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Specific Aims for Proposal: Advancing Innovative Comparative Effectiveness research in cancer diagnostics…(ADVICE)

A combination of scientific controversies and flexible regulatory requirements at the US FDA have led to significant gaps in the evidence base for technologies used in diagnosis and post treatment monitoring of cancer.  This issue has become of principal concern to all health care payers, providers, and patients and is a significant part of the debate on health care reform.  This project proposes the establishment of a unique resource designed to perform comparative effectiveness research on cancer diagnostics to fill this evidence gap. In so doing, we believe this will make cancer care delivery more efficient, more effective, and more scientifically sound advancing the aims of NIH to improve health.
During the two years of funding, we will establish a multi-disciplinary and cross-institutional network of health delivery systems and researchers in Western Washington State for evaluating the comparative effectiveness of cancer diagnostics in real-world settings. This partnership of organizations not only provides regional population-based data but also represents a variety of health care delivery systems (University of Washington (UW), Group Health, Fred Hutchinson Cancer Research Center, Veterans Administration (VISN 20), Puget Sound Health Alliance (PSHA), Premera Blue Cross of Washington, Regence Blue Shield of Washington, Health Care Authority of the State of Washington, Medicaid, and Seattle Cancer Care Alliance) with a commitment to implementing the research findings making this truly a translational and transformative effort using real world examples and data from populations that are affected by these variations in diagnostic practices.

Over the long-term we plan to use the Puget Sound ADVICE network to conduct retrospective and prospective community based comparative effectiveness research with a focus on rapid turnaround, pragmatic observational and randomized studies. The research priorities will be informed by: systematic reviews; discussions with key stakeholders, including payers and community groups to establish research and policy priorities; and assessment of feasibility to perform studies. Because performing comparative effectiveness studies of diagnostics poses methodological challenges, a statistical team will work to develop methods appropriate for these studies.  To demonstrate our ability to conduct these types of community-based retrospective and prospective studies, we will conduct two retrospective comparative effectiveness studies as “proof of principle.”
The first study we will undertake is a comparative effectiveness assessment of diagnostic tools used for establishing extent of disease among newly diagnosed Stage I – III breast cancer (with no clinical evidence of distant spread). We will compare the effectiveness of the use of mammography, MRI, Ultrasound, PET-CT, and new blood or tissue-based tumor biomarkers. 
Our second proof of principle study will be identified by employing a process for identifying subsequent priority topics around in vitro diagnostic and imaging modalities and their clinical applications from our stakeholders, which will involve assessment of evidence gaps, determining whether there is high variability in use, and reaching agreement among the Steering Committee that evidence is needed to improve clinical use and payer coverage decisions. Using the results of this process, we will then select and undertake a second comparative effectiveness evaluation. 
Proper evaluation of diagnostic tests has the potential to alter patterns of practice nationwide; assist in establishing or refining national clinical guidelines; affect regulatory efforts of FDA, possibly through development of guidance documents, and change international standards organizations’ approaches.  This new infrastructure will provide an ongoing capacity for a program of pragmatic research and opportunities for leveraging other efforts, such as the UW based Clinical and Translational Science Award and the American College of Radiology Imaging Network investigators, to conduct a long term program of studies to shore up the evidence base for diagnostic tests.
