


	Wayne State University

Institutional Review Board


	Subject
	Approved and Unapproved Devices in Research 

	Form Date
	December 2006 (Rev. 03/07/11)

	Approvals
	12/04/06 Office of the General Counsel, 12/19/06 Steering Committee,

Administrative Approval 03/08/07, Administrative Approval 09/30/10, Administrative Approval 03/07/11, Administrative Approval 11/30/11, Administrative and General Counsel approval 9/2019, IRB Approval 10/2019- revisions combine policies 

11-4: Humanitarian Use Devices, 11- 5: Off Label Use of Drugs and Devices, and 11-7: Compassionate Use of Drugs and Devices, Administrative Approval 10.2024 


Background

The U.S. Food and Device Administration (FDA) regulates research involving medical devices.  All clinical investigations, proposals and/or protocols involving medical devices must adhere to 21 CFR 50 regarding the protection of human research participants (subjects), their proper informed consent process, documentation and 21 CFR 56 requirements in order to be reviewed and approved by the Investigational Review Board (IRB). This review and approval must occur before the investigation begins.
An unapproved medical device may only be used on human research participants when the device is under clinical investigation and when used by an investigator involved in that study (21 CFR 812); see also Institutional Review Board (IRB) Policy/Procedure “Emergency/ Single Time Use of Test Article” for exceptions in certain clinical care situations.

Clinical trials using unapproved medical devices on human participants are performed under an Investigational Device Exemption (IDE).  Any clinical study that involves a device of significant risk (SR) must be approved by the FDA and by the Wayne State University (WSU) IRB prior to the onset of the study. 

The Center for Devices and Radiological Health (CDRH) is the branch of the FDA that is responsible for device studies. 

Scope

All device studies at WSU involving human subjects must be submitted to the WSU IRB for review and approval prior to initiation of any study activities. If the study is conducted at the J. D. Dingell Veterans Administration Medical Center (VAMC), the study must be reviewed and approved by the Clinical Investigation Committee (CIC) prior to it being sent for review by the IRB.  
This policy pertains to the following uses of unapproved devices:

· Clinical Investigations, 

· Expanded Access 

· Compassionate Use

· Treatment Use

· Humanitarian Use of Medical Devices

Clinical studies of medical devices can undergo an expedited review only when an investigational device exemption (IDE) is not required; or the medical device is cleared/approved for marketing and the device is being used in accordance with its cleared/approved labeling. See WSU IRB Policy 04-05: Expedited Review Procedures. 

Note: The “off-label” use (a use other than the indication(s) approved by FDA) of an FDA-approved, marketed device by a physician for treatment purposes does not require an IDE or IRB approval.  

Related WSU IRB Policies: 

· 04-02: Initial Protocol Submission Requirements

· 04-07: Continuation/Renewal of a Protocol

· 06-01: Principal Investigator Roles and Responsibilities

· 06-02: Investigator-Initiated Research
· 11-03: Emergency Single Time Use of a Test Article (Device, Biologic, Device)
· 11-06: Planned Emergency Research

· 13-01: Unanticipated Problem and Event Reporting
1.0 Definitions
Expanded Access- The use of an investigational device outside of a clinical trial for treatment of a patient.
Human Cells, Tissues, or Cellular or Tissue-based Products (HCT/Ps) – HCT/Ps means articles containing or consisting of human cells or tissues that are intended for implantation, transplantation, infusion, or transfer into a human recipient. Examples of HCT/Ps include, but are not limited to, bone, ligament, skin, dura mater, heart valve, cornea, hematopoietic stem/progenitor cells derived from peripheral and cord blood, manipulated autologous chondrocytes, epithelial cells on a synthetic matrix, and semen or other reproductive tissue.  

The following articles are not considered HCT/P’s: vascularized human organs for transplantation; whole blood or blood components or blood derivative products subject to listing under parts 607 and 207, respectively; secreted or extracted human products, such as milk, collagen, and cell factors; except that semen is considered an HCT/P; minimally manipulated bone marrow for homologous use and not combined with another article (except for water, crystalloids, or a sterilizing, preserving, or storage agent, if the addition of the agent does not raise new clinical safety concerns with respect to the bone marrow); ancillary products used in the manufacture of HCT/P; cells, tissues, and organs derived from animals other than humans;  in vitro diagnostic products as defined in 809.3(a); blood vessels recovered with an organ, as defined in 42 CFR 121.2, that are intended for use in organ transplantation and labeled "For use in organ transplantation only.”   

HCT/Ps may be regulated as devices, devices, and/or biologics when the use does not qualify for an establishment exception or regulation solely under section 361 of the PHS Act and 21 CFR 1271.   

