Turning a Vicious Cycle into a Virtuous One 
By Louis Pavia, ENACCT

Part 1. Seven Strategic Questions
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The cancer clinical trials enterprise is failing patients, sponsors and sites. It is time to turn this vicious cycle with a majority of sites underperforming on enrollment, dramatically increasing costs for accrual and expanding time to achieve enrollment requirements into a virtuous one with improved accrual, shorter initiation and accrual times and increased efficiency. This will reverse the trend toward the concentration of trials with fewer sites and increasing numbers of trial failures and allow more sites to provide access to a wider array of patients and generate faster innovation. 

Sixty percent of cancer trial sites do not achieve their accrual targets and most enroll only 1 or no patients at all. These sites are the most expensive for sponsors and these trials are most costly for sites. Whether sponsored by cooperative group or industry, the natural response is to focus efforts on the 30% of sites that account for 70% of the enrollment. However, this decrease in access further distances the trial population and physicians from those who will eventually use the therapy. The trend toward targeted therapy and precision medicine-- as well the increasing availability of genomic analysis for relevant targeted therapies and clinical trials--requires screening larger numbers of patients to find particular population subsets who may be interested in participating in these trials. By integrating clinical trials into patient care at the community level, more--and more diverse-- patients have the opportunity to join a trial. Further, it allows local oncologists to extend quality care and trial access to the populations they serve, but also to gain the necessary experience and expertise to provide personalized care that is appropriate and expected by their patients. 

There is much that the NCI and industry can and are doing to reverse this cycle in cancer research. They can improve the protocol design; eliminate unnecessary exclusion criteria and procedures; streamline and harmonize data collection, reporting and compliance requirements; simplify and unify the contracting process and standardize terms and requirements shared by everyone. The Institute of Medicine and the NCI recognize these problems and, through several initiatives and workshops including Transforming Clinical Research in the United States and Implementing a National Cancer Clinical Trials System for the 21st Century, a number of recommendations were developed and are being implemented. Similarly, 16 major research pharmaceutical and bio-tech companies have joined together to create the nonprofit TransCelerate Biopharma Inc to address common issues collaboratively.
These are important steps forward. The real onus, however, is on the sites to improve their own performance. The average rate of accrual for adult cancer patients is less than 5% but the best sites are achieving rates more than six times that level. The new Commission on Cancer Accreditation minimum clinical trial accrual percentage requirements for a “Community Cancer Center” with less than 500 new cancer cases is just 2%, yet the best programs of this size can achieve rates above 10%. The requirement for “Comprehensive Community Cancer Program” with over 500 new cancer cases is just 4%.  Even NCI-designated Comprehensive Cancer Centers, which have at least 1,800 new cases, are required to achieve just a 20% accrual rate. The best sites that size are achieving rates in excess of 30%. We can do much better.
[bookmark: _GoBack]Lewin Associates found wide variation across sites in the cost per subject enrolled for both NCI and industry sponsored trials. The costs for phase III public and private trials in low performing sites (75th percentile) was more than 3.5 times that in high performing sites (25th percentile). Similarly, phase II costs in low performing sites were more than double that of the high performing sites. We can and should reduce the cost variation.

Patient and clinician barriers to accrual have been enumerated many times. Time to approval of less than 1 year, accrual of first patient in less than two months and meeting accrual targets within the projected timeframe have all proven to have a high correlation with trials achieving their requisite enrollment. Yet, often fewer than half of sites achieve these milestones. Trials not achieving their endpoint in a timely fashion waste not only the resources of the site and sponsor but also the precious gift of cancer patients willing to participate in a trial.

In order to increase accrual, reduce costs and reverse the vicious cycle, sites must critically assess both the effectiveness and the efficiency of their clinical trial operations.  The Education Network to Advance Cancer Clinical Trials has defined, based on a meta-analysis of over 70 articles, studies and reports published in the past 5 years, seven strategic questions sites interested in improving their accrual performance must consider:

1. Are our Vision, Strategy and Culture conducive to a robust clinical trials program?
2. Are we selecting the right trials and initiating them timely?
3. Do we have the appropriate accrual policies and are the procedures we use efficient?
4. Are our researchers and staff communicating effectively with each other and with patients?
5. Does our team have the necessary skills and tools to accrue efficiently and effectively?
6. Are we using the right measures to track and improve our performance?
7. Are we doing everything we can in our community to improve awareness, understanding and receptivity to Clinical Trials? 

On at least an annual basis, the leadership of every organization offering clinical trials should conduct a critical evaluation of their program to answer these strategic questions, identify opportunities for improvement and make the requisite changes. The chief administrative, clinical and operational officers should jointly examine both quantitative and qualitative characteristics of their operation across these seven dimensions. In part 2 we will describe the metrics you can use to conduct a critical self-assessment across these seven dimensions. In the final part we will discuss some common problems and potential solutions to help you improve your accrual.
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