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Investigational Devices Used in Research
Introduction:
The use of an Investigational Device in research is subject to the United States Code of Federal Regulations Title 21 - Food & Drugs Part 812 - Investigational Device Exemption (IDE). This policy defines the applicability of the Code of Federal Regulations and the procedures the UHCMC IRB follow to determine whether an IDE is needed for a clinical investigation, outlines the responsibilities of the investigator who holds the IDE and establishes procedures for the proper control, storage, use and handling of investigational devices. 

.……………………………………………………………………………………………………………………………………………………………………………………………………………………………………
  Definitions:
Research: As defined by the Department of Health and Human Services (DHHS), any systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge.

Under FDA regulations activities are “research” when they involve:

a. Use of a drug other than the use of an approved drug in the course of medical practice (21 CFR 312.3 (b)).

b. Use of a medical device other than the use of an approved (means approved by the FDA for marketing) medical device in the course of medical practice (Food, Drug and Cosmetic Act 530 (g)(3)(a)(i)). 

Investigational Device: The US FDA defines an investigational device as “an instrument, apparatus, implement, machine, contrivance, implant, in vitro reagent, or other similar or related article, including a component part, or accessory which is:

· recognized in the official National Formulary, or the United States Pharmacopoeia, or any supplement to them, 

· intended for use in the diagnosis of disease or other conditions, or in the cure, mitigation, treatment, or prevention of disease, in man or other animals, or 

· intended to affect the structure or any function of the body of man or other animals, and which does not achieve any of it's primary intended purposes through chemical action within or on the body of man or other animals and which is not dependent upon being metabolized for the achievement of any of its primary intended purposes."   
Please note: Software (e. g. software that controls a pacemaker) is considered a device. 

Significant Risk(s):A significant Risk (SR) device study is defined as a study of a device that presents a potential for serious risk to health, safety, or welfare of a subject and (1) is intended as an implant; or (2) is used in supporting or sustaining human life; or (3) is of substantial importance in diagnosing, curing, mitigating or treating disease, or otherwise prevents impairment of human health; or (4) otherwise prevents a potential for serious risk to the health, safety, or welfare of a subject.  If the Institutional Review Board (IRB) determines the study to be SR, the sponsor must obtain an Investigational Device Exemption (IDE) from the Food and Drug Administration (FDA) before proceeding with the study. 
Non Significant Risks: The non significant risk (NSR) category was created to avoid delay and expense where the anticipated risk to human subjects did not justify the involvement of the FDA.  If the IRB determines that the study is NSR, no submission to or review by the FDA is necessary before starting studies in humans. Note: It is very important to note that the terms “non-significant risk” and “minimal risk” are defined separately, and are not synonymous.
510(k): A 510(k) Device is a new device that the FDA agrees is substantially equivalent to a device already on the market.  510(k) devices can be marketed without clinical testing. However, if clinical data are necessary to demonstrate equivalence, any clinical studies must be conducted in compliance with the requirements of the IDE, IRB review and informed consent regulations. Because 510(k) devices under clinical investigation fall under the IDE regulations, reporting of adverse or unanticipated 510(k) device effects will follow the same requirements.

Investigational Device Exemption(s) (IDE): An Investigational Device Exemption (IDE) allows the investigational device to be used in a clinical trial in order to collect safety and effectiveness data required to support a Pre-market Approval application (PMA) or a Pre-market Notification [510(k)] submission to the FDA.  An IDE permits a device to be shipped lawfully for purposes of conducting investigations of that device. (21CFR 812.1). The FDA assigns each investigational device exemption (IDE) to either category A or B.  All clinical investigations of devices must have an approved IDE or be exempt from the IDE regulation, see 21 CFR 812.2. 
Investigational Device Exemption(s) (IDE) Number: The FDA assigns a special identifier that corresponds to each device granted an IDE.

FDA category A Device: Experimental/Investigational. Category A devices are novel first of a kind technology: an innovative device for which the absolute risk of the device has not been resolved.  

FDA category B Device: Non-experimental/Investigational. Category B devices are new generations of proven technology.  

Sponsor: Means a person who initiates, but who does not actually conduct, the investigation, that is, the investigational device is administered, dispensed, or used under the immediate direction of another individual. A person other than an individual that uses one or more of its own employees to conduct an investigation that it has initiated is a sponsor, not a sponsor-investigator, and the employees are investigators.

Sponsor-Investigator: Means an individual who both initiates and actually conducts, alone or with others, an investigation, that is, under whose immediate direction the investigational device is administered, dispensed, or used. The term does not include any person other than an individual. The obligations of a sponsor-investigator under this part include those of an investigator and those of a sponsor.  
Transitional Device: Transitional device is a device subject to section 520(l) of the FD&C Act and which FDA previously regulated as a new drug or an antibiotic drug before May 28, 1976.
Policy:
Under FDA regulations 21 CFR 812.2(a) all clinical investigations that involve determining the safety or efficacy of a medical device must have an Investigational Device Exemption, unless the device meets one of the exemptions from the requirement for an IDE in 21 CFR 812.2(b). 