Humanitarian Use Device (HUD).  A Humanitarian Use Device is a medical device intended to benefit patients in the treatment or diagnosis of a disease or condition that affects or is manifested in not more than 8,000 individuals in the United States per year.
Humanitarian Device Exemption (HDE): an application granted by the FDA that permits the marketing of a humanitarian use device. 
Investigational Device –A medical device including a transitional device that is the object of an investigation as it pertains to devices, means a clinical investigation or research involving one or more participants to determine the safety or effectiveness of a device. 

 Investigational Device Exemption (IDE) – An application granted by the FDA that permits a device that would otherwise be required to comply with a performance standard or for clinical trials that use unapproved investigational or medical devices on human subjects.  This allows the researcher to use a device that has not undergone the appropriate stages to be a FDA approved device. An IDE is required when the unapproved device poses a significant risk to subjects (21 CFR 812.30).

In Vitro Diagnostic Product (IVD). In vitro diagnostic products are those reagents, instruments, and systems intended for use in the diagnosis of disease or other conditions, including a determination of the state of health, in order to cure, mitigate, treat, or prevent disease or its sequelae. Such products are intended for use in the collection, preparation, and examination of specimens taken from the human body. [21 CFR 809.3(a)]
Medical Device – An instrument, apparatus, implement, machine, contrivance, implant, in vitro reagent, or other similar related article (including a component part), or accessory that is recognized in the official National Formulary or United States Pharmacopeia and is:

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

· Intended to affect the structure or any function of the body that does not achieve any of its primary intended purposes through chemical action within or on the body, and is not dependent upon being metabolized for the achievement of any of its primary intended purposes.
Non-Significant Risk Device (NSR) – A non-significant risk device is an investigational device that does not meet the definition of a significant risk device. 
Significant Risk (SR) Device- Significant risk device means an investigational device that:
1. Is intended as an implant and presents a potential for serious risk to the health, safety, or welfare of a subject; or

2. Is purported or represented to be for a use in supporting or sustaining human life and presents a potential for serious risk to the health, safety, or welfare of a subject; or

3. Is 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

4. Otherwise presents a potential for serious risk to the health, safety, or welfare of a subject. [21 CFR 812.3(m)]

Sponsor-Investigator: An individual who initiates (i.e., obtains an IDE or IDE) and conducts an investigation and under whose immediate direction an investigational device is administered, dispensed, or used. An individual who initiates a clinical trial without the support from an industry sponsor assumes the role of principal investigator and sponsor. In this case, any reference to the sponsor in this policy pertains to the investigator. See WSU IRB Policy 06-02: Investigator Initiated Research
Test Article – Any drug, biological product, or medical device for human use, human food additive, color additive, electronic product, or any other article subject to regulation under the Federal Food, Drug and Cosmetic Act (21 CFR 50.3(j),) or under sections 351 or 354-360F of the Public Health Service Act (VHA 1200,5 3,y)

Transitional Device: A device subject to section 520(I) of the Food, Device and Cosmetic Act; a device that FDA considered to be a new device or an antibiotic device before May 28, 1976.
Treatment Use (Compassionate) of Investigational Medical Device - Under an existing Investigation Device Exemption the FDA may allow treatment with a medical device of a small number of seriously ill patients who have no other acceptable alternatives.  The FDA requires the sponsor/investigator to provide a supplement to an existing IDE justifying the “compassionate use”.  

2.0 IRB Policy
Note: Unless the conditions that permit an emergency use exemption are satisfied (See WSU IRB Policy 11-03: Emergency Single Time Use of a Test Article), IRB approval must be obtained prior to initiating treatment with the investigational device.  When the request is for single-patient compassionate use, the review may be conducted by the IRB Chair (or designee).  Otherwise, the review must be conducted by the convened IRB.

2.1. Submission Requirements for Device Studies:
The Principal Investigator (PI) must submit sufficient information regarding the device and its intended use to the IRB. The IRB may conduct its own risk assessment, in addition to that of the sponsor and the FDA, if needed.
In addition to the standard documents required for all submissions to the IRB (see WSU IRB Policy 04-02: Initial Protocol Submission Requirements), Investigational device studies have specific IDE documentation requirements. 
2.1.1 IDE Documentation Requirements:
An IDE from the FDA is required for all studies involving an unapproved device which poses a significant risk to participant’s, and when a significant risk study is testing an FDA-approved device for a new indication. Investigators must obtain an IDE from the FDA prior to submitting the study to the IRB. 

In addition to all study related documents and IRB applications, the IRB requires the following documents when reviewing investigational device studies for which an IDE is required:

· Receipt and confirmation of a valid IDE# with date and letter from the FDA; or receipt of a valid IDE# and letter from the study sponsor stating that the sponsor has an IDE from the FDA for the proposed use of the study device; or a letter from the FDA stating that an IDE# is not required [21 CFR 312.2(b)].

