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Introduction
Achieving cellular resolution in the analysis of Summary of the pharmacodynamic effects of OSI-930.

proteomic patterns would greatly benefit our M
understanding of the efficacy and mechanism
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in 50% Matrigel™ injected subcutaneously into Day Day

NCR/nu mice. Upon harvest tumors were divided
into multiple pieces. Tissues were either snap Loss of KDR within 24 hours of drug treatment. Summary

frozen in liquid nitrogen and embedded in OCT The screening of xenografts and embedded cell pellets (results not shown) allowed us to changes in HSP-27 and Bim, a pro-apoptotic protein, occurred in response to the inhibitor that
or fixed for 24 hours in 10% neutral buffered compile a response profile for 0SI-930 and lead to the identification of about 30 targets might contribute to the resistance of the ES-2 xenografts. None of the changes discussed were
formalin, then processed and embedded in paraf- that are altered in cells or tumors in response to the inhibitor. Specific tumor and stromal observed in the HCT-116 xenografts that were treated with an unrelated compound.

fin per standard methods. Frozen sections were activities of compound 0SI-930 were identified in xenograft arrays. The changes closely

cut at 7-8 pm and paraffin sections were cut at reflect the compounds effect on xenograft growth inhibition, and increases in apoptosis The markers that were identified in this screen closely reflect the underlying biology of the

4-5 pm. Immunohistochemical analysis on frozen and necrosis. For example, effects on signaling in tumor cells (p-S6 ribosomal protein) major targets of 0SI-930 and give us a better understanding of the drug’s modes of action.
and paraffin sections was performed according to was only seen in the two xenograft models that express the receptor tyrosine kinase c-kit.
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