There are two ways that a medical device can have an Investigational Device Exemption:

1. FDA issues an Investigational Device Exemption.

2. The device meets the requirements for an abbreviated Investigational Device Exemption.

Research that meets all of the elements of the following category is considered to have an abbreviated Investigational Device Eexmption and does not need an FDA-issued Investigational Device Exemption: [21 CFR 812.2(b)]
Abbreviated Investigational Device Exemption: 

The device is not a significant risk device:
· Is not intended as an implant and does not present a potential for serious risk to the health, safety, or welfare of a subject;

· Is not purported or represented to be for a use in supporting or sustaining human life and does not present a potential for serious risk to the health, safety, or welfare of a subject;

· Is not for a use of substantial importance in diagnosing, curing, mitigating, or treating disease, or otherwise preventing impairment of human health and presents a potential for serious risk to the health, safety, or welfare of a subject; or

· Does not present a potential for serious risk to the health, safety, or welfare of a subject.
The device is not a banned device.

The sponsor labels the device in accordance with 21 CFR 812.5;

The sponsor obtains IRB approval of the investigation after presenting the reviewing IRB with a brief explanation of why the device is not a significant risk device, and maintains such approval;

The sponsor ensures that each investigator participating in an investigation of the device obtains from each subject under the investigator's care, informed consent under part 50 and documents it, unless documentation is waived by an IRB under §56.109(c).

The sponsor complies with the requirements of 21 CFR 812.46 with respect to monitoring investigations;

The sponsor maintains the records required under 21 CFR 812.140(b)(4) and (5) and makes the reports required under 21 CFR 812.150(b)(1)-(3) and (5)-(10);

The sponsor ensures that participating investigators maintain the records required by 21 CFR 812.140(a)(3)(i) and make the reports required under 21 CFR 812.150(a)(1)(2)(5) and (7); and

The sponsor complies with the prohibitions in 21 CFR 812.7 against promotion and other practices.

There are seven categories where research involving a medical device is exempt from the requirement
for an Investigational Device Exemption: [21 CFR 812.2(b)]
Exemption #1: A device, other than a transitional device, in commercial distribution immediately before May 28, 1976, when used or investigated in accordance with the indications in labeling in effect at that time.

Exemption #2: A device, other than a transitional device, introduced into commercial distribution on or after May 28, 1976, that FDA has determined to be substantially equivalent to a device in commercial distribution immediately before May 28, 1976, and that is used or investigated in accordance with the indications in the labeling FDA reviewed under subpart E of 21 CFR 807 in determining substantial equivalence. (I.e., “FDA-approved device”)

Exemption #3: 

· A device is a diagnostic device.

· The sponsor complies with applicable requirements in 21 CFR 809.10(c) 
.

· The testing is noninvasive.

· The testing does not require an invasive sampling procedure that presents significant risk.

· The testing does not by design or intention introduce energy into a subject.

· The testing is not used as a diagnostic procedure without confirmation of the diagnosis by another, medically established diagnostic product or procedure.

Exemption #4: A device undergoing consumer preference testing, testing of a modification, or testing of a combination of two or more devices in commercial distribution, if the testing is not for the purpose of determining safety or effectiveness and does not put subjects at risk.

Exemption #5: A device intended solely for veterinary use.

Exemption #6: A device shipped solely for research on or with laboratory animals and labeled in accordance with 21 CFR 812.5(c).

Exemption #7: A custom device as defined in 21 CFR 812.3(b), unless the device is being used to determine safety or effectiveness for commercial distribution.

In accordance with FDA requirements, it is the policy of UHCMC IRB that a determination of Significant Risk (SR) or Non-Significant Risk (NSR) for a medical device is made prior to consideration of approval of the medical device study. The Significant Risk versus Non-Significant Risk determination must be made by the convened IRB. The criteria for approval of device studies are the same as for any FDA-regulated study. 

All devices with an Investigational Device Exemption number require full Board approval.  If the IRB determines, or concurs with the assessment of the sponsor that a device study involves a Significant Risk, then it would be governed by the Investigational Device Exemption regulations at 21 CFR 812. The determination of the risk status of the device should be based on the proposed use of the device in the investigation. The IRB may review any of the following materials:

· A description of the device;

· Reports of prior investigations conducted with the device;

· The proposed investigational plan;

· A description of subject selection criteria;

· Monitoring procedures; and 

· The sponsor risk assessment and the rationale used to make the sponsor’s risk determination;

· The IRB may also request additional information if necessary from the sponsor or investigator or ask the FDA to provide a risk assessment.

The IRB determination of the risk status of the device will be indicated in formal IRB minutes and correspondences to the investigator (sent via normal mechanisms), and when applicable, will identify that the IRB determination of risk status differs from that submitted by the investigator/sponsor in the application materials.  When required, this determination will also be forwarded to the sponsor. 