Significant Risk (SR) Studies –The following documentation must be submitted in order for the IRB to review SR device studies:
A newly assigned IDE Number or a letter from the FDA stating that an IDE is not required.  Documentation must be included (letter from FDA or contract) that verifies that the IDE is current. The IRB will not issue final approval until the current IDE number is provided to the IRB. However, the research can be reviewed by the IRB prior to or during the IDE application process. 21 CRF 312.2(b).
Non-Significant Risk (NSR) Studies – The following documentation must be submitted for review of NSR studies by the IRB:

· Sufficient documentation to justify that the device and/or its proposed use does not pose a significant risk to participants (complete protocol with scientific justification, device use and description, appropriate labeling, device cost, and a detailed device accountability plan).  [21 CFR 812 .2(c)].

The FDA has provided a list of both NSR devices and SR devices in the IRB Information Sheets-Medical Devices that may serve as guides for the IRB in determining the appropriate action during the review of protocols involving a device.  The lists of NSR and SR devices are available for reviewers to access on the IRB Website and at each convened meeting of the IRB. 

*Note:  Although an IDE is not required for NSR studies the IRB may request that one be provided (see IRB Review of Device Studies below).

See section 7.0 of this policy for FDA IDE exemption categories. 

2.2 IRB Review of Device Studies

All investigational device studies for which an IDE is required must be reviewed and approved by a convened IRB as described by the regulations and WSU IRB policy 04-02: Initial Protocol Submission Requirements. 
An appropriate member of the IRB committee, or a consultant who is knowledgeable about the control of medical devices, will review and approve the investigator’s plan as a condition of approval of the research.

When determining if a SR or NSR device study can be approved, the IRB will compare the anticipated risks and benefits of the experimental device and the risks and benefits of alternative devices or procedures.

If a sponsor has identified a device study as IDE-exempt or NSR, then the investigator should include documentation with the submission providing the basis for IDE-exempt or NSR categorization for the IRB’s consideration.  If the FDA has determined that the study is IDE-exempt or NSR, documentation of that determination must be provided.  
The IRB will review the application and, based upon the documentation provided, verify:

1. Receipt of a valid IDE;

a. Note: The absence of an IDE number does not warrant an IRB decision to table the protocol. A specific minor modification determination may be made.

2. Justification for IDE- exemption;
3. Significant risk device [21 CFR 812.3(m)] or a non-significant risk device [21 CFR 812.2(b)] status,
4. Evaluate the investigator’s protocol-specific rationale/justification for use of the device.

5. Evaluate the proposed plan for receiving, storing, dispensing, and final disposition and accountability of the device.
Should further input be required, a consultant with the appropriate expertise and experience associated with the IDE will be requested to further review the submission and (1) provide written comments, or (2) attend the IRB meeting and give an oral report of his/her findings.

For all VAMC research involving investigational devices, the protocol must be reviewed by the Clinical Investigation Committee (CIC) at the JDD VAMC prior to submission to the IRB.
The reviewers shall document whether or not the risk of the device is non-significant or significant.  If the IRB has determined that the use of the device is a NSR study, the reviewer documents:

· That the device is not an implant,

· The device is not used to support or sustain human life,

· The device is not of significant importance in diagnosing, curing, mitigating or treating disease, or otherwise preventing impairment of human health, and
· Does not present a potential for serious risk to the health, safety, or welfare of a participant.

Whenever a protocol involving research on an unapproved medical device is reviewed by an IRB, the decisions concerning the determination of non-significant or significant risk must be documented in the IRB Committee minutes with justification of the decision. 
3.0 Investigator Responsibilities

The investigator holds responsibilities when conducting a clinical investigation subject to FDA regulations.  Please refer to WSU IRB Policy 06-01: Principal Investigator Roles and Responsibilities and WSU IRB Policy 06-02 Investigator-Initiated Research.

.

1. The investigator is responsible for ensuring that a clinical investigation is conducted according to the agreement for clinical investigations of medical devices, the investigational plan and other applicable regulations, and any requirements imposed by the FDA or IRB.

2. The investigator is responsible for reading and understanding the information in the investigator brochure or device risk information, including the potential risks and side effects of the drug or device. 

3. The investigator shall report all adverse events, progress reports, safety reports, final reports, and financial disclosure reports to the IRB.

