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Abstract

AIM: To investigate the effect of N-linked glyco-
sylation modification of pro-Met on the function
of c-Met in human hepatocellular carcinoma
(HCC) cell line MHCC-97H and human cholan-
giocarcinoma cell line RBE.
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METHODS: Tunicamycin (Tun), an inhibitor of
N-glycosylation, MG132, a proteasome inhibi-
tor, cycloheximide (CHX), a protein synthesis
inhibitor, and PF-2341066, a c-Met inhibitor,
were used in this study. The effect of N-linked
glycosylation modification of pro-Met on c-Met
function in MHCC-97H and RBE cells were de-
termined by Western blot, immunofluorescence
and confocal microscopy.

RESULTS: We found that both phosphatidylino-
sitol 3 kinase/ Akt (PI3K/Akt) and mitogen-
activated protein kinase /extracellular signal-
regulated kinase (MEK/ERK) were downstream
to c-Met. Furthermore, c-Met was an N-linked
glycosylated protein. N-glycosylation modifica-
tion of p145Met was from pro-Met, but not due to
the further modification of pro-Met. Importantly,
blocking the N-glycosylation of pro-Met targeted
pro-Met to the cytoplasm and initiated its phos-
phorylation independent of hepatocyte growth
factor (HGF) engagement. Nonglycosylated pro-
Met, which was phosphorylated, only in part ac-
tivated c-Met downstream signals.

CONCLUSION: N-glycosylation is required for
c-Met function.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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