFLE AIFETEEMNEH
IFN-y 7K F &8 40 22 41 T N 22 4L TL-4 K FAIG
T RE M N BN ERALEITHFE L (P<
0.05) & HIBITF BT JF TNF-a K HL#, 2% 7 51
FRE N (P>0.05, L% 7,

®7 SEREEFAKELR(z+s,pg/mL)

20 51 n IFN-y 114 TNF-a

SEANEAL 28 11.0421.287 " 6.5940.747" 6.92+0.76
HAMZE 15 9.2941.177  7.7540.927 7.0340.82
To I 41 5.7240.66 9.28+1.06 6.984+0.85

W SN AR, T P<<0.05; SN A A L, T P<<0.05,

3 i ®

FoE CHB B ¥ 2 it 2 000 ™, HBV &Y %
W%, CHB TGRS HBV By #2508 % YA %,
HBV Jg Gy i) i & Fad AL |98 55 0T 223 S 38 A
R BT R L2 R AP R MUY
HEATHL HBV 3697, 0 INF-v & i 45 B8 R 45 4,
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RETE — B AL B E M HBV & A 4% BT I 28 1 45
Bt WFSE B . HBV 78 M 9 35 22 52 L AR dE 9l 5
A BT AR e A G 1 HIL X T A
AR YT 7 55 1S Bh H 3 S B HBeAg # BT HBsAg I
W B A ETEE L,

AT ST AR 2B BRI NG DK I A R 52 4 N A A
5 7 250 A RN TG I 24 A, 9T B, SE A A A AST
ALT STB /KFAR F T 0 2 41 43 W 24 41 $ o 58 4
NAEBHENRME T ENERE. HilC &4 3 &
S HUNINAY S  HBsAD 78 HBV iRt il 7 %
YEAS™ . HBsAb 2 B 408 76 b J5 A& 5 HT ik i
HOXE L) HBsAg 7K - T i W 2 7 4 W % 9% ) AE A
F O ABIFSE h 58 4 B2 40 HBV-DNA |, HBsAg 7k
V- 1o HBeAg PHA: A T 5B 43 17 2 4 R TG 0 25 4, 4
TNGE A A R HBY B4 0 A HBsAg (14 1 7
SR AT

Tth 40 7€ B 40 A Ak 22 A v i 4l Bh o 15 1
E A W5 K, % A PEG-IFN-a B¢ 4 25 UG
J¥ CHB 41 B T3 HBV # 5 ¥: Tfh 40 o fig . $2
& Tth 4812 5 T PEG-IFN-o 1897 i B9 G0 93 1 25 5t
U SR WEGE & L. Tfh 40 7e CHB % b 5 fa
FExt BN B I W 2 HOH D RE M 4y o Rk
CD40L.PD-1.1COS #J°4 Tfh 41 g 3 iff 2 fig 4 7. H
i CDAOL EZFIRAEELR T L. 665 B 41
T BXT R AZ AR CD40 454 TR i B 41 Jfl 5 24 ; PD-1
FEAE T 40 M 3% v R Pk R 7, BB i PD-1/
PD-L1 i 520 T 40 i 3% M ; ICOS J& — B 2 4] 38 43
T AE I 114 . 10-6 %5 4 5E 7 1 2 3k /K S, ol i i
Th2 40 i B S g BL &, AN CHB B %
Tih 4l E ICOS W RBHBERERGTENBREA
LM A 5 TEh 400 9 CD40L, PD-1 3k K
VTR 58 A e I A R T ] T L $278 PEG-TFN-«
IRYT S RER o B TIh 40 sz D g . 1COS ik
IK-TE4 AL ) 26 5 G H 38 L (P >>0.05), Al fE /&
K A0S i Toh 48 A 55 EH2 0 B0k B 45 5 /9 Tfh 28
ML) e A 6. A A 58 & B, CD38"CD138™ 3 41 Jifd .
IgG CD21 B#jfE CHB R E M E LK EHEE T
TR RN S 5 T CHB RS 1 & 1 /.
MAW I IBIT G B WA &Y 1gGT CD21
CD38"CD138" K IgG.IgM 7K -7 58 43 b 2 20 vh 1
FHi B 4278 PEG-1IFN-o 397 )5 BESE 58 B 41 i 5 9%
ifE. B B 4 K4 PEG-IFN-o 1697 )5 5¢
RN AR E Th 4l 2 SIS A& RS H & .
1M B A0 B T 3 20 i B 27 B 40 i s 4k, 7= 2B 4T
KRR Ji 3R . BLAh, Tih 0 4R E Y 1COS 76 4 4 1)
ERTG I FE L (P>0.05), MR r &Y N
CD40L 4 Tth 4088 7T 8 b 1COS B REF %76 B 40