4. The investigator will permit inspection of research records by the sponsor, sponsor representatives, HRPP and IRB representatives, the FDA, accrediting bodies, and any other agencies or individuals entitled to inspect such records under regulation, organizational policy, or contractual agreement.
3.1 Device Control, Accountability, and Record Retention 

All devices required by study design and supplied by the sponsor must be appropriately controlled, administered, stored, and disposed of within FDA requirements and research site institutional requirements. Such requirements include processes to ensure that devices are manufactured, handled, and stored in compliance with applicable good manufacturing practices; inventory and accountability records are maintained for device receipt, dispensing, and disposition; and devices are used only in accordance with available clinical information and the approved protocol. For more information about device control and management, please refer to your site/institutional policies. 
A specific plan for the appropriate controls, administration and storage as required by the FDA and research site must be described in the IRB application.
3.1.1 Personnel

Only the principal investigator or co-investigators listed as key personnel on the research protocol may prescribe the device if legally authorized and within their scope of practice. Additional information concerning the responsibilities for PIs as it pertains to investigational devices can be found in IRB Policy/Procedures: “Principal Investigator: 06-01Roles and Responsibilities” and 06-02 Investigator-Initiated Research.

3.1.2 Records

The investigator is responsible for maintaining adequate and accurate records in accordance with FDA regulations and to making those records available for inspection by the FDA.  These records include, but are not limited to: correspondence with other investigators, the IRB, the sponsor, monitors, or the FDA; drug and device accountability records; case histories; consent forms; and documentation that consent was obtained prior to any participation in the study.  

Records must be maintained for a period of 2 years after the latter of the following two dates: The date on which the investigation is terminated or completed, or the date that the records are no longer required for purposes of supporting a premarket approval application or a notice of completion of a product development protocol. Other regulations, such as HIPAA, organizational policies, or contractual agreements with sponsors may necessitate retention for a longer period of time.
3.2 Charging Participants for Investigational Products 

FDA regulations do not prohibit charging participants or their insurers for investigational products so long as those charges comply with specified criteria. FDA approval of such charges does not obviate the investigator’s and IRB’s responsibility to minimize risks to subjects (Beneficence), to ensure that the risks and burdens associated with research are equitably distributed (Justice), and to ensure that subjects are properly informed and not unduly influenced to accept an otherwise unacceptable risk or cost in order to access a benefit (Respect for Persons).  Any costs to participants or insurers must be described in the IRB application and informed consent document.

IDE regulations allow sponsors to charge for an investigational device, however, the charge may not exceed the amount necessary to recover the costs of manufacture, research, development, and handling of the investigational device [21 CFR 812.7(b)]. Sponsors must justify the proposed charges for the device in the IDE application, state the amount to be charged, and explain why the charge does not constitute commercialization [21 CFR 812.20(b)(8)].
4.0 Digital Health

Certain medical and decision support software have been excluded from the definition of medical device under the 21st Century Cures Act and thus are not subject to FDA’s regulations.  These include exclusions for software functions:

· Intended for administrative support of a health care facility, including the processing and maintenance of financial records, claims or billing information, appointment schedules, business analytics, information about patient populations, admissions, practice and inventory management, analysis of historical claims data to predict future utilization or cost-effectiveness, determination of health benefit eligibility, population health management, and laboratory workflow;
· Intended for maintaining or encouraging a healthy lifestyle and unrelated to the diagnosis, cure, mitigation, prevention, or treatment of a disease or condition;

· Intended to serve as electronic patient records, including patient-provided information, to the extent that such records are intended to transfer, store, convert formats, or display the equivalent of a paper medical chart, so long as—
· such records were created, stored, transferred, or reviewed by health care professionals, or by individuals working under supervision of such professionals;

· such records are part of health information technology that is certified under section 300jj–11(c)(5) of title 42; and

· such function is not intended to interpret or analyze patient records, including medical image data, for the purpose of the diagnosis, cure, mitigation, prevention, or treatment of a disease or condition

· Intended for transferring, storing, converting formats, or displaying clinical laboratory test or other device data and results, findings by a health care professional with respect to such data and results, general information about such findings, and general background information about such laboratory test or other device, unless such function is intended to interpret or analyze clinical laboratory test or other device data, results, and findings; and 

· Not intended to acquire, process, or analyze a medical image or a signal from an in vitro diagnostic device or a pattern or signal from a signal acquisition system; and

· Is intended for the purpose of displaying, analyzing, or printing medical information about a patient or other medical information (such as peer-reviewed clinical studies and clinical practice guidelines);

· Is intended for the purpose of supporting or providing recommendations to a health care professional about prevention, diagnosis, or treatment of a disease or condition; and

· Is intended for the purpose of enabling such health care professional to independently review the basis for such recommendations that such software presents so that it is not the intent that such health care professional rely primarily on any of such recommendations to make a clinical diagnosis or treatment decision regarding an individual patient.

Additional information regarding the application of these exclusions is available on the FDA website referenced below.
Research involving software excluded from the definition of medical device will be evaluated by the WSU IRB in accordance with any other applicable regulations (e.g., the Common Rule, HIPAA) and the criteria outlined in WSU IRB policies.

