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Investigation of mechanism mediatin? resistant phenotxpe of renal cell carcinoma to
tyrosine kinase inhibitors and development of novel therapy to ovetrcome its

resistance
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We demonstrated that the acqusition of phenotype in renal cell carcinoma cells
resistant to tyrosine kinase inhibitors could be achieved by the maintained activation of MAP kinase and
Akt, and that the additional treatment of renal cell carcinoma cells with specific inhibitors for MAP
kinase or Akt was shown to contribute to overcome the resistance to tyrosine kinase inhibitors.

In addition, the measurement of serum MMP-9/TIMP-2 ratio in patients with renal cell carcinoma treated
with sunitinib appeared to be useful for the early diagnosis with the acquired resistance to sunitinib in

these patients.
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MMP-2 (ng/ml) 691+139 701%£157 0.74
MMP-9 (ng/ml) 718147 735173 0.61
TIMP-1 (ng/ml) 649+141 636+158 0.67
TIMP-2 (ng/ml) 515+120 481%+138 0.21
MMP-9/TIMP-2 ratio 1.47+0.26 1.60+0.27 0.019
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