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Important Issues in Cancer Clinical Trials Research


Most Important Issues in Cancer Clinical Trials Research

Identified by Members of the CTWG

January – April, 2004

1. Process of Development, Prioritization, and Coordination of Trials

Coordinate the support for clinical trials within the Cancer Centers and the Spores. 

Reduce or eliminate the duplication of resources. 

Perform ongoing review of development portfolios to minimize duplicative efforts and prioritize resources.
Evaluate whether integration of all NCI trials currently funded by contract or cooperative agreement into a single clinical trials network, under one administrative structure, would be likely to lead to improved efficiency, productivity, and investigator satisfaction.

Build incentives for collaborative team science into the systems e.g., promoting multi-center-, not single center-, pilot and phase II trials.  This would improve decisions to commit to phase III and speed the transition.
Develop structures and mechanisms to faciliate SPORE/ACRIN/Cooperative Group communications intramurally and extramurally

Develop a method for getting consensus on the most critically important preventive and therapeutic disease-oriented questions.  Consensus conferences have been conducted for almost every common cancer, but these have emphasized the past rather than the future.  Consensus conferences could be used instead to outline the most important questions to be answered and clinical trials to be performed. The consensus conference format brings together all of the best thinkers, regardless of institution or cooperative group.

Define the optimal roles of extramural investigators and NCI in planning, prioritizing, and executing cancer clinical trials.

Identify clinical trials that can be performed dramatically more efficiently and that address the most important questions.  

Improve the decision-making processes including the system for reviewing protocols and setting priorities.  Consensus conferences that have as their endpoint the development of the prevention and treatment questions that must be addressed would be more useful than suggesting specific approaches, e.g., that paclitaxel/carboplatin should be prescribed for every woman with stage III and IV ovarian cancer.
Develop and make available first-rate cancer control studies. 


Involve CCOPs more fully in the design of studies on priority setting, and protocol design; on approval; and on delivery, monitoring and evaluation.
Establish processes to balance low risk/low yield strategies (how many taxanes does the public benefit from) and high risk/high yield strategies (people thought we were crazy to develop a proteasome inhibitor); balancing “central review” (not central planning) and “investigator initiated” resource expenditure – need to have both portfolio management (don’t put too many $ in the same basket) and innovative efforts. This might require greater coordination through a real collaboration between the NCI and the extramural community to set aggressive goals and to identify the means to accomplish the necessary trials.  

Improve patient accrual to ensure that high priority questions are answered in a timely fashion (great drugs do wonders for accrual).
Involve outside expertise in review of individual trial proposals for standing infrastructure mechanisms such as Groups, consortia, networks, etc.  

Develop an approach to prioritize effectively among many different types of trials in many different disease settings without specifically setting the research agenda centrally. Current procedures work well to recognize the highest priority ideas and to identify the trials that don't need to be done at all. The middle ground trials are problematic; these may not be important enough to use the limited resources available, and those resources might be better used for supporting the highest priority studies. 

2. Timeliness and Efficiency of Cancer Clinical Trial Conduct
Accelerate the development process at every possible step.
Streamline the design, development and activation of phase III protocols   It takes 12-24 months to go through this process now;  a terrible waste of funds and time.

Develop studies that are more user-friendly. 

Simplify the process of enrollment and follow-up. 
 
3. Scientific Underpinnings of Cancer Clinical Trials
Increase use in oncology of state-of-the-art clinical trials methodologies routinely used in other therapeutic areas.  
Support research to discern the molecular context of specific cancers to prioritize effective combinations of targeted agents – including integrating imaging and/or diagnostic techniques for patient selection and evaluation – with goal of identifying patients with highest chance of benefit so that smaller NDA directed studies are feasible.

Ensure continued investment in discovery so that we get great drugs.
"Translational Research" has become an abused and poorly defined term.  Develop guidelines for the incorporation of translational research endpoints into phase III clinical 
trials.  This might put some sanity back into our trial designs and maximize our funding resources.

Develop translational studies that are doable in the CCOP setting. 

Develop new paradigms for clinical trials that can accommodate extensive segmentation of diseases into molecular phenotypes and that permit and promote development of combinations of novel agents.
Although there is often a clear need to obtain tumor or surrogate tissue from patients enrolled on clinical study, the ethical, financial and scientific issues that surround this increased need for biopsy (and repeat biopsy) specimens has not been adequately addressed. Investigator-initiated correlative scientific studies likely have the highest yield, whereas required or imposed correlative studies based on piecemeal pre-clinical data from disparate sources appear to yield often uninterpretable results. 
Who drives the science behind cooperative group research, and how can a better balance be found for U01 sponsored studies? As for ethical considerations, methods to maximize participation in correlative science studies for patients with cancer need to be explored, as mandating participation as is now often done, in many circumstances, might be construed as coercive.

Address the problems involved in tissue collection including issues of consenting and de-identifying the samples.
Address the importance of availability of blood and tissue for correlative studies.

Provide appropriate infrastructure, funding, and incentives (particularly for community oncologists) for high-throughput pharmacogenomic (and "pharmacoproteomic") studies in conjunction with large NCI-funded clinical trials.
4. Development of a Common Bioinformatics Platform

Identify common platforms and standards for clinical research.

Develop common data elements.
Developing a common IT platform for all Cooperative Group trials (and all phase 3  multicenter trials).
Clinical trials standards and reporting requirements.
5. FDA—Pharma—NCI—Academic Institutional Interactions

Coordination of conduct of clinical trials with pharmaceutical companies and the FDA.
Cancer Center and cooperative group interactions with industry are not being maximized in relation to clinical trial efficiency and duplication.  Develop innovative guidelines for maximizing the use of funds by all institutions.  Why can't industry-sponsored clinical trials contain a study arm that will answer an important therapeutic question (not just a NDA requirement)?  Why can't we get NCI-FDA-Industry-Cooperative Groups to really cooperate to "cure" cancer?