Other digital health products may be subject to FDA regulations and will be evaluated accordingly.  FDA has provided a website listing of Guidances with Digital Health Content to help the regulated community understand FDA’s interpretation and application of the regulations and to describe when FDA will practice enforcement discretion in regards to certain requirements such as those for pre-market review and for device reports.  Investigators are encouraged to consult these guidances in advance of their submission to the IRB and to consult directly with the FDA as needed.
5.0 Diagnostic or Treatment Use of Humanitarian Use Devices:

A Humanitarian Use Device (HUD) is an approved (marketed) medical device intended to benefit patients in the treatment or diagnosis of a disease or condition that affects or is manifested in fewer than 8,000 individuals in the United States per year [21 CFR 814.3(n)]. 

An HUD is considered somewhere between research and ordinary clinical practice.  These devices do not undergo the same stringent requirements that investigational devices do, yet they may be recognized as the “approved” standard, and in some cases, preferred medical device.
Because of the expected small market, there is little hope to be able to obtain efficacy data required by ordinary pre-market approval (PMA).  FDA regulations (21 CFR 814.124) provide for the submission of an HDE in which the manufacturer is not required to provide the results of scientifically valid clinical investigations demonstrating that the device is effective for its intended purpose prior to marketing. This regulation was developed to provide an incentive for the development of devices for use in the treatment or diagnosis of diseases affecting less than 8,000 persons a year. The application must provide sufficient information in order for the FDA to determine that the device does not pose an unreasonable or significant risk of illness or injury to the patient and that the probable benefits to health outweigh the risk of injury or illness from its use.  Additionally, the application should ensure that no comparable devices are available to treat or diagnose the disease or condition. It must be clear that without the HDE the manufacturer could not otherwise bring the device to market.

Federal law requires that an IRB approve the use of a HUD at a facility.  Once approved, the clinical use of the HUD may be considered as any other approved device, with the caution that effectiveness has not been shown in clinical trials. 

5.1 Submission Requirements for HUD Submissions

The material within this section applies to diagnostic or treatment uses of HUDs. For submission requirements for the clinical investigation of an HUD, see WSU IRB Policy 04-02: Initial Submission Requirements. 
The health care provider seeking approval for diagnostic or treatment use of a HUD at any Wayne State University affiliate organizations is responsible for obtaining IRB approval prior to use of the HUD at the facility and for complying with the applicable regulations, including those for medical device reporting, organizational policies, and the requirements of the IRB.
Health care providers seeking initial IRB approval for diagnostic or treatment use of a HUD for the indication(s) in the HUDs approved labeling should submit the following materials to the IRB:
1. Humanitarian Use Device (HUD) Form (non-research uses);

2. A copy of the HDE approval letter from the FDA;

3. A description of the device, such as a device brochure;

4. The patient information packet for the HUD;

5. The proposed clinical consent process
6. Other relevant materials (e.g., training certificates) as identified in the Application Form

5.2 IRB Review Procedures for HUD Submissions

The IRB will review the HUD proposal at a convened meeting as described in section 2.2 of this policy. 
When the HUD is not a part of a clinical investigation, the Chair of the IRB or his/her designee may assign the protocol to a primary reviewer only. 

The IRB may specify limitations on the use of the device, require additional screening and follow up procedures, require interim reports to the IRB, require continuing review more often than annually, or set other conditions or requirements as appropriate to minimize risks to patients and ensure the safe use of the device in the facility. 
5.2.1 IRB Review Procedures for Subsequent HUD Reports and Submissions

The IRB will review all HUD event reports as described in WSU IRB Policy 13-1: Unanticipated Problems and Event Reporting. The IRB will review all continuing review materials as described in WSU IRB Policy 04-07: Continuation/Renewal of a Protocol. 
5.3 Humanitarian Device Exemption (HDE) Holder and Healthcare Provider Responsibilities
A Humanitarian Use Device (HUD) may only be used in a facility after an IRB has approved its use, except in certain emergencies. The HDE holder is responsible for ensuring that a HUD is provided only to facilities having an IRB constituted and acting in accordance with the FDA’s regulations governing IRBs (21 CFR Part 56), including annual continuing review of use of the device. 
When an HUD is used in a clinical investigation (i.e., research involving one or more subjects to determine the safety or effectiveness of the HUD), the full requirements for IRB review and informed consent apply (21 CFR 50 and 56) as well as other applicable regulations.  

It is essential to differentiate whether the HUD is being studied for the indication(s) in its approved labeling or for different indication(s).  When the HUD is being studied for the indication(s) in its approved labeling, the IDE regulations at 21 CFR 812 do not apply.  However, when the HUD is being studied for a different indication(s), 21 CFR 812 does apply, including the requirement for an FDA-approved IDE before starting the clinical investigation of a Significant Risk device.  
Once use of the HUD is approved, the health care provider is responsible for submitting any proposed changes to the IRB-approved plan or patient materials and obtaining approval for those changes prior to implementation, unless the change is necessary to avoid or mediate an apparent immediate risk to a patient.  

