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Abstract

Purpose: Investigator-initiated research involving investigational drugs and devices is key to improving health. However, this requires the investigator to serve as a “sponsor–investigator,” which can be complex and overwhelming. The Investigational New Drug/Investigational Device Exemption (IND/IDE) Taskforce of the Clinical and Translational Science Award (CTSA) consortium carried out a survey to examine how academic health centers (AHCs) assist sponsor–investigators with regulatory responsibilities.

Cited Here...: The 24 CTSA centers existing in 2008 were surveyed regarding regulatory oversight and support for sponsor–investigators. Responses were analyzed by descriptive statistics. The evaluation of survey responses yielded three models of institutional support/oversight.

Cited Here...: Nineteen centers and one affiliate responded. Eleven (55%) reported having an IND/IDE support office, increased from five (25%) prior to their CTSA award. The volume of investigator-initiated IND/IDE research was highly variable (measured by numbers of investigators, IND/IDE applications, and studies). Oversight, if done, was provided by either the IND/IDE office or elsewhere in the institution. Most IND/IDE offices assisted with IND/IDE submissions and preparation for external audits. Half reported advanced training for sponsor–investigators. Almost all reported a goal to increase IND/IDE research. Important issues include the need for robust training of investigator/staff, appropriate determination of IND-exempt research, and sufficient support for preparing IND/IDE applications.

Cited Here...: Investigator-initiated research involving IND/IDEs is essential, but complex. AHCs should examine how they support sponsor–investigators in meeting the complex requirements. A model of either expert consultation/support or full service will minimize risks to participants and institutions, and regulatory noncompliance.

An important objective in the mission of academic health centers (AHCs) is advancing scientific knowledge for the benefit of patient care. Investigator-initiated clinical research is key in achieving this objective as an essential part of the research continuum of translating basic science discoveries into new human therapies. When investigator-initiated research involves an investigational drug or device, the investigator assumes responsibility for the regulatory management of the study in addition to his or her more commonly recognized scientific and safety responsibilities. Depending on the investigational drug or device used, a study may require submission of an Investigational New Drug (IND) application or an Investigational Device Exemption (IDE) to the Food and Drug Administration (FDA) for review. An overview of this process has been recently presented.1 In these cases, the investigator takes on the regulatory role of sponsor, a position of responsibility more traditionally held by biotechnology, pharmaceutical, or device companies.

When a researcher is both a regulatory sponsor and an investigator, this role is aptly termed sponsor–investigator and carries with it a broad set of regulatory responsibilities defined in the Code of Federal Regulations.2,3 Historically, there has been minimal institutional support within AHCs for faculty who are sponsor–investigators performing clinical research. Managing the complex set of regulatory requirements of a sponsor–investigator is a daunting task, which often slows the translational research process. Inadequate training and support can lead to gaps in research-participant protection programs and leave the investigator and the AHC vulnerable to regulatory risks. Further, the frustration of the experience may dissuade researchers from further pursuing such research.

In this report, we provide an overview of IND/IDE regulations and sponsor–investigator responsibilities, highlight issues about support and oversight of sponsor–investigators that AHCs should consider, present data on current support of sponsor–investigators in Clinical and Translational Science Award (CTSA) institutions, and, finally, discuss different models to support investigator-initiated clinical research. These recommendations are the product of the CTSA program, a partnership between the National Institutes of Health (NIH) and AHCs.
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Background

