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Background/Aims: Previous studies have highlighted the importance of matrix
metalloproteinases (MMPs) in ulcerogenesis and recently MMPs is reported to
be associated with cancer metastasis and carcinogenesis. Little is known about
the role of CagA protein in MMPs secretion by H. pylori infected gastric epithelial
cells. Therefore, we aimed to investigate the mechanism of MMP production in
H. pylori-infected gastric epithelium. Furthermore, we asked whether the pres-
ence of tyrosine phosphorylation of CagA protein might play a role in MMP Michael H. Pilinger*, Martin J.
production by gastric epithelial cells. Methods: A pair of isogenic cagA strains Blaser*

(one with tyrosine phosphorylation motif and the other without tyrosine phos-
phorylation motif, 147C and 147A) and cagA negative strain (8822) were used
for H. pylori strains. MMP-1 production by AGS cells were measured by western
blot and extracellular signal regulated kinase (ERK) and p38 kinase activation
was analyzed in the presence of various inhibitors. Hummingbird phenotype
induction was measured according to isogenic cagA H. pylori strains. Results:
CagA positive strain showed marked production of MMP-1 by gastric epithelial
cells. Presence of tyrosine phosphorylation motif showed higher level of MMP-1
production. MMP-1 production by gastric epithelial cells required activation of the
mitogen-activated protein kinases (MAPK), extracellular signal regulated kinase
(ERK), and subsequent protein synthesis, but was down regulated by the al-
ternate MAPK, p38 kinase. Conclusions: Taken together, these data showed
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that secretion of MMP-1 by H. pylori infected gastric epithelial cells is differ- MEA MUET AES 134HX]|
entially regulated by ERK and p38 kinase and dependent of tyrosine phos- FEHHS: 120-752
phorylation of CagA. (The Korean Journal of Helicobacter and Upper Gas- g[8 lam el i uiim =
trointestinal Research 2006;6:35-41) Tel: 02-2228-1960
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Fig. 1. Time course of phospho-ERK activation of AGS cells by
isogenic cagA H. pylori strains.
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Fig. 5. Hummingbird phenotype induction of AGS cell in response
to isogenic cagA H. pylori strains. SB, SB203580; UO,
UO0126; SOV, sodium orthovanadate.
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