. CHB /2 — F i ok 58 M 0 8 0% » 2 F & E A
THERERG PRBEE/EMN, Hrp IFN-y £%H
Th1 40053, 11-4 FEF iy Th2 4050w . A CHFIT
KBLIFEN-y B2 ¥ Tfh 40 Mg+ CD40L Fl ICOS £
IEPY L RE ST IR IT R NS B TFN-Y K F
1% T4 KP4 7R BE 28 B A2 AE Thl 46 i 3 2%
US55 T Th 40 6L 25 34 58 1Y) G 88 2R A, 3 1] g A& T
B E A SR HBYV EHl RN Z —

25 b TR, & PEG-TFN-« 1697 J5 58 4> 5 I 24
B Tth 40 i 3% M D) g 73+ CDAOL ¥4, B 4f i 3%
A oA, $2 78 40 2 v] fE i 9 CHB A
Tfh 40 Dy ek 4 Bh B 40 M0 15 4k I 7= A= A . A i 4ie
#t HBsAg WY L3 2~ 55748

S % ik

[1] ke, SAMS. 18k 2 B R G @Up 25 A o8 s e [T . 52 I
FE 5 % 35,2019, 22(3) £ 16-20.
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Research progress of cancer-promoting effect of tumor-associated fibroblasts”
YANG Xiaoli' s XUE Hua®,YU Ying',GU Chuansha'®
1. Medical Laboratory College s Xinxiang Medical University , Xinzxiang s Henan 453000, China ;

2. Third Clinical Medical College , Xinxiang Medical University , Xinzxiang  Henan 453000,China

Abstract: The occurrence, progression, invasion and metastasis of tumors are not only dependent on the
characteristics of the cancer cells themselves, but also deeply affected by the tumor stromal reaction, there-
fore,which is strictly controlled by the environment. However, cancer-associated fibroblasts (CAFs) are the
largest number in the stromal cells forming the tumor microenvironment and play a crucial role in cancer pro-
gression. CAFs can secrete various cytokines,chemokines and other related substances,and play the biological
functions through intercellular contact, moreover synthesize and remodel the extracellular matrix to promote
the occurrence, progression,invasion and metastasis of cancer.
extracellular matrix remodeling;

Key words: tumor microenvironment; cancer-associated fibroblasts;

tumor metabolism; phenotypic heterogeneity

VT U4 S i 1 2 93 S5 R B8 2 AT 52 i i 1
T S, b oJRE 60 G TR 5 AN SE R, S AR 4R b R 4
0 TR0 J55 2 e o8 6 LA A A7 1) A 5 o v 40 R O 2T 44 40
L | P Bz 0 5 2 A IR A0 AR o (R R L R
F A0 DR ) 4 R H b R A O £ 4 4 i
(CAFs) & gt or B vh s 2L A i e 2 — .
U W3R YT IR RN AE A T T MR A, R L T
T 5% 5 Il 8 Bl R B AR G 1) & 2 LR L DL SR A R 97
JifRE () 777k . CAFs X & AE ik L5 & KR
HAEREZENREEEN. Hit, ;501 CAFs 7E 42 i
i e 1E R rp g R M AR I Ay AL XTI R IR
7 e LU K 2t Rk & O
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AN EE BT (ECNVD ™ 2T 4 40 i — B9k 00 o =™
AN R LR A R DL 5 e R A0 i
ECM =AY fE S 80 K K38 58 . CAFs J2 15 Jif 5 41
S ) 2T 2 AN A iR A 0E R e AR b A X b g
HA—EMEH.

