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Summary of important findings

Herceptin refractory breast cancer cells maintained their aggressiveness in in vivo condition, as the cells grew rapidly into tumors in mouse models.

The levels of IGF-2 in the serum might be able to serve as a biomarker predictive for the sensitivity of HER2-targeted therapy, such as lapatinib and Herceptin.

The tumors generated from different Herceptin refractory breast cancer (SKBR3-pool2 and BT474-HR20) cells showed different responses to lapatinib treatment in mouse experiments. 

It seemed that the increased IRS1 levels and activation of Akt played a role in the decreased response of BT474-HR20-tumors to lapatinib in vivo.

Our data suggest that the levels of IGF-2 (serum) and IRS1 (tumors) should be closely monitored during the treatment of MBC. The therapeutic methods, which can potently reduce IGF-2 and IRS1 levels, would be very effective to treat MBC.  
