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Involvement of extracellular signal regulated kinase in
the regulation of amyloid precursor protein processing in
PC12 cells by TPPB
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Abstract

<FONT face=Verdana=AIM: To explore the signal transduction pathways involved in
the regulation of amyloid precursor protein (APP) processing by protein kinase C
(PKC) activator TPPB.<BR>METHODS: PC12 cells were treated with TPPB (PKC
activator) for 3 h and various signal transduction inhibitors were added to the
conditioned medium to investigate their effects on a-secretase form of soluble
amyloid precursor protein (sAPPa) secretion after TPPB treatment via Western
blotting. Extracellular signal regulated kinase (ERK, p42/44MAPK) and phospho-
p42/44MAPK were also measured after TPPB treatment.<BR>RESULTS: TPPB (1
pmol/L) significantly increased sAPPa secretion as compared with control group. The
increase in sAPPa secretion by TPPB was partially blocked by ERK inhibitor U0126, c-
Jun N-terminal kinase (JNK) inhibitor SP600125 and protein tyrosine kinase (PTK)
inhibitor genistein, but not by p38MAPK inhibitor SB203580. TPPB (1 pmol/L)
increased the expression of phospho-p42/44MAPK without altering total
p42/44MAPK levels.<BR=>CONCLUSION: ERK, JNK and PTK may be involved in the
regulation of APP processing by TPPB.</FONT=>
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