BB UESE 2 B L CAFs & — Fh & 2% i 5 5 o 40 g
B X AT BE SR AR A K . BT %
H,CAFs A 6 PRI . (1) 7] LIk [ 48 3T i 927 21
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I S5 T ) A BT A A0 051 T A R 40 T R R
SRR A0 Bk R OO0 S AR A L A 4 A0 e A e R
Fik o FHUILSHE FH - SMA) L 3 1 Ff 20 i B A
J2 9 B R i vh B AT (2) 1 6 U5 1k 27 24 4
H A 5545 L ax T BE A o R R P R AR AT (D
[F] 70 5T 1 448 B ) 55 4 (8] 5 03 T 40 B R 4% 7 2L I
i 0 92 B A 5 98 0 TP oy AR R — 2 1) CAFs, Jf:
LI At M LA AR SR 1 B 3R TR AR ) 0 H 35 CAFs
FHIC bR W WY B8 A BT 2 40 i 0% L 2 4
(4) b Bz 240 Jfw 30 1a) S5 240 o A4 5 A6 . (5) Pz 41 e #)
V) J5 200 Jf 1 5 k. (6) 3k — Bl R UL % L Ok IR i
i NS e [ R S AN 2 - A = I I S
CAFs i B AR IE N6 % oK 56 2 M B A Fr ik — 20 1
WF 5, SR 00 D Sk 5 HL A RS [R] 1 of R 2 A, o kT
CAFs HAG A Y A8 Yy 24 Dy g . I % ko B AR ) 1
YER . BFSE N BUIEWT T 827 4k 40 i L s ka2 0 i T
MR EHEEGRMIEHE R, 2FF CAFs
Rl

ROk T L IR A B 5T CAFs (195 U8, I
7 fi g 1t R I CAFs B84k L LLAR 5 F 5% & X i
e Tl BB A T e 2 e v T R AE ) 4 T B AR )
2 CAFs B2 1hae

HRIT » 56 T 180 4F 2 240 I 1) 2 SO 2 — S B0 17 48
LG DA R AE AL ZUER HE Ak DL R RE L R
JLET 2 40 H #B RE AE — 8 PR BE AR R RS . TR
S s AR b T A A 2 2 A B B AR R CAFST . %
SN LT 2 AN B AN YE (S S A1 £ O HAEANTR
FRI R R AR . A F ST B, CAFs 5 iR 40
it s ] 3 Ak T AR A — Al i e i 2R A X b e A R
i 88 6 B PR 85 v A

TERE WA N TGk A A A5 Y AN A
SE A SRS IR B AR TR i A 81405
T I 2l T AL AR X 9 200 B 1% 0 1k 05 0 o B 53X
BT Mg N M e B RN BR 2R g E 2T 4
R, I 2T 4 Al 2 AT R AR A R AT i B L Y,
SRLBLET 4 4t i A 0 1 A& h AR © 2R A
WFSE AR AT 98 AE 0 J G B b B VE T R B 2R
I HLIE 76 Bl ke ik 22 1 i 5% G .

[F1] J5t B0 2T 4 240 L 37 A 32 G 95 200 R s 4 iR g
) Z B A KR i 4 L e A R KR B (T GEF-
B) L /NAT AR A2 K T (PDGE) 1 £F 4 28 o 2k K
K+ 2(FGF2) & 41 845 40 1 2 2 240 A 933 1) oG 5
ARYE L VI A S T IR BT 4 A A 5t
TGF-B, i A 85 i) TGF-B 7l i3 CAFs 1 Rk
Sy E e R N D R G DR i Y )
Sy PDGE 1175 S 1 2 41 i /) 386 2 L OF 5 9 4 1Y

PERA N WL L — A TR RS
20 5 ST T A B R 2T i 0 i R B e, ek
K o SMA | B A 2 40 M 76 1L 5 (H (FAP) % 5
CAFs MM A . Blos R 58 b 3 A4 B 401 45 LA
A 928 20 i 1) TRAE RS th 1 2 A KA 74§19, 4 4
ECM W1 M 2 AE K P ACVEGFA) \PDGF ., %
B AR T (EGE) 44 & (1L)-6 1 1L-8 457,
JEANE A CAFs ¥ g7~ 4= VEGFA, VEGFA B 1% 1%
S I 57 38 3 M, Bk R A2 e e A M L 2T 2 A A
3 PN R AR Y R R R I —
HE L BB S5 e R 1Y A 8, O L BE 2 Il R A 2 A A
1B PERG i LT A S I . AT A A A AR
AN T AR A AR B H A 0TS B A, a0 TGF-8. B %
Ak %M (BMP) ,PDGF.EGF.FGF2, 13 If
rbr 35 PR 20 AR i WNT7a(WNT 5 55 B v
— B OB EE ) I HE BT IR AT 2k 40 L LA AR S e e
RPN, R L 4R R D SR BB T R
Wil T CAFs RGBS . A ot 2 1, 76 530 B
TR 75 R B 28 A0 R R Y TL-18 A § B R T (NF)-
kB 15538 H, 0l B4 CAFs (942 & A4 i s o fig
CAFs i@ 3 4 K 5 1 ECM 5 A4 25 412 1F il o5 0 ik
JR& , FE G AT ) 1 g e 2l it A AR B e R R A
B 1) R 855 v e S SRR