NIH/AHC partnership and the CTSA IND/IDE Taskforce

In 2004, the NIH launched a new initiative, the NIH Roadmap for Medical Research, “to address roadblocks to research and to transform the way biomedical research is conducted by overcoming specific hurdles or filling defined knowledge gaps.”4 One of the initiatives was to invigorate academic clinical research through the launch of the CTSA Consortium.5 The consortium began in 2006 with 12 AHCs and has since expanded to 55, with the potential to grow to 60. The objectives of this initiative include enhancing interinstitutional research collaboration and identifying and fostering best practices, policies, procedures, and other measures in order to advance and support clinical and translational research. As part of the CTSA Consortium's effort to enhance translational research, a variety of working groups and task forces were created. The IND/IDE Taskforce (whose members' names are presented in List 1) is part of the Regulatory Knowledge group of the Clinical Research Innovation Key Function Committee and focuses on enhancing CTSA capabilities at AHCs to support faculty who are sponsor–investigators. In the spring of 2008 the authors, as members of the IND/IDE Taskforce, conducted a survey of the 24 CTSA Consortium members in existence at the time to better understand the current configuration of institutional support of sponsor–investigators, either preexisting or developed as a result of the CTSA. The implementation and results of that survey, summarized below, provide context to the recommendations of the IND/IDE Taskforce for institutional considerations, approaches, and best practices for providing support to sponsor–investigators.
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Drug and device regulations and institutional considerations

When an investigator submits an IND or IDE application to the FDA and thereby assumes the role of sponsor–investigator, that individual takes on a number of responsibilities above and beyond those normally associated with conducting a clinical research study. These responsibilities include quality assurance activities, routine and expedited submission of safety and other regulatory reports, and monitoring and auditing. These are briefly described in List 2 and in more detail in Supplemental Digital List 1 (see http://links.lww.com/ACADMED/A33). There are numerous factors for institutions to consider with regard to supporting and overseeing the work of AHC researchers who are also regulatory sponsors. These factors (detailed in Supplemental Digital List 2; see http://links.lww.com/ACADMED/A33) include points such as ensuring the qualifications of the research team (not only scientifically, but also their expertise and capacity to handle the burden of the regulatory requirements), the institutional policy for IND exemption determinations, and consideration of institutional risk and thereby the level of oversight of sponsor–investigators. Taking these factors into consideration will help ensure that sponsor–investigators and their research staff are appropriately equipped to manage all aspects of the regulatory responsibilities associated with conducting FDA-regulated research.
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In addressing these issues, the IND/IDE Taskforce recommends that institutions take a combined approach of research oversight and sponsor–investigator support and training to achieve optimal research safety and data integrity, as well as to minimize administrative burden and avoid inefficiencies and unnecessary barriers in the research process. Three models of support and oversight are described later in this report.
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Method

IND/IDE Taskforce survey

To assess the question of how AHCs currently provide regulatory support and oversight for sponsor–investigators, the IND/IDE Taskforce conducted a survey of the 24 CTSA awardees in existence in 2008. Surveys were sent to the CTSA Regulatory Knowledge representative at each institution and completed by the person(s) deemed to have knowledge of the institutional configuration for IND/IDE oversight and support. Nonrespondents were requested to complete the survey on at least two additional occasions. Responses were analyzed by descriptive statistics. The survey did not collect any identifiable personal information and therefore was determined to be exempt from institutional review board (IRB) review and approval.
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Results

Responses were received from 19 of the 24 CTSA centers in existence at the time the survey was fielded (79% response rate), and also from one respondent from an affiliate CTSA institution, and are presented below and in Table 1. Of the total of 20 responses, 55% (11 of 20) reported having an IND/IDE support office compared with only 25% (5) who reported having a support office prior to receiving the CTSA grant. Of the 11 institutions with IND/IDE support offices, 9 reported that their office was located in a larger support office separate from the IRB, 1 office was part of the IRB, and 1 office was a stand-alone unit.
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The 20 responding institutions reported a wide range of volume of investigator-initiated drug and/or device research:

 * The number of sponsor–investigators ranged from 6 to 100 (17 respondents, a mean of 28 sponsor–investigators, a median of 21).

 * The number of sponsor–investigator IND/IDE applications ranged from 8 to 110 (16 respondents, a mean of 37 sponsor–investigators, a median of 27).

 * The number of studies conducted under those IND/IDEs ranged from 10 to 125 (16 respondents, a mean of 44 studies, a median of 38).

 * In two instances, the institution acted as an IND/IDE sponsor.

