Carfilzomib

We are developing carfilzomib, a next-generation, selective proteasome inhibitor, as a potential cancer treatment. The proteasome is a protein complex that exists in all cells, whether healthy or cancerous. The proteasome controls the turnover of proteins in cells in a regulated manner, but cancer cells are more susceptible to cell death when the proteasome is inhibited. Carfilzomib is a novel small molecule, belonging to a class known as peptide ketoepoxides, and is designed to inhibit the proteasome and enable sustained suppression of protein degradation in tumor cells. Carfilzomib is currently in multiple clinical trials as summarized below.

Multiple Myeloma Program

We are conducting multiple clinical trials evaluating carfilzomib as a monotherapy in relapsed and/or refractory multiple myeloma patients and in combination with other anti-cancer agents and chemotherapies. Multiple myeloma is the second most common hematologic cancer and results from an abnormality of plasma cells, usually in the bone marrow.

Phase 2b Trial. In December 2010, we presented data results from an ongoing pivotal Phase 2b trial, known as the “003-A1” trial. The primary endpoint of the study was overall response rate. Results demonstrated carfilzomib was well-tolerated in heavily pre-treated relapsed and refractory multiple myeloma patients and could be administered at a full dose over prolonged periods of time, even in a very sick patient population for whom all available treatment options have been exhausted and who have multiple comorbidities. Enrollment consisted of patients who had received prior treatment with bortezomib and either thalidomide or lenalidomide and were unresponsive to their last treatment. The full

results of the study will be used to support submission of a New Drug Application (NDA) with the FDA by as early as mid-year 2011. In January 2011, the FDA approved Fast Track review status for the carfilzomib NDA, and in January 2011 we began a rolling submission of the NDA.

Phase 2 Trial. In December 2010, we also presented data from an ongoing study, known as the “004” trial. The primary endpoint is overall response rate and secondary endpoints include time to progression, duration of response, overall survival and safety. Results of 123 evaluable patients demonstrate that single-agent carfilzomib achieves high overall response rates of up to 53% in bortezomib-naïve patients with relapsed myeloma, with minimal neuropathy, even in the setting of high-risk disease. These responses were durable with a median duration of response of greater than 13 months.

Phase 1b/2 Trial. In June 2010, we presented data from a Phase 1b/2 combination study, known as the “006” trial, of carfilzomib with lenalidomide and dexamethasone in patients with relapsed multiple myeloma. The primary endpoint of the study was to evaluate safety and maximum tolerated dose. Results demonstrated the achievement of the safe combination of full dose carfilzomib with full dose lenalidomide and low dose once weekly dexamethasone.

Phase 1/2 Trial. In December 2010, initial results of a Phase 1/2 trial were presented at the American Society of Hematology demonstrating a 100% overall response rate and minimal toxicity. The study, sponsored by University of Michigan Cancer Center, is designed to evaluate the safety and to determine the maximum tolerated dose of carfilzomib plus lenalidomide in combination with dexamethasone in newly diagnosed multiple myeloma patients with no prior treatment.

Phase 3 Trial. In September 2010, we began enrollment in a pivotal Phase 3, international, randomized, open-label trial designed to evaluate the efficacy of carfilzomib in combination with lenalidomide and low dose dexamethasone, versus lenalidomide and low dose dexamethasone alone. The trial, referred to as ASPIRE or the “009” trial, is expected to enroll approximately 700 patients with relapsed multiple

myeloma following treatment with one to three prior regimens. The primary endpoint of the study is progression-free survival. The trial is being conducted under a Special Protocol Assessment (SPA) from the FDA. An SPA is an agreement with the FDA on the design and planned analysis for a clinical trial which is intended to form the basis for a marketing application and which may only be changed through a written agreement between the sponsor and the FDA, or if the FDA becomes aware of new public health

concerns. We also sought Scientific Advice from the European Medicines Agency (EMA) on the design and planned analysis of the ASPIRE trial. The ASPIRE trial may either serve as the confirmatory trial for full approval, if accelerated approval is granted on the basis of the 003-A1 data, or would allow for initial approval of the NDA if the trial successfully meets the requirements of the SPA.

Phase 3 Trial. In May 2009, we sought Protocol Assistance/Scientific Advice from the EMA on the development of carfilzomib in the European Union. The Committee for Medicinal Products for Human Use of the EMA advised that, in addition to 003-A1, we conduct a controlled study of carfilzomib monotherapy in refractory multiple myeloma patients, using best supportive care as the comparator. In September 2010, we began enrollment in the trial, referred to as FOCUS or the “011” trial, which is designed to evaluate patients with refractory multiple myeloma relapsed after at least three prior regimens who are randomized to receive either carfilzomib or best standard of care. The primary endpoint of the study is progression-free survival. Studies 003-A1 and 011 will be used to support the initial market authorization in the EU for relapsed and refractory multiple myeloma.