CAFs fi VF Z AR #F, OF H B AT 27 5 bk
HET R B ORN W A DI RE R . A F S IE B ) R T
20 1t BE A% B2 W P RE Y A 2, WAGHRAY 265 7 i i
P Th S 0E T — R 0 1) 38 BT T 48 B ok JR Y CAFs, %
CAF's 3 120 b7 240 ff- 5 200 552 9% 30 0 81— 4 1 i e
MY A R R g A A R B R Y P53 98 A8 5 BUR 4
JHLBE T G D WAL (i CAFs £ % ECM 45 4y & A= 715
b S SR Ut S A AR R b R SR L A R R I
ML HE T CAFs 1 SOCSI (—FPE H ) STAT 41
il 770 3 A B S5 R, (153 SOCST 9 3 3k K 7 FEAIK
XFHT STAT3 Bk, 2 iF T 15 BHAKRT
T WA R O R — T kB A Bl
ISP R OC 10 2T 24 20 i %) A i g A L R o
BLR FMEGE & CAFs WWE R, IF A B T 4k 4 7L I o8
th CAFs 26809 S . (i o SRR i R B A i
3 CAFs 7ERhE i B P A1E A
3.1 CAFs 5 & A MERE  Jbos i o8 55 4 45 4n
02 s U | I s = N S | B A Y 1
EMCH 8k i £ Wi 55 2 W1 L ECM. By 4548 52 Wi 4 £ 8
G ) I e AN 0 e S R
Y S ELECM MM RIES S B
XA R S YN S B R 2t W
W) CAFs £ ECM E M il & mEAEH . M5
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IEH AL, ECM 2 & A= A8 4k, A7 i 38 R X 2647 4k
23 B WA 20 R A 1 A AT RS L LA A mT LA
CAFs Al figili 1 ECM 5 A4 3f 5% m I 9 19 & 24 . BFS
FWT, 7 LR /N UL AL b, g A e I RNG OT S
H ECM 22yl 4> . 7l By 1k ECM il & 58 Jiin i 4E 2% i
o R s A TR /N BB L o, iR A ¢ CAFs B9
D 3 BT RCR BT, TR W] CAFs 78 b9 N
i b R IE T OCEIEH . AR R ECM
SRR T R A0 AR B Y X R PR SE T
CAFs alfigili i 5 S H i/ T 19 B 2 EMC H A4 5]
T b R AN S

CAFs Be 43— L& ] Y P K 5, f61] 4 - A it 98
PR CAFs 2377 A= K it 10 JFF 40 it A= K IR, AT 3%
T 400 30T 98 AN I AP R o-Met 3 %, CAF's 43 36 1) 3 i 45
J& A B 13 38 5 N ECM B ik 1M 4 P R A K PR T2
b 96 i A A A DA T S 355 % R 00 M R 5 R R Y
fRZBVES N . RS TR — R fE CAFs i
T I S TR L K S A R 4 i R R K R
B3 S L A1 O B R A DR A T — T Y R
CAFs a] DLk JBE IR 8 3R 1 WNT A 847, 24 WNT
e 1 B 5 B A N AR KL 1 &2 CAFs ik
FR R o A0 BT A 20 A R 1 22 SR B T R
J5T 42 A A UG 2 KB BB LA 55 20 Wb 1 Oy =4 LR g A
AR RS R A H T G B UE 4 R
CAFs 76 N3 AE rf 42 8 o & A= (3 1 3R K 5 A 52
W], CAFs I RETE MR B Wb R 45 G s VE T X 7
Bt — L T .