In accordance with FDA regulations 21 CFR 812.3, and Good Clinical Practice (GCP) guidleines; the requirements applicable to a sponsor-investigator under part 812 include both those of an investigator and a sponsor. The responsibilities include the following:
· Maintaining the Investigational Device Exemtion
· Obtaining Qualified Investigators and Monitors

· Providing Necessary Information and Training for Investigators

· Monitoring the Investigation 
· Controlling the Investigational Agent

· Reporting Significant Adverse Events to FDA/Investigators

· Maintaining and Retaining Accurate Records
· Implementing and maintaining quality assurance with written Standard Operating Procedures (SOP’s)

When a UHCMC Investigator is the sponsor of the Investigational Device Exemption (sponsor-investigator), the UHCMC IRB requires the investigator to meet with a representative of the Office of Research Compliance and Education (ORC) to review his/her FDA responsibilities as a sponsor-investigator. The ORC program is responsible for providing the UHCMC IRB with documentation in writing that the review has taken place, and that the investigator understands his/her FDA InvestigationalDevice Exemption responsibilities.  Approval to initiate the research is contingent upon receipt of written documentation from the ORC. 

In accordance with FDA regulations 21CFR 812 and UHCMC policies, the Sponsors and/or Investigators are responsible for the proper ordering, handling, storage and disposition of investigational devices in clinical trials at UHCMC.
1. Ordering


1.1. Ordering of an investigational device must be done by the Principal Investigator or designated study personnel according to the terms of the executed agreement and only after the protocol has been approved by the IRB.  

2. Receipt

2.1. Investigational devices may only be received by the Principal Investigator or designated study personnel at a UHCMC business address.  

3. Storage/Labeling

3.1. Investigational devices used in conjunction with a research protocol must be kept in a locked and secured area and must be labeled “Caution: Investigational Device-Limited by Federal Law (or United States) Law to Investigational Use.”  


3.2. Access to investigational devices must be limited to the Principal Investigator or designated study personnel. 

3.3. Study device supplies must be labeled as investigational by the manufacturer and maintained and stored separately by research personnel.

4. Dispensing
4.1. The investigational device may not be given to anyone not enrolled in the study.
4.2. The Principal Investigator must not supply the investigational device to any person not authorized.
4.3. For accountability purposes an investigational device accountability log(s) must be kept for all investigational device studies. Documentation of the following elements should be recorded for each device used:

· The type of device
· Model Number

· Serial Number

· Lot Number (if applicable)

· Date received 

· Research subject name and UHCMC ID number (for internal tracking purposes)

· Research subject study ID number

· Date implanted or used


4.4. Personnel may not remove any device(s) from the standard device inventory and substitute them    for an investigational device, even if the device, under study, is approved and used in practice.  

4.5. If the sponsor provides an investigational device accountability log, research personnel must review the log to determine if the required elements are included on the log.  If the log provided by the sponsor does not include all of the required elements, a separate log including those elements must be maintained.  
5. Maintaining an Investigational Device Log(s):
5.1. Investigational device logs must be maintained in the study’s regulatory binder for the period of time required by the federal regulations or terms of the agreement, whichever is longer. 
5.2. The full names, titles/positions, signatures and/or initials of all UHCMC personnel responsible for maintaining or documenting in the log(s) must be indicated on either a cover sheet or in the log itself.


5.3. The Principal investigator or designated study personnel must regularly review the device logs to ensure that there is an adequate amount of devices or the appropriate type of devices available (sizes, etc) to conduct the scheduled procedures.  

6. Disposition
6.1. Upon conclusion or termination of the clinical investigation, or by the sponsor’s request, the principal investigator shall return to the sponsor any remaining supply of the device or otherwise dispose of the device(s) as the sponsor directs.  Investigational device(s) should not be destroyed by the principal investigator or study personnel without obtaining advanced written permission from the sponsor.
6.2. Documentation of why, when, and the personnel involved is required.

6.3. In the event of research software, disposition must include the date the software was deprogrammed or removed from the device(s).
7. Radioactive Materials:

7.1. Radioactive Material in a Radiation Delivery Device: Obtain approval from the UHCMC Radiation Safety Committee (RSC) for all research protocols involving a radioactive device.  The Radiation Safety approval process involves designation of an individual with the appropriate training to be the Authorized User Physician.

7.2. Radiation Generating Equipment:  Contact Radiation Safety regarding new and transferred radiation generating equipment (e.g. x-ray unit).  Radiation Safety must be notified at least 3 weeks prior to delivery.  New and transferred radiation safety equipment must be tested and accepted by a Radiation Expert in Radiology or Radiation Oncology, as appropriate, prior to use on a human research subject.  

8. Maintenance and Cleaning

8.1. All investigational devices must be properly maintained and cleaned.  
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