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Objective

To describe the procedures for obtaining Institutional Review Board (IRB) determination of significant or non-significant risk for investigational device use in accordance with applicable laws and regulations (21 CFR 812). 

General Description

A medical device is defined as any health care product that does not achieve its primary intended purposes by chemical action or by being metabolized.  An investigational device is a medical device which is the subject of a clinical trial (defined as “a research study with clinical intent in human volunteers”) designed to evaluate the effectiveness and/or safety of the device.  For guidance on research involving approved devices, see the Initial Full Board Review or Administrative Initial Review SOPs.

Unless exempt from the Investigational Device Exemption (IDE) regulations, an investigational device must be categorized as either "significant risk" (SR) or "non-significant risk" (NSR).  The determination that a device presents a significant or non-significant risk is initially made by the sponsor.  In its Information Sheet on SR/NSR devices, the FDA provides examples of SR and NSR devices (see pg. 8-10).  The proposed study is then submitted to FDA (for SR studies) and to a convened IRB (for SR and NSR studies) for formal determination of the appropriate SR/NSR category.  An exemption from the IDE requirement is not an exemption from the requirement for prospective IRB review or informed consent.

A SR device study presents a potential for serious risk to the health, safety, or welfare of a participant and (a) is intended as an implant or (b) is used in supporting or sustaining human life or (c) is of substantial importance in diagnosing, curing, mitigating or treating disease, or otherwise prevents impairment of human health or (d) otherwise presents a potential for serious risk to the health, safety, or welfare of a participant.

Any device that does not meet the definition for an SR study is an NSR device.   However, the IRB must make that determination if it has not been done by the FDA.  A study is considered NSR if it (a) is noninvasive, (b) does not require an invasive sampling procedure that presents significant risk, (c) does not by design or intentionally introduce energy into a subject, and (d) is not used as a diagnostic procedure without confirmation of the diagnosis by another, medically established diagnostic product or procedure.

A device can be exempt from the IDE requirements of the FDA.  A claim that the device is exempt must reference the exemption category being claimed.  It is the sponsor’s responsibility to provide sufficient justification to support the exemption category. 

If a protocol involving a medical device is subject to review under more than one department or agency’s regulations, the requirements of each set of regulations must be met.  

Responsibilities

Execution of SOP: Principal Investigator (PI), IRB

Procedures

PI responsibility before risk determination

1. When a study involves an investigational device, the PI or his/her designee prepares the IRB application to include the sponsor’s initial risk assessment (SR or NSR) and the rationale used in making the risk determination.  The IRB application must be prepared in every other regard in accord with the standard application process described in the Initial Full Board Review SOP.

2. The IRB may request that the PI consult with the FDA for its opinion as appropriate.  However, only written documentation from the FDA will be considered by the IRB in making a determination.

IRB responsibilities before risk determination

3. Upon receipt, the IRB reviews the proposed IRB application completed by the PI or his/her designee, which includes the sponsor initial assessment of the risk (SR or NSR) and the rationale used in making the risk determination.

4. In reviewing the protocol, the IRB makes its own determination of the SR or NSR categories.  The IRB reviews reports of prior investigations conducted with the device, the proposed investigational plan, a description of subject selection criteria, monitoring procedures, and any other information that the IRB deems necessary to make its decision. 

5. After the IRB makes the risk determination, the IRB conducts the review of the study using the same criteria as it would for any full board application.  See Initial Full Board Review SOP.  The IRB considers the risks and benefits of the medical device compared to the risks and benefits of alternatives devices or procedures as listed in the IRB application.  

Communication between IRB, PI, Sponsor, and FDA regarding risk determination


6. If the IRB determines that a protocol submitted for approval involves a SR device that has been deemed NSR by the sponsor, the IRB notifies the PI who notifies the sponsor.  The sponsor notifies FDA that an SR determination has been made. The study can be conducted as an SR investigation following FDA approval of an IDE application.

7. If the FDA determines that a study involves the use of a SR device, an IDE and IRB approval must be obtained before the study begins and studies must be conducted in accordance with IDE requirements.  
8. If the FDA has not determined the device to be SR and IRB determine the device to be NSR, submission of an IDE application to FDA is not required.  

IRB responsibilities after risk determination
9. The IRB may approve or disapprove the proposed research based on local context and its responsibilities to protect human subjects in research even when approval of the device has been granted by the FDA.

10. The decision of the IRB (both risk assessment and approval) is documented in correspondence sent to the PI and in the meeting minutes. See Minutes of IRB Meetings SOP.
PI responsibility after risk determination

11. Devices may have an unanticipated problem or adverse event to participants or others.  The PI must submit to the sponsor and to the IRB a report of any unanticipated problems or adverse events to participants or others occurring during an investigation.  See Unanticipated Problems or Adverse Events SOP.
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