PRECIS

Background: 

· BAY 43-9006 is an orally bioavailable inhibitor of the Raf kinase, but it also inhibits VEGFR2, VEGFR3, PDGFR-, Flt3, c-KIT, and p38.

· Phase I trials identified a tolerable dose as 400 mg PO BID x 21 days repeated every 28 days. Toxicities of BAY 43-9006 included skin rashes, fatigue, and GI symptoms.

Objective:

· To determine the objective response rate and toxicity profile of BAY 43-9006 in relapsed or recurrent non-small cell lung cancer.

· To evaluate the BAY 43-9006 pharmacokinetics, pharmacogenomics (CYP3A4/5), pharmacodynamics (modulation of signal transduction pathways), effect on tumor vascularity by dynamic contrast enhanced-MRI and PET CT, and effect on plasma angiogenic cytokines.

Eligibility:

· Adults with histologically documented, measurable non-small cell lung cancer, which has recurred after or progressed on one prior chemotherapy regimen.

· Patients must have one lesion amenable to biopsy.

Design:

· BAY 43-9006 will be administered at a dose of 400 mg PO bid x 21 days every 28 days.

· Tumor biopsies will be obtained pre-treatment, on cycle 1 day 14-18, and at disease progression. Tumor cells and stromal cells will be obtained using Laser Capture Microdissection.  Expression and activation (phosphorylation) of signaling pathway components potentially affected by BAY 43-9006 will be assessed by reverse-phase tissue lysate proteomic microarrary.

· Patients will be evaluated for response every 8 weeks using the RECIST criteria.

· The trial uses an optimal 2-stage design targeting a response rate of 20%. Up to 37 patients will be treated.