Encourage industry enthusiasm for working with federally funded investigators to accelerate agent availability for all appropriate populations.  Currently Bayh-Dole IP interpretations by optimistic university IP offices are hindering development. Leverage multiple funding sources and research structures to minimize overlapping efforts and encourage collaborations.

There is a large disconnect in the data captured for an industry sponsored trial and the data captured for a cooperative group sponsored trial. Industry appears to capture more data than necessary and cooperative groups may find themselves falling short based on GCP/ICH guidelines, especially in the event that the data is required for a FDA submission. This results in a number of inter-related problems: (1) the costs and time associated with an industry sponsored trials are too high. Industry reimburses at essentially true cost rate, and thus there may be an inherent bias to enroll patients on industry sponsored research over cooperative group sponsored research (2) The costs of performing a cooperative group sponsored trial are not met by the NCI, and gaps in the optimal conduct of the study necessarily result. Clearer guidelines from the FDA addressing required data elements for drug development studies are needed, and the NCI should then address how its cooperative groups can best meet such requirements.

The risk of investigator conflict of interest associated with the infusion of substantial industry dollars into groups, institutions, or practices for the conduct of specific clinical trials which may not be of significant priority or of optimal design; and the related issue of personal investigator relationships with industry collaborators (service on boards, advisory committees, speaker bureaus, etc. with remuneration).  

6. Funding of Cancer Clinical Trials
Per patient CCOP reimbursement

In addition to initial per case reimbursement, the Committee should consider the burden of f/u which varies considerably from study to study and can be quite costly to sites that are large accruers.
Improve Medicare and Medicaid support for clinical research.

Clearly define NCI budgets for clinical trials, and how distributed

Provide appropriate infrastructure, funding, and incentives (particularly for community oncologists) for high-throughput pharmacogenomic (and "pharmacoproteomic") studies in conjunction with large NCI-funded clinical trials.

Identify adequate resources to support clinical trials costs and promulgating requirements to minimize costs (do new costs for safety and oversight improve safety at all?).
Address the possibility for extension of clinical trials to underserved populations - knowing that they may not have insurance coverage. This applies to screening and prevention trials, i.e., these patients cannot be enrolled, as there is lack of coverage if they are found to have a malignancy as they participate in "free" screening or prevention studies.

Address the issue of reimbursement for clinical trials interventions (along with medicare reimbursement).
Increase financial support so that people stop funding clinical research out of the clinical practice revenue.

Explore possibility of extension of leadership funds on Cooperative Group trials to include all phase 3 trials (currently limited to trials in the CTSU).
7. Regulatory Requirements and Institutional Review Boards

Reduce unnecessary regulatory oversight of oncology clinical trials.
The ever increasing reporting requirements for the conduct of trials need the development of a system that can be applied more uniformly and globally across studies. Individual institutional requirements for SAE reporting from the portfolio of clinical trials that may involve a given investigational agent results in an enormous reporting burden for investigators and IRBs across the country, are a largely ineffective  mechanism, and likely do not in any meaningful way improve patient safety.   Further, the number of bodies requiring reporting results in an enormous redundancy and inefficiency in the system (e.g. drug sponsor, IRB, GCRC, Cancer Center, etc). The regulatory requirements surrounding SAE reporting need standardization and simplification, and the NCI should work with the FDA and DHHS in developing a consensus approach.

Extend CTSU's regulatory support system (RSS) to include all SPORE and Ca Ctr investigators enrolling in clinical trials.
Identify and remove institutional barriers (in addition to IRB issues).
Explore institutional barriers to participation in clinical trials.
Questions regarding IRB issues, adverse event reporting are some of the issues to be addressed through the Harmonization efforts in the NIH Roadmap initiative. An NIH spokesperson from the Harmonization group could be invited to one of the face to face meetings to discuss what has actually been accomplished in terms of the harmonization. 

HIPPA

Problems and issues related to IRBs

Expansion of NCI Central IRB to include phase 2 studies and Pediatric trials

IRB is one of the most critical issues that needs to be addressed (the rising burden and workload).

IRB review time (need broad acceptance of the NCI Central IRB).

Improve methods for technology of transfer and contracting.
8. Clinical Trials Education—Informing Patients and Physicians/Credentialing Investigators and Institutions

Education of physicians and patients 

Intensive, high profile, promotional campaign to extend PDQ and its new enhancements. 

9. Envision Long-Term Future of Cancer Clinical Trials 
Ideally, we would follow a process that would quickly assemble what we have in the way of baseline/diagnostics on the current system (that's been done umpty ump times so we shouldn't have to reinvent the wheel).  More importantly, we then need a view of requirements, current and emerging, of what we need the system to be able to do, so that we can do gaps vs. the current system.  We ought to be putting stakes in the ground about what we think the system ought to be able to do as well as performance objectives for speed and cost.  A long term vision could then be put in place, against which we could develop a migration plan from the current state, which would include a combination of 

short-term initiatives and programs designed to get us to the longer term vision. Each of the function/process groups could be working against these issues in sequence.
With the explosion of biotechnology and the availability of literally hundreds of exciting new agents, it is imperative that the WG develop a "big vision" that will maximize our opportunities to prevent and cure cancer and meet the NCI's 2015 goals.  

With the limited progress we have made for the most common adult malignancies, we have to be ready to look at radical new strategies for conducting clinical research.  This might require greater coordination through a real collaboration between the NCI and the extramural community to set aggressive goals and to identify the means to accomplish the necessary trials.  Radically changing "how things are done" will be very challenging and potentially even contentious, but I think a fairly radical overhaul has to be discussed.