 * Half of the institutions (10 of 20) required electronic submission of protocols to the IRB.




Interestingly, 80% of the 20 respondents reported that a goal of their institution is to increase the number of sponsor–investigators, and 5 of the 20 reported some form of incentive to faculty members to be sponsor–investigators (e.g., lower institutional indirect costs; free or reduced pricing for the use of regulatory services).

Over half of the IND/IDE support offices (8 of 11) serve an oversight role, performing a variety of functions in this role (Table 1, sections 1 and 4). Eight support offices assisted investigators in making IND exemption determinations, and at two other AHCs the investigator was required to have the IND/IDE support office make the determination of IND exemption. Several offices were involved in tracking IND/IDEs for the institution as well as contributing to development of institutional policy in this area. About half of the IND/IDE support offices (6 of 11) had a process for supporting/ensuring regulatory compliance, but in only 2 of 11 offices was that a direct responsibility (Table 1, section 1). The majority of the institutions with an IND/IDE support office (9 of 11) provided assistance with external regulatory audits (Table 1, section 3). The level of assistance ranged from preparatory (preaudit inspection) to fully participatory (working directly with the outside regulatory auditor to manage the visit).

For the 11 institutions with an IND/IDE support office, the survey also assessed the type of services being provided (Table 1, section 2). Most institutions provided assistance with the preparation/review of IND/IDE applications and annual reports. Only a few provided assistance with electronic communications (secure e-mail or electronic submission) with the FDA, or planned to provide this service in the future.

About half (6 of 11) of the institutions provided advanced IND/IDE training for faculty. However, only 2 of the 11 institutions required researchers to take such training.
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Discussion and Recommendations

Barriers to efficient clinical and translational research have been described in a number of publications and are summarized by Heller and de Melo-Martin.6 The lack of clinical and translational investigators who are fully qualified, by experience and training, to serve as sponsor–investigators is one significant barrier. The CTSA initiative provides a stimulus and forum for interinstitutional collaboration among AHCs to develop a variety of approaches to address such impediments, allowing each institution to develop a process tailored to its characteristics and needs.

The CTSA IND/IDE Taskforce has considered this particular barrier and offers critical points for AHCs to consider when identifying how they can best provide support and oversight to their sponsor–investigators. We feel it is critical for AHCs to have programs that ensure adequate training of their sponsor–investigators, provide assistance with IND exemption determinations, and provide support for IND/IDE applications and oversight for sponsor–investigator activities.
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Training

Education about the regulatory requirements for FDA-regulated research is typically provided by either the sponsor or the investigator's institution. When investigators assume the dual role of sponsor–investigator, they may have to ensure staff training themselves. In addition, they must understand the additional responsibilities they have assumed in their sponsor role. As noted from the survey, only 2 of the 11 responding institutions had mandatory training for their faculty who chose to become sponsor–investigators. Training may involve online “just in time” training for those researchers who are submitting their first IND/IDE application, or one-on-one training from staff within the regulatory support office. However the training is accomplished, the critical component is ensuring that investigators are aware of the additional responsibilities and duties they are assuming in this role.
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IND exemption determination

There are five criteria for exemption of a clinical study from IND regulations:

The study

 * is not intended to support a new indication,

 * is not intended to support a change in labeling or advertising,

 * does not involve a route of administration or dosage level or use in a patient population that significantly increases the risk or decreases the acceptability of the risks associated with the use of the drug product,

 * is conducted under IRB oversight, and

 * is within requirements regarding promotion and sale.




Of these criteria, typically the greatest challenge to AHCs in making the determination of exemption is deciding whether the investigation significantly increases the risks (or decreases the acceptability of the risks) associated with the use of the investigational agent. The assertion that the research use of a drug does not increase research participants' risk requires scientific data. Simply citing the investigator's clinical experience with off-label use of the drug is not adequate.

