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Differential effects of IGF-1R inhibitors BMS-754807 and OSI-906 in human cáncer cell lines. 
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Background. Clinical and experimental data suggest that the IGF-1R gene exhibits a pattern of 
expression in malignant cells that reflect its pro-survival role. Using various techniques, many 
studies have consistently shown that IGF-1R is expressed at high levels in primary tumors and 
cancer-derived cells. The importance of this paradigm lies in the fact that higher levels of IGF-
1R and IGF-1 signaling are considered key factors, essential for tumor cells, thus constituting 
an important oncogenic pathway. 

Methods. Tissue cultures, cell cycle analysis by flow cytometry, MTT analysis, phosphoarrays 
analysis and docking studies. 

Results. We have determined the effects of the IGF-1R inhibitors BMS-754807 (BMS) and OSI-
906 (OSI) in colon and pancreatic carcinoma cell lines, glioblastoma cell lines and primary 
cultures derived from glioblastoma patients. IGF-1R signaling was blocked by BMS and OSI 
inhibitors in equivalent doses. Both inhibitors showed differential antiproliferative effects 
depending on the cell line. In the pancreatic carcinoma cell lines RWP-1 and IMIM-PC-2, BMS 
has a strong antiproliferative effects, meanwhile that OSI has a minimal effect on RWP-1 and no 
effect on IMIM-PC-2 cells. Same situation occurs in glioblastoma primary cultures where the 
cultures HGUE-GB-15,16 and 17 show resistance to OSI effects, meanwhile that all of them are 
inhibited by BMS. Differential effects were also observed in colon carcinoma cell lines. In 
addition, both inhibitors show different effects on cell cycle distribution, BMS induced G2/M 
arrest followed by cell death, meanwhile OSI induced G1 arrest with no cell death. Taking 
together, our results suggested that BMS is acting through off target effects independently of 
IGF-1R inhibition. Phospho arrays analysis as well as docking studies has been performed to 
identify putative off target kinases involved on these IGF-1R inhibitors effects. 

Conclusion. Since BMS exhibit a potent antiproliferative effects on several cancer cell lines, 
this compound could be used for the treatment of different types of tumors independently of the 
IGF-1R status on those tumors. 
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