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(B #9(Purpose)]
Aulophagy playvs an igportant role in carcinogenesis and lumor progression in manv cancers, including gasiric
cancer. Cytoioxin-associaled gene & (CaghA) is a4 well-Known virulent factor in Helicobacter pylori (M. pylori)
infection thal plavs a critical role in gasiric inflammation and gasitic cancer developmeni. However. i:is
role in autophagy during these processes remains unclear. Therefore. we aimed to clarily the role of Cama
in avtophagy in Cagh-relaled inflammation.

[FiE(Methods)) i
We evalualed the autophagic index of AGS cells infected with wild-lyne cagi-positive H pylori (Hp-¥D and
cegh-knockout Il pylori (Hp-Acagd) and rat gastricmucosal (RGMI) celis transfected with CazA eencs. Ta identily
ihe mechanisms underlving the down regulation of aniophagy iuw AGS celis infected with i pylori, we evalualed
protein arnd oRNA cxpression levels of autophagy core proteins using western blotling and quantitalive reverse
transcription-polymerase chain reaction (RT-PCR). To determine whether awtophagy induced (he expression of
the pro-infiammatory mediator, cyclooxygenase-2 (C0X-2), we evaluated COX-2 expression iz 4GS cells ireated
with an autophagy inducer and inhibitor and infected with H. pyloti. In addition, we evalualed whelher [OY-2
protein expression in AGS cells influenced beclin-1 (BECN1) expression will si-RNA transfection when infected
with & pylori.

{REfE(Results))

Autophagic {lux assay usiag chloroquine showed (hat autonhagy 1o AGS cells was significantly suppressed after
IL pvlori infection. The autophagic index of AGS cells infecied with Hp-HT was decreased sigaificant]y when
compared seith that in AGS cells infected with llp-Acagh The autophagic index of ROMI cells transiecled with
Cagh was lower, suggesting thal CagA inhibits autophazy. In addition. BECNU expression levels in AGS celis
infected with Hp-WT were reduced compared to those in AGS ¢ells infected with Hp-Acagh. Furthermore, (0%-2
expression ju AGS cells infected with Ho pylori was contralled in an aulophagy-dependen: manper. When AGS
i cells were lranslected with small interfering RNA specific for BECNI and infected with Hp-WT and Hp-Acagh.
COX~2 was upregulated sienificaniiv in cclls infected with Hp-Acagh

(#  HE(Conclusion))
In conclusion, the W pylari Cagh protein negaiively regulated avtophagy by dawnregulating BECNL. Cagi-induced
auiophagy inhibition may be & causalive factor in progoting pro-inflanmatory mediator produciion in human
gastric epithelial cells.
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