In 2004, the FDA finalized a guidance document to assist sponsors in determining whether research use of marketed drugs or biologics for the treatment of cancer met the regulatory requirements for exemption from the IND regulations7 and also provided a document giving draft guidance for noncancer drugs.8 This latter guidance document provides examples of studies that are generally considered exempt from IND regulations and those that are not. Although the first document specifically pertains to studies using marketed cancer therapies, it still provides a useful framework for assessing whether other types of studies meet the IND exemption requirements. The FDA maintains that “because the assessment of risks involved in a therapeutic procedure is an everyday part of the practice of medicine, the individual investigator should usually be able to determine the applicability of the exemption,” meaning that a formal FDA determination of exemption is not required. However, even though this guidance indicates that investigators “should usually be able” to assess the applicability of exemption requirements, AHCs should carefully consider whether their investigators are truly adequately trained to do this independently with high accuracy. Assessment of this at one AHC indicates that this is generally not done accurately.Cited Here...

Many AHCs struggle with the design of the optimal approach to managing the IND exemption determination process for research involving marketed drugs. Reponses to the IND/IDE Taskforce survey demonstrate that very few institutions (2 of the 20) have a centralized approach to managing this decision process. Given the potential for variability in interpreting IND exemption criteria and examples of the inaccuracy of investigators to do this independently, the task force recommends that institutions consider either a central determination process or consultative services to ensure consistency and accuracy in determining the exemption status of studies with marketed drugs.
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Support for IND/IDE application submissions

Of the 20 respondents to the survey, 17 were able to determine the number of IND/IDE sponsors at their institutions, although for most institutions, this was not tracked prior to receiving the CTSA grant. Even though respondents to the survey reported projects of this nature, fewer than half provided any centralized support at the time of the survey. Of those institutions that did provide support, most assisted with either writing or reviewing the IND applications prior to submission to the FDA.

Support provided to investigators may involve providing guidance and direction for identifying outstanding issues to be clarified through optional pre-IND/IDE discussions with the FDA, as well as providing templates for IND or IDE applications, standard formats for protocol documents, and final application review prior to submission to the FDA. Table 1, section 1 identifies additional support activities that AHCs may provide, including assistance with meetings with FDA representatives. Providing regulatory support early may actually speed up the process for sponsor–investigators, allowing them more time to focus on the scientific aspects of the research project.
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Models of institutional oversight and support of sponsor–investigators

We identified at least three potential institutional models for overseeing and supporting sponsor–investigators. These models, described below and assessed in Table 2, are defined by the range of services provided and the level of institutional oversight, and each has strengths and weaknesses.

[image: Table 2]Table 2 Models of Institutional Support of Sponsor–Investigators



 * In the first model, seen in many AHCs, the investigator operates essentially independently, and the primary interaction with the institution regarding the IND/IDE is the general research oversight provided by the IRB. This likely does not provide sufficient assistance to enable and ensure that the investigator fully meets the requirements of the IND/IDE regulations.

 * A second possible model has a central office that is consultative, providing education and services, but limited oversight.

 * The final model provides robust support and full oversight. This includes activities such as requiring IND exemptions to be made by the centralized office and requiring review of all IND/IDEs before submission.




Arbit and Paller9 described a central IND/IDE support office focused mainly on support for IND/IDE application submission and IND exemption determination, approaching a full-service model. The approach to implementing mandatory use of central services and oversight requires careful consideration in order to avoid introducing an unintended “bottleneck” in the research approval process.

As noted in the results of the IND/IDE Taskforce survey, only 5 of the 20 institutions provided any formal IND/IDE support before receiving a CTSA grant. Most CTSA grantee institutions have recognized the IND/IDE regulatory burden as a barrier to translational research. Further, as a result of the NIH CTSA initiative, most are now working to develop the capability of providing IND/IDE support services. In addition, the CTSA IND/IDE Taskforce has collected and made freely available to all AHCs, resources for investigator education, tools, and templates (such as IND templates and checklists for IND exemption determinations).10 Regardless of the approach taken, it is important to assess how well a given model manages the institutional considerations presented in Supplemental Digital List 1.
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Conclusions

