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IL-8 CBA3BIBAET ITYTU NF-kB u Wnt/pB-KATEHUH
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Wudexuust Helicobacter pylori (H. pylori) nHOTIa BBI3bIBAET CTOMKWIT BOCITAJIMTEIbHBINA OTBET B SITUTEIN -
aJIbHBIX KJIETKAX CIM3UCTOI 000JIOUKH KeJTyKa YeJIOBEKa, YTO MOXKET MTPUBOIUTH K BOSBHUKHOBEHUIO paka.
OnHako OCHOBHOI MeXaHU3M KaHlieporeHes3a roka He BbisicHeH. HaMu pazpaGoTaHbl Monenu XpoHUYe-
ckoit undexkuuu H. pylori B knetkax GES-1 u Ha mbiax C57BL/6J. 151 onipenesieHus ypOBHS MHTEPJIEH -
kuHa-8 (IL-8) mcnonb3oBain UMMyHOBepMeHTHBIN aHanmu3. DKcenpeccrio MPHK mn 6enkoB NF-kB p65,
IL-8, Wnt2 u B-karennna omnpenessuim Mmeromamu I[P B pexxnMe pealbHOTO BpeMeH!, IMMYHOOJIOTHHTA,
UMMYHOMIIyOPECIIEHTHOTO OKpalllMBaHUsI U UMMyHorucToxuMmuu. MHbeximio H. pylori y Mbliieit olieHU-
BaJIv C TOMOIIIBIO 3KCITPECC-TeCTa Ha ypeasy, OKpalllMBaHUs TeMaTOKCUJIMHOM—303UHOM U cepeOpeHusI 110
Baptuny—Crappu. UccnenoBanue Mopdonornuecknux U3MEHEHU B CJIM3UCTON 000JI0UKe XKerynKa Mpo-
BOIWJIM METOJOM 3JIEKTPOHHON MUKPOCKONUU. BBISIBJIEHO, UTO B KJIETKaX CIM3UCTOI OOOJIOUKHU KeTyaKa,
nHbuLMpoBaHHBIX H. pylori, Hapsay ¢ akTuBanueil curHajibHoro myTu NF-KB u nmoBblllieHMeEM KOHIIEH-
tpanuu 1L-8, 3Haunmo nmoBkilanack akcrapeccrus Wnt2. Ha ocHoBaHMY 3THX pe3yIbTaTOB MOXKHO IIPEIIIO-
naratb, 4yTo I1L-8 mo3uTtuBHO perynupyeT akcrnpeccuto reHa Wat2. Tlpu uccieqoBaHUM XpOHUYECKOM MH-
dexunu H. pylori na mogenu mbieir C57BL/6J moka3aHo, 4TO Y 9KCIIEPUMEHTATBHBIX SKMBOTHBIX MTOBbI-
IIeHa YacToTa TIPeIpaKOBBIX TMOpPaXeHUil B TKAHU CIU3UCTON 000s0uku kenynaka. [lpu cpaBHeHUU
VJIBTPACTPYKTYPHBIX U3MEHEHU I B KJIETKAX CJIM3UCTON 0O0JIOUKHU XKEeTYAKA U aHATM3€ B3aUMOCBSI3U MEXIY
curHanbHbIM nyTeM NF-kB u akcripeccueit Wnt2 o6HapykeHo, uto uHbekuust H. pylori akTUBUPYET CUT-
HanbHbIe Iyt NF-KB, a MaccuBHOe BeicBoOOXIeHME 1L -8 mMoIoXuTeIbHO KOppeanpyeT ¢ BBICOKOM 9KC-
npeccueit 6enka Wnt2. Kak cienctsue, akTHBaIlUsl CUTHAIBHOTO yTH Wnt/[3-catenin MoXxeT GBbITh BOBJIE-
YeHa B 3JT0KaYeCTBEHHYIO TpaHC(hOPMAIIUIO KJIETOK CIIM3UCTO 000JI0UKHM Keryaka. TakuM o6pa3om, Xpo-
Huueckas uHdekuuss H. pylori MoXeT TPUBOAUTHL K TMEPCUCTEHTHOMY BOCIAJIUTEIBHOMY OTBETY:
akTuBupoBarth ImyTh NF-KB, coco6cTBoBaTh BeicBOOOXKAeHUIO I1L-8 1 TeM caMbIM aKTMBUPOBAThb MYyTh
Wnt/B-catenin. [L-8, mo-BuauMoMy, UTPaeT pojib JMHKEPA B CLUETUIEHUN STUX IBYX CUTHAIBHBIX My TeiA.

Kimouesble cioBa: Helicobacter pylori, untepneitkun-8, Wnt2, NF-KB, curHaiabHbIe myTH, BociaJeHUe, paKk
KeJTynKa
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IL-8 Links NF-kB and Wnt/p-Catenin Pathways in Persistent Inflammatory Response
Induced by Chronic Helicobacter pylori Infection
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Helicobacter pylori (H. pylori) infection can cause persistent inflammatory response in human gastric mucosal
epithelial cells, which may result in the occurrence of cancer. However, the underlying mechanism of car-
cinogenesis has not been elucidated yet. Herein, we established the models of chronic H. pylori infection in
GES-1 cells and C57BL/6J mice. Interleukin 8 (IL-8) level was detected by ELISA. The expression of NF-xB
p65, IL-8, Wnt2 and B-catenin mRNA and proteins was evaluated by real-time PCR, Western blotting, im-
munofluorescence staining, and immunohistochemistry. The infection of H. pylori in mice was evaluated by
rapid urease test, H&E staining and Warthin—Starry silver staining. The morphological changes of gastric
mucosa were observed by electron microscopy. Our results showed that in H. pylori infected gastric mucosal
cells along with activation of NF-kB signaling pathway and increase of IL-8 level, the expression of Wnt2 was
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also increased significantly, which preliminarily indicates that IL-8 can positively regulate the expression of
Wht2. Studies in chronic H. pylori infected C57BL/6J mice models showed that there was an increased inci-
dence of premalignant lesions in the gastric mucosa tissue. Through comparing changes of gastric mucosal
cell ultrastructure and analyzing the relationship between NF-xB signaling pathway and Wnt2 expression, we
found that H. pylori infection activated NF-«B signal pathways, and the massive release of IL-8 was positively
correlated with the high expression of Wnt2 protein. Subsequently, the activated Wnt/[-catenin signal path-
ways may be involved in the malignant transformation of gastric mucosal cells. Collectively, H. pylori chronic
infection may continuously lead to persistent inflammatory response: activate NF-kB pathway, promote 1L-8
release and thereby activate Wnt/p-catenin pathway. IL-8 probably plays an important role of a linker in cou-
pling these two signal pathways.

Keywords: Helicobacter pylori, interleukin 8, Wnt2, NF-xB, signaling pathway, inflammation, gastric cancer
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