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Submitted by: Kristin Bialobok, Director, Research Education and Regulatory Management 
The following information was submitted by the applicant for the award. The Institute may have edited the text for presentation purposes. Health Improvement Institute has not verified, and does not guarantee, the completeness or accuracy of the information for any purpose. Institutions interested in adopting or adapting the practice would be well advised to contact the person who submitted the application and to evaluate this and any additional information for their purposes.

Description: Over the past five years, the University of Texas M. D. Anderson Cancer Center (MDACC) has worked to initiate an institutional program to provide investigators with support, while at the same time ensuring compliance with federal regulatory requirements. Unlike any other identified institution, MDACC takes the obligations of Investigational New Drug (IND) sponsorship off the investigator and assumes this responsibility at a centralized level. Our current program is a comprehensive protocol management system for studies that require an IND application. It is composed of a two tiered system which includes IND project management and protocol monitoring services.

Genesis: In the spring of 2002, MDACC identified the need for a more proactive role in the oversight of MDACC IND sponsored trials. In order to better meet the required sponsor responsibilities, the Research Quality Assurance Office began transitioning from a retrospective auditing program to that of a more prospective monitoring program. It was hypothesized that this monitoring model would identify deficiencies early in the conduct of the protocol and would provide continuous oversight throughout the life of the trial. The Monitoring Services Office was developed in order provide a continuous monitoring model for the IND trials.
Experience: In 2002, Monitoring Services began monitoring new and recently opened MDACC IND clinical trials that had not previously been audited. In June of 2003, the regulatory review of documents submitted to FDA began. This review has grown from simply improving the format and readability of documents to an expert content and quality review. In February, 2005, members from the IND Office launched the new, more extensive review process by presenting to the faculty at the Division of Cancer Medicine Grand Rounds. Investigators were required to submit all new protocols intended to be conducted under MDACC INDs to the IND Office prior to submission to the institutional review committees. Investigators were assured that this review could be provided within 5 business days and that should reduce the number of contingencies with review committees and federal agencies, decrease delays at the time of protocol activation (amendments for corrections and/or clarifications), and reduce the number of subsequent submissions to federal agencies with significant changes. To date, the IND office manages approximately 120 IND protocols under 90 or more INDs. Monitoring Services is currently monitoring approximately 80 studies in the active treatment phase.

Compliance: At MDACC the IND Office and Monitoring Services supports and assists with the responsibilities of the Vice President for Clinical Research who serves as the official sponsor representative on behalf of the institution. The IND Office not only provides regulatory oversight of IND trials to ensure that accurate, quality information is submitted to federal agencies in a timely manner, but also is in a unique position to assist investigator as they navigate regulatory hurdles. MDACC Project Managers have a direct and active relationship with FDA Project Managers. We are able to take what is learned from an FDA submission for one agent and give directed advice and guidance to other trials (often in other departments within the institution) using the same agent. For novel products, FDA comments can often be applied to other novel products or second generation drugs. To further ensure compliance and assist in meeting sponsor requirements, MDACC IND Monitoring Services has Clinical Research Monitors who are qualified by training and experience to effectively monitor our clinical trials. As the program has grown, protocol specific monitoring plans and written standard operating procedures have added consistency to the monitoring program and clearly outline the expectation for research teams. Specific regulations and guidance for which the program strives to ensure compliance are;  Food and Drugs, Title 21, Part 312, Public Welfare, Title 45 Part 46 and 160,  ICH – GCP Guidelines, Guidelines for Monitoring Clinical Investigations, NIH Guidelines for Research Involving Recombinant DNA Molecules, the Belmont Report, and the Declaration of Helsinki. The monitoring program also insures compliance with the protocol documents, institutional and IRB policies.

Protection of human subjects: Protection of human subjects is enhanced by our program several ways: Initial Protocol Review, Review of Safety and Amendments, Monitoring of case reports and medical records. The program also enhances Protection of Human Subjects in a more global way. Regulatory oversight combined with monitoring helps insure the resulting data from these trials is complete and accurate. This is critically important as information generated from these trials is presented as generalizable knowledge to federal agencies, at professional meetings, and to the public.

Monitoring and evaluation/outcomes: The results of all monitoring activities are submitted in report format to the departmental Medical Monitor and Director for review and consideration.  Identified protocol compliance issues that are serious or recurrent are discussed in a meeting with the investigator and research team where resolutions/action plans are developed.  The resolution of compliance issues is followed by continued monitoring of the protocol.  Monitoring metrics are being maintained to provide information on the activities of all of the MDACC IND trials.  Analysis of this information guides potential educational needs of the institution around research in general or allows the MDACC IND office to identify potential departmental or protocol problems and needed intervention. In 2008 the department established a medical peer review/hospital committee known as the Quality Improvement Oversight Committee that reports to the President through the Vice President for Clinical Research.  This committee’s responsibility it is to review audit and monitoring reports to identify systemic issues and improve the clinical research workflow. 
Innovation: Our unique program allows us to monitor individual case records, as well as general data quality in much the same way as an industry sponsor might. Regulatory affairs activities allow us to assist and support investigators as well as manage regulatory oversight in protection of patients and the institution.

Replicability: Our programs for IND project management and monitoring; with perhaps a few institutional specific modifications could be adopted by any other institution that conducts clinical research. It must be noted that key to the success of the program is support from institutional officials.  Support for our program is not just verbal or passive approval; but our program is supported financially by the institution
Justification for award: We believe we have the only comprehensive centralized regulatory and monitoring program of this type in the academic setting today. It provides for enhanced human subjects protection, improved data quality for clinical trials, an active, vital relationship with federal agencies and increased protection for the institution. These concepts have been presented at PRIM&R at the annual conference in 2006 and 2007, and abstracts addressing advances in these programs have been submitted for this year’s meeting. We have demonstrated that academic centers can take on IND sponsorship and meet the federally required “Responsibilities of the Sponsor”. However, we are not only regulators but facilitators and educators of research in our institution. We are looking forward eagerly to the pathways we see opening for project development for translational research, safely moving innovative therapies from the laboratory to the clinic.
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