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abstract

Abstract

The polarization of macrophages plays an important role in the repair of
pathogen infection. On the one hand, macrophage M1 initiates the inflammatory
mechanism, activates and releases the inflammatory mediators, causing the
inflammation to occur and thus result in damage. On the other hand, macrophage M2
induces the anti-inflammatory mechanisms, mainly involved in inflammation and
parasitic infection resistance control, and plays a role in tumor formation.Different
types of macrophages interact with the microenvironment to initiate
proinflammatory or anti-inflammatory mechanisms that determine the development
and progression of inflammation.Therefore, Macrophage is not only an important
target for disease treatment, but its polarization is also one of the hot topics in the
research filed.

The latest researches in macrophage polarization suggest that
lipopolysaccharide (LPS) is a powerful inducer of inflammation and macrophage M1
polarization,which plays a key role in the mechanism of Helicobacter pylori
infection gastritis injury.Otherwise, a large number of studies have shown that
soluble small molecule peptides secreted by gastrointestinal mucus cells have
multiple biological functions in mucosal injury repair, inflammatory protection and
tumor development, which are reported as potential novel tumor markers.As a
member of TFFs, Trefoil factor 2 (TFF2) is also closely related to the pathological
changes of gastric mucosa after Helicobacterpylori infection.

This studyinvoles in the function and mechanism of the regulation in
LPS-induced macrophages polarization and inflammation by TFF2. This study
intends to explore: 1) the expression inductionpattern of TFF2 by LPS; 2) the
inhibitory effect and molecular mechanism of TFF2on macrophage M1 polarization;
3) TFF2 inhibits inflammation induced by LPSantagonists; 4) the inhibition effects
of TFF2 on macrophage polarization andinflammatory after H. pylori infection.After
reasonable design and a large number of experiments, this study puts forward the

TFF2upregulation of macrophage polarization stress inhibits LPS induced
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abstract

macrophages polarization andinflammation. Thus, this paper will establish TFF2 as
amacrophage  polarization  control  factor and a  gastric  mucosal
inflammationtherapeutic target.

Keywords:Trefoil factor 2;Macrophage polarization ; Lipopolysaccharid
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1.1 RIER NS B

PMEAEBUAFRAA 0 K 3R 0 T B S NL o SORE S B — MR R 2% (i
RE, TR JORE AL PTRE SOE 73 N R SORE A JOIE PSR, AR 51k ¢
SR (1 080 K] - SHe R ST HE— 35 43 g SR e P JRRE RN TG BRI SO T R R AN
A R BGRB8 R 24 B R EL BT A ol ) 4 M A 05 AN 2R, BAR AARAC g I
R AR S AT, WHFLFRMPAEER. HSELE, FLUS
ro PTEL, FRWRANMCHE N “ NRMR 2L o HEE4IRAES LRl
ORAT W38 240 R/ A W A L PR 2 o /A W5t 240 ey b 4 L R e P A 2 PR L
L PR o KA WA I E A A A S 2L, R R
WE T RE . FRAZANND 5 A0S 3-8%, SRUE-T B il b AT AR LI, 2 i
NI, BEARDY 1420 ok, ETESOPIEE .. KN &6 55 g
e LRI R T BUR A BER, S 2 ROKRRE, W AR TR R
A NS, HEE IR BATHI AL . Al Kik 756 Rk . HH%
MBEN — O 2RI, oy P H 2 e A g i B 7o B T, BRI = P
YA NIRIBER 5] 22 32t dk, ROV EIEARI. B2, H%- BN &
e N BB SR SRR, FEPURAL. DU AN G i 7 & 75 T A 4% 5244

[3]

1.2 EZREFSRIERN

1.21TLR4 Z&FTHEH

Toll ¥E5Z2 4K (Toll-like receptor, TLR) fF{ET-Hudi i b, & —pskz
ik, TLR4 ZZURMBGE 75 U E A RET, SIEHEAELEA 88 (myeloid
differentiation factor 88, MYD 88) . MyD 88 ##3LZKH (MyD 88-adaptor like,
MAL) . TLRS #2<{J T 2 5L K F (TRIF) 1 TRIF f14%:3k 4> F (TRIF-related
adaptor molecule, TRAM) , X PUFfHk B (1 52 Jl R 06 5 Y e 145 5
3% 3] TIR (45 H5%, TR 2 il MYD 88 JEigtid 421 MYD 88 fk it .
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1.2.2LPS-TLR4-NF-xB {5 S @B EE

