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Humanitarian Use Devices 

Introduction:

A device manufacturer’s research and development costs could exceed its market returns for diseases or conditions affecting smaller patient populations.  The U.S. Food and Drug Administration therefore, developed and published the Humanitarian Device Exemption (HDE) regulation (21 CFR 814.124) to provide an incentive for the development of Humanitarian Use Devices (HUDs) for use in the treatment or diagnosis of diseases affecting these populations.  The regulation provides for the submission by a manufacturer of a HDE application.  An HDE application is not required to contain the result of clinical investigations demonstrating that the device is effective for its intended purpose.  The application, however, must contain sufficient information for FDA to determine that the device does not pose an unreasonable risk of illness or injury, and that the probable benefit to health outweighs the risk of illness or injury from its use.  Additionally, the manufacturer must demonstrate that no comparable devices are available to treat or diagnose the disease or condition, and that they could not otherwise bring the device to market.  FDA approval of a manufacturer’s HDE application authorizes marketing of an HUD.  However, an HUD may only be used in facilities that have established an IRB to approve the use of the device to treat or diagnose the specific disease.

Definitions:

Humanitarian Use Device (HUD) is a device that is intended to benefit patients by treating or diagnosing a disease or condition that affects or is manifested in fewer than 4,000 individuals in the United States per year.

Humanitarian Device Exemption (HDE) is an application submitted to the FDA that is similar to a premarket approval (PMA) application, but exempt from the effectiveness requirements of a PMA.  An approved HDE authorizes marketing of a Humanitarian Use Device (HUD).  

Policy:

The UHC IRB reviews and approves protocols for Humanitarian Use Devices following the guidelines in the Code of Federal Regulations 21 CFR 814.124 (Subpart H), Humanitarian Use Devices, IRB requirements:

    (a) IRB approval. The HDE holder is responsible for ensuring that a HUD approved under this subpart is administered only in facilities having an IRB that can approve the original protocol and perform continuing reviews of use of the device.  If, however, a physician in an emergency situation determines that approval from an IRB cannot be obtained in time to prevent serious harm or death to a patient, a HUD may be administered without prior approval by the IRB.  In such an emergency situation, the physician shall, within 5 days after the use of the device, provide written notification to the chairman of the IRB of such use.  Such written notification shall include the identification of the patient involved, the date on which the device was used, and the reason for the use.

    (b) Withdrawal of IRB approval.  A holder of an approved HDE shall notify FDA of any withdrawal of approval for the use of a HUD by a reviewing IRB within 5 working days after being notified of the withdrawal of approval.

The IRB requires the review and approval for the use of a HUD before the device is administered to patients of UHCMC unless an emergency situation exists as defined above.  The IRB full board will review and approve the use of the device for groups of patients meeting certain criteria, or use of the device under a treatment protocol.  The IRB will review will review the HUD protocol for the patient’s need for the device and the likelihood that the device is appropriate for the patient’s condition or disease state as well as to determine if the risks to subjects are reasonable in relation to anticipated benefits.

For initial review of a HUD protocol, the IRB will perform a full board review.  For continuing review, however, the IRB may vote during the initial review to use the expedited review procedures, unless the IRB determines that full board review should be performed.

For initial IRB approval of a HUD protocol, an investigator must provide the following documentation:

· The HUD manufacturer’s product labeling, clinical brochure, and/or other pertinent manufacturer informational materials.

· The FDA HDE approval letter.

· UHCMC Departmental Review Committee approval to confirm that it has approved the HUD for clinical use.

· HUD protocol including a statement from the investigator specifying the clinical indication, where and by who the HUD will be used within UHCMC environment.

· A clinical consent form to address the proposed clinical use of the HUD.  Since the HUD is approved for clinical use by the FDA, words such as “research” or “study” should be avoided in this clinical consent form.

The HUD clinical consent form should be generally modeled after the IRB Consent Language Tutorial, and should also include the following:

· A description of an HDE/HUD approval process.  (i.e., “Your medical care will involve the use of (specify device), which has been approved by the U.S. Food and Drug Administration (FDA) as a HUD.  A HUD is used to diagnose or treat a disease or condition that affects fewer than 4000 individuals in the US per year and for which no comparable device is available.  The FDA approves the clinical use of a HUD based primarily on evidence that it does not pose a significant risk of injury to the patient and that the potential benefit of the device to the health of the patient outweighs the risks of its use.  The FDA approval of a HUD is based on limited data documenting its effectiveness in humans.  Its use does not involve research.”

· A description of the HUD and how this device will be used in the clinical setting.  Based on this description, it should be clear to the patient why they are a candidate for the use of this device.

· A discussion of the possible risks, side effects, and/or adverse events associated with the HUD and its proposed clinical use.

· A discussion of the possible benefits associated with the clinical use of the HUD.

· A discussion of any alternative treatments or procedures (if any) that the patient may wish to consider in lieu of clinical application of the HUD.

· An explanation of costs associated with the device.

· UHCMC Standard Research Consent Language.

IRB approval is required for any modifications of the device and/or proposed clinical use of the device.  An HDE holder may collect safety and effectiveness data to support a PMA under the approved HDE (i.e., no IDE is needed).  If the HUD is the subject of a clinical investigation, (one in which safety and effectiveness data is being collected to support a PMA), UHCMC IRB approval and informed consent are required.

HUDs may be used off-label in an emergency situation, but certain patient protection measures should be followed before the use occurs.  Because UHCMC IRB review and approval is required before a HUD is used within its approved labeling, a HUD should not be used outside of its approved labeling without similar restrictions.  In an emergency situation, a HUD may be used off-label to save the life or protect the physical well-being of a patient, but the physician and HDE holder should follow the emergency use procedures governing such use of unapproved devices (IRB Policy, Emergency Use of Investigational Drug, Biologics, or Device).  According to this policy, before the device is used, if possible, the physician should obtain UHCMC IRB Chair’s concurrence, informed consent from the patient or his/her legal representative, and an independent assessment by an uninvolved physician.  In addition, authorization from the HDE holder would be needed before the emergency use of the HUD.  After the emergency use occurs, the physician should submit a follow-up report on the patient’s condition and information regarding the patient protection measures to the HDE holder and UHCMC IRB.

A HUD may be used for compassionate use.  As discussed for emergency use, the physician should ensure that the patient protection measures are addressed before the device is used.  In addition to addressing the patient protection measures, prior FDA approval of the HUD for compassionate use is required just as it is for compassionate use of any unapproved device.  According to the FDA’s IDE policy on compassionate use, a physician who wishes to use a device for compassionate use should provide the IDE sponsor with a description of the patient’s condition and the circumstances necessitating treatment with the device, a discussion of why alternative therapies are unsatisfactory, and information to address the patient protection.  For compassionate use of a HUD, the physician should provide this information to the HDE holder, who would then submit it as an HDE amendment for FDA approval before the use occurs.  FDA will review the information in an expeditious manner and issue its decision to the HDE holder.  

If the request is approved, the physician should devise an appropriate schedule for monitoring the patient, taking into consideration the limited information available regarding the potential risks and benefits of the device and the specific needs of the patient.  Further discussion of the post-approval procedures for compassionate use, including the submission of a follow-up report can be found at FDA, Guidance on IDE Policy and Procedures.
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