5.3.1 Post-Approval Requirements:

5.3.1.1Continuation/Renewal: 

The health care provider is responsible for submitting continuing review materials to the IRB sufficiently in advance of the expiration date to ensure IRB review and re-approval prior to expiration.  Materials to be submitted include:
The Continuation Submission Application and:

1. The most recent periodic report to the FDA by the HDE holder;

2. The current patient information packet, if applicable;

3. The current consent, if applicable;

4. Other materials as identified on the Continuation Submission Form and
5. Any other new relevant information or materials.
See WSU IRB Policy 04-07: Continuation/Renewal of a Protocol
5.3.1.2 Event Reports:

The health care provider is responsible for submitting reports to the FDA, the IRB, and the manufacturer/HDE Holder whenever a HUD may have caused or contributed to a death, and must submit reports to the manufacturer (or to FDA and the IRB if the manufacturer is unknown) whenever a HUD may have caused or contributed to a serious injury (21 CFR 803.30 and 814.126(a)). Serious injury means an injury or illness that (1) is life-threatening, (2) results in permanent impairment of a bodily function or permanent damage to a body structure, or (3) necessitates medical or surgical intervention to preclude permanent impairment of a bodily function or permanent damage to a body structure (21 CFR 803.3). The specific requirements for this reporting are in the Medical Device Reporting (MDR) Regulation, at 21 CFR Part 803.
See WSU IRB Policy 13-1: Unanticipated Problem and Event Reporting
5.4 Emergency Uses of HUDs

If an appropriately trained and licensed health care provider in an emergency situation determines that IRB approval for the use of the HUD at the facility cannot be obtained in time to prevent serious harm or death to a patient, a HUD may be used without prior IRB approval. See WSU IRB Policy 11-03: Emergency Single Time Use of a Test Article.
6.0 Expanded Access Use of Unapproved Medical Devices
Unapproved medical devices may normally only be used in humans in an approved clinical trial under the supervision of a participating clinical investigator.  However, there are circumstances under which a health care provider may use an unapproved device outside of a clinical study when it is not possible to enroll a patient in a clinical study and the patient is facing life-threatening circumstances or suffering from a serious disease or condition for which no other alternative therapy or diagnostic exists or is a satisfactory option for the patient. In these cases, the primary intent is treatment rather than research. 
Expanded access is a potential pathway for patients with a serious or life-threatening disease or condition to access an investigational medical device that has not been approved or cleared by the FDA for treatment outside of clinical trials when no comparable or satisfactory alternative therapy options are available through one of three mechanisms:
· Emergency Use (WSU IRB Policy 11-03: Emergency Single Time Use of a Test Article)
· Compassionate Use (or Individual Patient/Small Group Access) (Section 6.1)
· Treatment Investigational Device Exemption (IDE) (Section 6.2)
6.1 Submission Requirements for Expanded Access Use of Unapproved Medical Devices:

Physicians using medical devices under compassionate and treatment uses should develop and submit an appropriate plan and schedule for treating and monitoring the patient, taking into consideration the nature of the device and the needs of the patient.  The plan should include monitoring to detect any possible problems arising from the use of the device.  

To request IRB approval for compassionate use, investigators should contact the IRB office and submit the following:

1. A completed Expanded Access Application Form and any additional documentation noted within it;

2. A copy of the information submitted to the FDA (and FDA approval, if available);

3. A copy of the device brochure, Instructions for Use, or other similar documentation that provides information regarding the potential risks and benefits of the device;
4. A copy of the plan for treating and monitoring the patient; and 

5. A copy of the draft informed consent document.

The IRB may review the expanded access application prior to FDA approval being received but may condition approval upon receipt of FDA approval.  The IRB will provide the investigator with written documentation of its review.
Wayne State University will consider reliance upon an external IRB for Compassionate Use protocols on a case-by-case basis when the IDE is held by a commercial sponsor and an external IRB has already approved the protocol and is willing to accept review and oversight of additional investigators/sites.  Investigators should contact the IRB administration office, to discuss IRB reliance for Compassionate Use protocols.  
6.2 IRB Review Requirements for Expanded Access Use of Unapproved Medical Devices: 

IRB review and oversight is required for the three Expanded access pathways provided in FDA regulations. The IRB review procedure is the same for Compassionate Use and Treatment Use of an Investigational/Unapproved medical device. See WSU IRB Policy 11-03 Emergency Single Time Use of a Test Article for information about the IRB review procedure for the FDA’s Emergency Use pathway. 