The NIH Roadmap for Medical Research and the CTSA initiative have contributed to increased recognition of the complexities introduced by innovative clinical research conducted at AHCs. Although the encouragement of academic researchers to assume the role of sponsor–investigator does support development of FDA-regulated studies that “foster high-risk/high-reward research” and “enable the development of transformative tools and methodologies,”4 providing appropriate regulatory support within AHC institutional structures can be challenging. As we have emphasized, various models exist for providing training, support, and oversight to AHC sponsor–investigators. An increasing number of institutions have developed central regulatory offices charged with some aspect of sponsor–investigator support and/or oversight. It is our opinion and the opinion of the CTSA Consortium IND/IDE Taskforce that human participant protection in research conducted by sponsor–investigators is best served by an institution–investigator partnership designed to adequately support and provide oversight of the IND/IDE regulatory responsibilities with either a central consultative or full-service office. To ensure robust protection of human participants and to mitigate regulatory risks, AHCs are encouraged to assess our recommendations and develop programs appropriate to their institutional structures and their portfolios of investigator-initiated drug and device research. In this way, they can ensure support for investigators in managing the complex set of regulatory requirements of a sponsor–investigator.
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Table 1

Oversight and Support of IND/IDE
Surveyed in 2008*

1. IND/IDE support office responsibility*

‘Aid investigators in interpreting and applying the IND exemption E
determination crteria only (i.e., final decision is left to the individual

investigator)

institutional tracking of il IND/DE holders 7
Recommend policy implementation or changes associated with oversight 7
and management of sponsor-investigators

Directly oversee IND/IDE holders (i.e., ite-based inspections to ensure 6
regulatory compliance)

Provide the institutional decision on ail IND/IDE exemption 2

determinations (as opposed to permitting the investigator to make the
final determination of exemption from FDA IND/IDE regulations)

Review and approve all formal IND/IDE applications prior to submission 2
o regulatory agendies
Serves as the formal institutional interface between the FDA and the 2

investigator IND/IDE holder (i.e., orchestrates and supports all formal
meetings/teleconferences with the FDA)

2. Type of IND/IDE support office service”

identification of the FDA contact and address for application submission E

fadiitating annual IND report to the FA (i., reminding investigators 8

when report is due and reviewing submission documents)

Assistance with setting Up and guiding meetings with regulatory 7

agendies

Assistance in managing the submission process (operations)

‘Assistance in only reviewing the IND/IDE submission (r., does not assist 6

with writing)

‘Assistance in writing and reviewing the ING/IDE subrmission 6

‘Assisting with wiiting of parts of the annual IND reports to the FOA 6

Responding to requlatory agency question/comments on behalf of the 4

sponsor-investigator

Managing regulatory documents on behalf of the sponsor-investigator 3

Management of serious adverse event reporting 3

No electronic submission support, but there are plans to provide this 2

capability

No secure e-mail connection with the FDA, but there are plans to provide 2

this capability

Support of electronic submission of the IND application to the FDA 1

Provision of the secure e-mail connection with the FDA 1

Giher, please specify 5
3. Type of IND/IDE support office external audit support®

Preaudit inspection (inspect site prior to the inspection by the outside 7

regulatory auditor)

Secondary faciltator (assists investigator with interactions with outside 7

regulatory auditor, attends meetings, facilitates interactions with outside
inspector, etc., but investigator/study team primarily manages the
coordination with the outside regulatory auditor)

Primary faciitator (works with outside regulatory auditor to schedule visit 3
and coordinate meetings and communication with study team, attends
meetings, etc.)

4. IND/IDE support office oversight activity®
Assisting with the development of data and safety monitoring plans 5
Conducting site inspections of IND/DE sponsors and associated studies 4
Overseeing subcontracted site inspections

3
(Continues)
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Table 1

(Continued)

5. Approach to cost coverage of subcontracted regulatory
services?

' I‘hvest‘\gatbr or h\‘s/‘her‘d‘epartmérit covers cost
'IND/IDE édppoft gfoup or 'lnvest'igator/depanment share costs
IND/IDE support group covers cost

""Other: Text résbonse: “"Sometimes shared, sometimes pald by su'ppo'rt' o
group”

-t O K

* CTSA indicates Clinical and Translational Science Award; IND, Investigational New Drug; IDE, Investigational
Device Exemption; FDA, Food and Drug Administration.

