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Angiotensin Il typel receptor blocker(ARB) Inhibits colon cancer cell proliferation
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It is known that a disintegrin and metalloproteinase (ADAM) cleaves pro-heparin-b
inding epidermal growth factor-like growth factor (proHB-EGF), and the soluble HB-EGF activates EGFR. Simu
Itaneously, the C-terminal fragment of proHB-EGF (HB-EGF-CTF) translocates into the inner nuclear membrane
, and subsequently influences cell proliferation by binding nuclear promyelocytic leukemia zinc finger (PL

ZF) protein, a transcriptional repressor, which induces its nuclear export.

We found that colon cancer cell proliferation is regulated via the nuclear translocation of HB-EGF C-term
inal fragments. And we also found that telmisartan and its derivatives with biphenyl tetrazole completely
blocked this association. We propose that the inhibition of HB-EGF-CTF nuclear translocation with telmisar
tanland its derivatives may lead to novel strategies that prevent cell proliferation in the development of
colon cancer.
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