iy w0 B S 1 B 2T AE A0 S T R R 4
R 1 BT 4 A0 M A L BRI 2 AN )Y ke
CAFs ARSI EHGE S, I H CAFs BB /- I £
AR TR IR . 7E1VF 290 4 il Fil CAFs dE
Wi e s v e B, 5 0E B AT 4k 40 A HE . CAFs g%
589 AN A EOR PR B RIS R T R R R B
A0 B Ak 1 T 50 IR b R 40 M5 OE B B AF 4k 4i i Bk
CAFs IG5 I G W mh 2/ BUA P . CAFs 7] &
AL B AR E R PR AR Y R R R . B R L X RE
AL A T 5%, 2 At Jirb 3 v A5 DR S < T 4 R R R T
JICET 2 240 R k43 R R A R A A L i A AR
Y L 20 9 3 A AR T R A R R DG Y
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G ARDS &35 I35 % 4E K F & NT-proBNP 7K -
TR ABE G B Z0A 0 A A7 4 RSB T 4 1L-8 . CRP.
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HMGBI1 NT-proBNP /K-, (3) 43 #7 Il 3 4 4 A+
K NT-proBNP 7K *F 5 ARDS J# 1% ™ & 2 & #9 +H
1.4 Siitephb B SR SPSS22. 0 483 #5144k ¥ %L
P, THETERILL 24 Fon L, LR L BCR A ¢ R g,
2 40 8] Lo B8R R 7 22 3 B 5 DA 32 il 3 TAEH#AE (ROC)
B2k 4 B 1L ¥ R 5E R F B NT-proBNP 7K 5 T {ill
ARDS & SET 1 0 {8 5 #H & PE 43 H7 17 Spearman £
XK, L P<<0.05 HZESASIEE L.

2 % ES

2.1 3 AImE RAE K F M NT-proBNP KFH#E 3
4 1L.-8 ,.CRP, HMGBI1, NT-proBNP /K ¥ [t # , % &
WA G2 L (P<<0.05), W#E1,

2.2 AEfFH ST RAE R F & NT-proBNP
KAF B 5 A4 fF 4 A e, BB T 4 IL-8. CRP.
HMGB1 . NT-proBNP /K45 5, 2 56 G il 2% 8 X
(P<<0.05), WFE 2,

2.3 i RIER T K NT-proBNP /K F Hiill ARDS

BFIET- M ROC &4 IL-8=125. 960 ng/L.
CRP=17. 049 mg/L.HMGBI1 >30. 439 pg/L.NT-
proBNP=3 972, 770 ng/L 2 il ARDS #E 11
B E, 02 586 5128 X (P<<0.05), W
Kl 1.5% 3,

1.0 s
,—' BhZkiR
® @ ®IL-8
@CRP
@HMEB1
0.8 @NT-proBNP
OsEL
@® @ ®
0.61
1
&
m
0.41
0.2
%% 0.2 0.4 0.6 0.8 1.0
1-HRE

B 1 I 75 % i€ B F & NT-proBNP 7k £l ARDS &
FHIETH ROC B4k

x1 3 ¢A I i % fE BF F K NT-proBNP K FELL 8 (7 £ )

4 51 n IL-8(ng/L) CRP(mg/L) HMGBI (pg/L) NT-proBNP(ng/L)
A 45 116. 39432, 48 16.26+3.58 18.27+7.36 1582, 47+584. 26
hEEA 26 126.95+37. 63" 18.9244,77° 29. 7348, 29" 2 419.71+782.59°
piyE| 23 131.08435. 57 21.75+4.19% 40.98+11. 25 4 386.65+1 185. 92
F 5.375 19. 304 53. 644 89. 051

P 0.005 <<0. 001 <<0. 001 <<0. 001

W SRR, P<<0. 05; 5 BELLA L, " P<C0. 05,

* 2 EFEEERTAMFBRERF R NT-proBNP K F L8 (+ £5)

2150 n 1L.-8(ng/L) CRP(mg/L) HMGBI1(pg/L) NT-proBNP(ng/L)
A 64 116. 18+33. 20 17.58+3.49 22.05+7.80 1397.654399.52
T4 30 137.26438.09 19.96+4,12 37.5549.51 4 852.24+975.02
t 2.736 2.907 8.363 24,414

P 0.008 0.005 <20. 001 <0. 001

®3  MFEREETFR NT-proBNP K FHW ARDS BEH LT ROC # % 517

He b MATHB Rk 2 i F WA 95 % CT WA REE B
11.-8 0.822 0. 044 <20. 001 . 735~0.909 125. 960 ng/L 0.733 0.912
CRP 0. 709 0. 059 0.001 .593~0.926 17. 049 mg/L 0.733 0.562
HMGBI1 0. 988 0. 009 <20. 001 .970~1.000 30.439 pg/L 0. 867 0. 969
NT-proBNP 0. 955 0.019 <0. 001 .919~0.992 3972.770 ng/L 0.733 0. 891