" The respondents were from the 11 centers with central IND/IDE support offices.

* The respondents were from the nine centers that provide assistance with external audits

5 The respondents were from the six centers that provide assistance with oversight activities.

T The respondents were from the five centers whose institutions manage subcontracted regulatory services.
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List 1
Members of the IND/IDE Taskforce*

Joan Adamo—University of Rochester School
of Medicine and Dentistry

Marlene Berro—University of California, San
Francisco, School of Medicine

Barbara Bigby—Scripps Research Institute

Bruce K. Burnett—Duke University School of
Medicine

Kristen Doud—University Hospitals, Cleveland
John Ennerver—Formerly of Columbia
University College of Physicians and Surgeons
Gregg Fromell—University of Pennsylvania
School of Medicine

Kay Fuller—University of Michigan Medical
School

Karen Hartman—Mayo Medical School

Kate Marusina—University of California,
Davis, School of Medicine

Barbara Radziszewska—National Institute of
Allergy and Infectious Diseases, National
Institutes of Health

Carson Reider—Ohio State University College
of Medicine

Eric P. Rubinstein—University of Rochester
School of Medicine and Dentistry

Kathryn G. Schuff—Oregon Health and
Science University

Lisa Speicher—Children’s Hospital of
Philadelphia

Jill Springer—Ohio State University College of
Medicine

Kevin Weatherwax—University of Michigan
Medical School

* The IND/IDE Taskforce is part of the Regulatory
Knowledge Key Function Committee of the CTSA
Consortium, an NIH Roadmap Initiative. It focuses on
evaluating and supporting the needs of faculty at
CTSA academic health centers who are sponsor—
investigators. CTSA indicates Clinical and
Translational Science Award; IND, Investigational
New Drug; IDE, Investigational Device Exemption;
NIH. National Institutes of Health.
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List 2

Responsibilities of Sponsor-
Investigators Under IND (21 CFR 312)
and IDE (21 CFR 812) Regulations*

Regulatory sponsor responsibilities:
Required of a sponsor, including sponsor-
investigators:

Notification/submissions including
adverse drug or device effects to
regulatory authority(ies)

Medical expertise, trial design, and
oversight

Maintaining all safety, manufacturing,
packaging, and labeling information on
investigational products

Supplying, handiing, and disposition of
investigational products

Investigator selection, training, and
managing noncompliance

Confirmation of review by local IRBs
Data management, record retention, and
reporting

Premature termination o suspension of a
trial

« Management of investigator
noncompliance

Accommodating FDA auditing of the
sponsor

Clinical trial/study reports

Financing, including investigator and
participant compensation
Investigator responsibilities:
Responsibilities required of an investigator of
a dlinical study:

« Assurance of local IRB review and
approval and ongoing communication
with the IR

« Informed consent and protecting the
safety and welfare of trial participants

« Compliance with protocol and control of
investigational product

« Safety reporting to the sponsor and local
IR8

* Record maintenance and retention

« Management of site-based finances,
records, and quality assurance

* When an investigator files an FDA Investigational
New Drug (IND) or Investigational Device Exemption
(IDE) application to conduct a research study, he or
she accepts the role of regulatory sponsor. A sponsor
s a person or entity responsible for the initiation and
oversight of a clinical drug or device study. An
investigator is a person responsible for the conduct
of a dlinical drug or device study. A sponsor-
investigator is a person responsible for both the
initiation and the conduct of a dinical drug or device
study. IND indicates Investigational New Drug; IDE,
Investigational Device Exemption; FDA, Food and
Drug Administration; IR, institutional review board;
CFR, Code of Federal Regulations.