Unless the conditions that permit an emergency use exemption are satisfied (WSU IRB Policy 11-03: Emergency Single Time Use of a Test Article), IRB approval must be obtained prior to initiating treatment with the investigational device.  When the request is for single-patient compassionate use, the review may be conducted by the IRB Chair (or designee).  Otherwise, the review must be conducted by the convened IRB as described in section 2.2 of this policy.

6.3 Post-Approval Requirements

Investigators are responsible for complying with any sponsor or FDA reporting requirements.  The post-approval requirements for research described throughout this policy apply, including, but not limited to, prospective IRB approval of any proposed modifications to the plan or materials approved by the IRB unless the change is necessary to eliminate apparent immediate hazard to the subject (in which case it must be promptly reported), reporting of unanticipated problems, noncompliance, complaints, and other reportable information, and for continuing review and study closure, as applicable.  Additionally, a follow-up report to the FDA is required following a compassionate use by whomever submitted the original request to the FDA. The report should include summary information regarding patient outcome and any problems that occurred as a result of the device. A copy of the follow-up report to the FDA and any other post-approval submissions or reports to the FDA must be submitted to the IRB within 7 business days of the date of submission to the FDA.  
Because the products have not yet been approved by the FDA as safe and effective, it is important to remember: 

1. The product may not be effective and there may be unexpected serious adverse effects,

2. Take appropriate measures to ensure that this is understood by the patient or their legally authorized representative (LAR) and to monitor for safety.

Investigators seeking access to investigational or unapproved devices under one of the above provisions should work closely with the sponsor or manufacturer, the FDA, and the WSU IRB, to ensure that proper regulatory procedures are followed.

FDA has made information about expanded access to medical devices available on their website. Charging for expanded access use of investigational products is discussed in section 3.2 of this policy.

6.4 Compassionate Use of Investigational/Unapproved Medical Devices

The compassionate use provision under expanded access provides a mechanism for accessing investigational devices for an individual patient or small groups of patients when the treating physician believes the device may provide a diagnostic or treatment benefit.  Compassionate use can be used for devices being studied in a clinical trial under an IDE for patients who do not qualify for inclusion in the trial, and for devices for which an IDE does not exist.  The following criteria must be satisfied:

1. The patient has a life-threatening or serious disease or condition; and

2. No generally acceptable alternative treatment for the condition exists.
The medical device company must agree to make the medical device available for the proposed compassionate use.  FDA and IRB approval are required before the device may be used under the compassionate use provision.

FDA Approval:

When there is an IDE for the device, the IDE sponsor submits an IDE supplement requesting approval for the compassionate use under 21 CFR 812.35(a).  

When there is not an IDE for the device, the physician or manufacturer submits the following information to the FDA:

1. A description of the device (provided by the manufacturer);

2. Authorization from the device manufacturer for the use;

3. A description of the patient’s condition and the circumstances necessitating treatment or diagnostics (when seeking small group access, the number of patients to be treated;

4. A discussion of why alternative therapies/diagnostics are unsatisfactory and why the probable risk of using the investigational device is no greater than the probable risk from the disease or condition; and

5. The patient protection measures that will be followed, including:

a. A draft of the informed consent document that will be used;

b. Clearance from the institution as specified by their policies (see below);

c. Concurrence (approval) of the IRB Chair or Chair-designated IRB member (prior to FDA request when possible); and 

d. An independent assessment from an uninvolved physician.

When IRB Chair approval cannot be obtained in advance of the submission to the FDA, the request should indicate that approval from the IRB Chair will be obtained prior to use of the device.  Proof of IRB Chair approval must be submitted with the follow-up report to the FDA after the patient is treated (or the diagnostic is used).
6.4.1 Investigator Responsibilities

When the compassionate use is conducted under an IDE, a licensed provider who receives an investigational device is an “investigator” under FDA regulations and is responsible and accountable for all applicable investigator responsibilities under 21 CFR 812 (IDE regulations), 21 CFR 50 (Informed Consent), and 21 CFR 56 (IRB). See WSU IRB Policy: 06-01: Principal Investigator Roles and Responsibilities.
When the provider obtains an IDE for compassionate use, the provider is considered a “sponsor-investigator” and holds the responsibilities of both sponsors and investigators under 21 CFR 812, as applicable, including medical device reports and progress reports .
6.5: Treatment Use of Investigational/Unapproved Medical Devices
During the course of a clinical trial under an IDE, if the data suggest that the device under study is effective, the trial may be expanded to include additional patients with life-threatening or serious diseases under the Treatment Use provision for expanded access.  “Treatment Use” also applies to the use of a device for diagnostic purposes under these same conditions. [21 CFR 812.36]

The following criteria must be satisfied for Treatment Use to apply:
1. The device is intended to treat or diagnose a serious or immediately life-threatening disease or condition;

2. There is no comparable or satisfactory alternative device available to treat or diagnose the disease or condition in the intended patient population;

3. The device is under investigation in a controlled clinical trial for the same use under an approved IDE, or all clinical trials have been completed; and 

4. The sponsor of the controlled clinical trial is pursuing marketing approval/clearance of the investigational device with due diligence.
6.5.1 Investigator Responsibilities: 

The IDE sponsor is responsible for applying for a Treatment Use IDE.

