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MKLSLVAAMLLLLSAARAEEEDKKEDVGTVVGIDLGTTYSCVGVFKNGRVEIIANDQGNRITPSYVAFTPEGERLIG
DAAKNQLTSNPENTVFDAKRLIGRTWNDPSVQQDIKFLPFKVVEKKTKPYIQVDIGGGQTKTFAPEEISAMVLTKM
KETAEAYLGKKVTHAVVTVPAYFNDAQRQATKDAGTIAGLNVMRIINEPTAAAIAYGLDKREGEKNILVFDLGGGT
FDVSLLTIDNGVFEVVATNGDTHLGGEDFDQRVMEHFIKLYKKKTGKDVRKDNRAVQKLRREVEKAKRALSSQH
QARIEIESFYEGEDFSETLTRAKFEELNMDLFRSTMKPVQKVLEDSDLKKSDIDEIVLVGGSTRIPKIQQLVKEFFNG
KEPSRGINPDEAVAYGAAVQAGVLSGDQDTGDLVLLDVCPLTLGIETVGGVMTKLIPRNTVVPTKKSQIFSTASDN
QPTVTIKVYEGERPLTKDNHLLGTFDLTGIPPAPRGVPQIEVTFEIDVNGILRVTAEDKGTGNKNKITITNDQNRLTPE
EIERMVNDAEKFAEEDKKLKERIDTRNELESYAYSLKNQIGDKEKLGGKLSSEDKETMEKAVEEKIEWLESHQDA
DIEDFKAKKKELEEIVQPIISKLYGSAGPPPTGEEDTAEKDEL
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Fig. S1 Mass spectrometry (MS) result and histological expression of GRP78 protein. A Table showing MS
results for GRP78 along with other proteins. B The amino acid sequence of GRP78 depicting the presence of
partial (VXP) and full Siah-degron motif (PXXXVXP) (underlined). C Human antral adenocarcinoma and
metastatic GC biopsy tissues showing the status of GRP78 protein. Scale bars=100 µm.
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Fig. S2 Siah2 phospho-null mutant S6A disrupts mitochondrial membrane potential as depicted by reduced
TMRM intensity A Confocal micrographs showing intensity of TMRM loaded uninfected or infected
pcDNA3.1+, siah2 WT and siah2 S6A stably-expressing MKN45 cells. Scale bars=10 µm. B Graphical
representation of TMRM intensity. Statistical significance determined by two-way ANOVA followed by
Tukey’s post hoc analysis. n=3. Graphs represent mean ± sem. *P < 0.05, **P < 0.01.

A

B



DAPI pDsRed2-Mito ROS Merged

pc
D

N
A

3.
1+

 
un

in
fe

ct
ed

pc
D

N
A

3.
1+

   
H

. p
yl

or
i

si
ah

2
W

T 
un

in
fe

ct
ed

si
ah

2
W

T 
   

  
H

. p
yl

or
i

si
ah

2
S6

A
 

un
in

fe
ct

ed
si

ah
2

S6
A

 
H

. p
yl

or
i

Fig. S3 H. pylori-mediated Siah2 phosphorylation regulates cellular and mitochondrial ROS. Confocal
micrographs from uninfected or infected pcDNA3.1+, siah2 WT and siah2 S6A overexpression plasmid
transiently-transfected pDsRed2-Mito stably-expressing AGS cells depicting ROS level. Scale bars
represent 10 µm.
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Fig. S4 Secretion of GRP78 is regulated by H. pylori-mediated Siah2 phosphorylation. Graphical
representation of the fold change in the secreted GRP78 as detected by ELISA. Statistical significance is
determined by two-way ANOVA followed by Tukey’s post hoc analysis. n = 3. Graphs represent mean ±
sem. ***P < 0.001.



Fig. S5 Aggresome formation is Siah2 and ROS-dependent in H. pylori-infected GECs. Confocal
microscopy images showing the status of aggresome formation in uninfected or infected NAC-treated
pcDNA3.1+, siah2WT and siah2 S6A MKN45 stable cells. Scale bars = 10 µm.
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Fig. S6 Aggresome formation is Siah2-dependent reciprocally correlated with autophagy in H. pylori-
infected GECs. Confocal microscopy images showing the status of aggresome formation in uninfected or
infected bafilomycin A1-treated pcDNA3.1+, siah2 WT and siah2 S6A MKN45 stable cells. Scale bars =
10 µm.
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