Toll FESZARTEST A G2 HINLEIAT 78 BAT % LR L Toll FESZARRE
SR SR AR T AR R G 22 B 2T FEPTR S T AR H a5 2 B AL,
S5 RVERIEAN FARSE, RN &P TLRS SR b JOREB0% o< R 1B, H,
MR T TLR4 524k, %3248 TR Z AR KR, & m RT3
R H A SRR S 1 73 TR0 (PAMPS),  [RIHAR 28 6 R e 1 26— B k™.
TLR4 — B AN NF L IR 2 HE(LPS) ML EAZIR, %2 (Rl BT e e s
IS5 545 FHOE NF-xB, NF-xB X8 R Rk g AT 4, ok, mrel
A 1L 2 SOREN BRI A AR IR 7 ik, BIBTR e A IEM . LPS SH 4,
HH A LBP 454 GEA MM TLR4 21k DR RE &), TLR4 KAE R G
5 NS> T MyD88, B 5 K AE IKK B IBEIR 1L 51 i 1kB BER AL 572 AL,
M NF-«B W0 i M 5518 A% R AEBERRAK, 256 AH BT 31 I R 42 8 P Ui RE 1]
K, R R— SRR T AN R-1. 6. MEIRFER 1SRk &,
MG R VRN IR B RE A PR, B MR A
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IKKo: ” IKKo

100
3 6 Rel-8

radation
b p52 @ Rel-8
Proteasome e (NE=-xB)
~v I?r?:ﬁ%?tr lgfmt f;luclear

NF-xB responsive aene transcriptinn -

K 1LPS-TLR4-NF-kB 1= 518 %7~ & &

1.2.3 [EEHRBSEMRMERK

T M =Y 2 (lipopolysaceharides, LPS) & & ()38 K% S5, W]
PLZ2 B Hh S E VR A M AR AL . LPS 3 2438 TLRs 2 AR BUENF-kB1E 5 18 % »
b gt — R E R AR AL, BRI PRI R AR R T, H
H{ 28 - TNFou 5 B AR A 40 i 70 Wb (1 TP 36 -y (IFN-y) IR [RIVE R, A% 4
F A MY g2

FE P24 TR 1 400 B 1 32 B2 7, PSS TLRA(E 538 % (1 i 72 0«
LPS 5 R4 & HHLBPA & /5 ETLRA LIE B &), TLRAKA R HET
We o EAEMyDSS, i 5 K AETKK B IR 10 I 5 i e Boi R A4 5 72 ZR AL B,
5 a IS NF-kBAS S I@ B, ENF-«BH AL AL I35 HH O 24 i R 1 A 10 R+ 1
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RN F L . NF-BI IS Al TNF-o. IL-1(0 5651958, 5 & st — 51
NF-«xBHEA . BRI IM R AL 5 R UL- 1. NOSEAE 28 [R5~ 450 Ji7 B O
T S G SRS o T S AN B A B BT 475 1 — 20 S A 1™ B (1 U 25 1L
PRI,  FHZH B R 51 R B ARE R A, MO [ 4 M 32 0 S T IR R AR AL 2R, B
M1 [ WG 200 A 2B 3 T sl A BRMI2 B, LR 1 32 AN 520 JEE A48 (i it 2L 21

8
BEY,

1.2.4NF-kB {5 5@ RIEP H{ER M
1.2.4.1NF-xB R ERER 5

NF-kB/& — B W2 R K7, AR S MR b s A, 2510
ERIENE . RAEIRN . AHRSETE . o A R R O 55 2 F A S B 2, i
PR A IR 7 BORG B - S (R R R 2k, TENUAAR IR G2 ML« A S I AT 4 i
HIAEK A E R EEER .

NF-xB - 1986 415 IRAE L B 4iff ., AR R I, ' —Fhaeis 5 %%
HRE AR RS T R A I E R NF-xB/Rel K 3 F T B Xk,
£ 45 RelA(p65). c-Rel. RelB. NF-kB-B1 (p50/p105). NF-kB-B2 (p52/p100),
PATRIJR B R Y5 2 A AFTE, p65/pS0 T — AR Hym M 1 2 B X B L.
R LA LR (45 R AE, AL FE N S FH 2 300 AN IR ER 4L R A [F) <
[¥) Rel [AJEIX (RHD) « C %fi ;e NBOE &5 #4k (TD). RHD Zi43( 6 578 il —
RAR, 454 DNA UL S5 HAH 7 kB W45 &, R TR &H %6051 (NLS),
A FIE NF-xB #ENZNATIThAE. pSO A1 p52 A5 RHD 45 #4381 it =
TD iM%, Rk pSO A1 p52 A1V — SR AR IE AN Bt 52 ik ik [R5 S v, 1T 2
CEAI AR ARy — Bl oy 738 5 & H LAIL AT 44 p105 A1 p100 [ A7 E

1.2.4.1NF-xB HiEiER

NF-«B J& — M H LRI 7, G40kt T-# SARSET, NF-xB # =AM
#7 TeB ML IL C 555517 55 NSL &5 & 407 5, BRI st

NF-«B [0S A& kit 5L SR 250 i . &AMt , p65/p50
R R R AR T 456 T NF-xB i85 2 IxBa, i NLS /5414578 55 1 A
BEAAZ . A 75 LS 2 Pl i B 5 B RO 15 51508 3 IkB i R &)
IKKB, BRI TkBod Al FLdt — 2002 Z AU T 1 2 g A B A - AT NF-xB 254
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