A licensed provider who receives an investigational device for treatment use under a Treatment Use IDE is an “investigator” under FDA regulations and is responsible and accountable for all applicable investigator responsibilities under 21 CFR 812 (IDE regulations), 21 CFR 50 (Informed Consent), and 21 CFR 56 (IRB). See WSU IRB Policy 06-01: Principal Investigator Roles and Responsibilities.
7.0 IDE Exemptions:
For clinical investigations of medical devices, an IDE is not necessary if:
1. The research involves 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;

2. The research involves 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 (a “510k” device);

3. The research involves a diagnostic device, if the sponsor complies with applicable requirements in 21 CFR 809.10(c) and if the testing:

a. Is noninvasive,

b. Does not require an invasive sampling procedure that presents significant risk,

c. Does not by design or intention 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;

4. The research involves 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;

5. The research involves a device intended solely for veterinary use;

6. The research involves a device shipped solely for research on or with laboratory animals and labeled in accordance with 21 CFR 812.5(c);

7. The research involves 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.
7.1 Significant and Non-Significant Risk Device Studies

A device study is a Non-Significant Risk (NSR) Device study if it is not IDE exempt and does not meet the definition of a Significant Risk (SR) Device study.  

Under 21 CFR 812.3(m), an SR device means an investigational device that: 
1. Is intended as an implant and presents a potential for serious risk to the health, safety, or welfare of a subject; 

2. Is purported or represented to be for use supporting or sustaining human life and presents a potential for serious risk to the health, safety, or welfare of a subject; 

3. Is 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 

4. Otherwise presents a potential for serious risk to the health, safety, or welfare of a subject. 

If the FDA has already determined a study to be SR or NSR, documentation evidencing such should be provided to the IRB as described in section 2.1.1 of this policy.  The FDA’s determination is final, and the IRB does not have to make the device risk determination.
Unless the FDA has already made a device risk determination for the study, the IRB will review studies that the sponsor or investigator have put forth as NSR at a convened meeting to determine if the device represents SR or NSR. 
The sponsor or sponsor-investigator is responsible for providing the IRB with an explanation describing the basis for their initial determination of NSR and any other information that may help the IRB in evaluating the risk of the study (e.g., reports of prior investigations of the device).  
The IRB will review the information provided by the sponsor and investigator including, but not limited to: the sponsor or investigator’s NSR assessment, the description of the device, reports of prior investigations of the device (if applicable), the proposed investigational plan, and subject selection criteria.  
The NSR/SR determination made by the IRB will be based on the proposed use of the device in the investigation, not on the device alone.  The IRB will consider the nature of any harms that may result from use of the device, including potential harms from additional procedures subjects would need to undergo as part of the investigation (e.g., procedures for inserting, implanting, or deploying the device).  The IRB may consult with the FDA or require the sponsor or investigator to obtain a determination from the FDA.  The IRB will document the SR or NSR determination and the basis for it in the meeting minutes and provide the investigator, and sponsor when applicable, with the determination in writing.
Non-significant risk device studies do not require submission of an IDE application to the FDA but must be conducted in accordance with the abbreviated requirements of IDE regulations (21 CFR 812.2(b)).  Under the abbreviated requirements, the following categories of investigations are considered to have approved applications for IDE's, unless FDA has notified a sponsor under 812.20(a) that approval of an application is required:

1. An investigation of a device other than a significant risk device, if the device is not a banned device and the sponsor (or sponsor-investigator):

a. Labels the device in accordance with 812.5;

b. Obtains IRB approval of the investigation after presenting the reviewing IRB with an explanation of why the device is not a significant risk device, and maintains such approval;

c. 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 the requirement is waived by the IRB;

d. Complies with the requirements of 812.46 with respect to monitoring investigations;

e. Maintains the records required under 812.140(b) (4) and (5) and makes the reports required under 812.150(b) (1) through (3) and (5) through (10);

f. Ensures that participating investigators maintain the records required by 812.140(a)(3)(i) and make the reports required under 812.150(a) (1), (2), (5), and (7); and

g. Complies with the prohibitions in 812.7 against promotion and other practices.
When the FDA or IRB determines that a study is SR, the IRB may approve the study, but the study cannot begin until an IDE is obtained.
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