2.4 G JAE B F & NT-proBNP 7KF 5 ARDS %
T E AR AR G ARDS BB Y ML R AE A T

M NT-proBNP /K ¥ 5 ARDS #5165 ™ E R EHEIE
ME(P<<0.05), WFE4,
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x4 In % % fiE B F & NT-proBNP k5 ARDS fH1E = EE EHMAE X4

) 11.-8 CRP HMGBI1 NT-proBNP
ARDS Jq 1§ ™ 5 72 B
r P r P r P r P
B 0.522 0.002 0.482 0.005 0.493 0.004 0.476 0.004
g 0.498 0. 004 0.493 0. 005 0.589 <20. 001 0.436 0. 006
Eigis 0.541 0.002 0. 537 0. 004 0.442 0.005 0.481 0. 004

3 9 i

Bt = 7 AT Ml 14 R S il O e v TR W L il 2
SRR T R AR I R X ARDS 191297 7K - 2
B BERIT R R R A T — A, M
i T 8= A R IR T T BRI S bR, S SO BOE R
ket . H Al A BF5EIE 52 NT-proBNP Xt 2
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o T8 ) 7™ R R B HE — R AR M S E T AR A
dE— 2 #F 5% & 5E W F 1L-8, CRP, HMGB1 Fl NT-
proBNP /K75 ¥ Wi ARDS ™ 5 F2 B A1 1 J5 BE 44 A
IHA

AR A R BoR, B.od . #E 3 4 IL-8, CRP,
HMGB1 NT-proBNP /K 45, 22 7 A Ge it 2# 78 X
(P<C0.05), 0b4h . SAEF UM, SET-41 1L-8.CRP,
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Ja RS A — 2 . HMGBL A & — s B 4
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2= W) Z AR (RAGE) %5, 1 1 175 -5 2 200 Ji P8 e 285 ff
oy F A TR AE K T, 51 R R, T ELR
B . A EEB S R B AE ARDS B9 15 o &
HMGBI 2 2| & ZA4E H , HMGB1 5 £ F 48 4E K 7 41
HAEF AT IR 58 O, T 0 Al A2 B S B0
AN O B T ARG i B S I s
WITE 100 ] ARDS H 3 9595 2 Jeg A TS v i ) 41y
{8, K BLAE AR 2 1L R & 9 b, HMGBI fitill ARDS
KA R ORE TR S B e, HEAE 0 5 AR F R 45 2R
FHAL

AWFFE 45 F R . ARDS 3 (10 1ML 7 28 5 N 1 K&

NT-proBNP /K*F-5 ARDS 5 1 /™ 8 2 i 22 1IE A ¢, &
ROC i £ 4> M7 iiE 52, 11-8 = 125. 960 ng/L, CRP =
17.049 mg/L HMGBI1=30. 439 pg/L NT-proBNP=
3972.770 ng/L Wi ARDS #6177 19 5 18 4%
B, 7R DL B4R AR AT F T FI W ARDS 9 17 7™ 55 2 B2 Al
T o TL-8 X 24 Jfd 1] 285 BT 43— 00 v Mok 20 g < ThD 4
i TR -2 A Ay 2R3k ELAG IR Y0 1 R 3 5 R a2 A A 1) 1
AH B A P o J 5 4 A N« % 3 46 05 il 6 6 A i A
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Py S 50 R R 3 35 B S 7R 2% 48 A 7K F ] R e il 20 21
(ARG FE T L 8 S U B 9 B L R L R IR
SR BERT TL-8 K F BBl ARDS 8 & 93 15 Jn 2 i
ThEr AN BT 1L-8 K 5 H ., CRP 22—
=N e e i N s 1 A S TN (1= G N B
AR B A3 R G S AL AR i A 43 B S 3R Ak KR T
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L, WFE SR, TL-8 M 96 SR B8 A - 45 48 X - T
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1L.-8 ,CRP, HMGB1,NT-proBNP /K ¥ 5 ARDS
oo IF R R A & OE AH DG, A TL-8 =125, 960
ng/L, CRP = 17. 049 mg/L., HMGBI1 = 30. 439
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