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Mechanism of insulin-like growth factor activation as a biomarker in molecular
targeted therapy
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The therapeutic effect biomarker and target selection biomarker for IGF

neutralization therapy could be indicated by confirming the increase in blood bioactive IGF with the

increase of cancer metastatic lesions and the difference in therapeutic effect depending on the
expression level of MMP-7 that releases bioactive IGF. However, in both immunodeficient and
wild-type mouse models using human pro-form MMP-7 transfected mouse cancer cells, only the pro-form
was detected in the serum, suggesting that human MMP-7 was not activated. Although the differences
in the molecular structures of human and mouse MMP-7 are small, it was concluded that human MMP-7
cannot be activated in the mouse microenvironment. It was revealed that the activation mechanism of
MMP-7, which activates the tightly regulated IGF system, could be also tightlx regulated. Our study
results show that the more physiological animal model is needed to validate the usefulness of MMP-7
in IGF neutralizing therapy in the future.
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MMP-7 pro-form proMMP-7, 28kDa



active MMP-7,

20kDa proMMP-7
1 in situ Zymography
MMP-7
T/B
MMP-7
MMP-7
proMMP-7
MMP-7 Invitro MMP-7
IGFBP MMP-7  pro-form
1

[X]1. Western Blot for hLMMP-7

plasma

Q. @ s .

1 < ¢ o,

o, 7 4747"’) %) %, Yy % ©
5, s, “Cor " O
e M &

3 @ '@ @

3 1
35kD ‘ !

—— — — _—-— e

e
4
Q%

20kD

15kD

CLMMP-7: MMP-7 transfected colon26(mouse colon cancer cell line)
HT29: MMP-7 producing human colon cancer cell line
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