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1.  Acronyms

FDA
Food and Drug Administration

HDE
Humanitarian Device Exemption

HUD 
Humanitarian Use Device

IDE
Investigational Device Exemption

IRB
Institutional Review Board

PMA
Premarket Approval

2.  What is a Humanitarian Use Device (HUD)?  

On June 26, 1996, the FDA issued a final rule (21 CFR Part 814) to carry out the provisions of the Safe Medical Devices Act of 1990 regarding humanitarian use devices (HUDs). An HUD is a device that is intended for the diagnosis or treatment of a disease or condition that affects fewer than 4,000 individuals in the United States per year. Since a device manufacturer’s research and development costs could exceed its market return for diseases or conditions affecting such small patient populations, the FDA promulgated this regulation to provide an incentive for the development of devices for such humanitarian use.  

To be considered for HUD status, a device sponsor must complete a humanitarian device exemption (HDE) application, which is similar in both form and content to a premarket approval (PMA) application. However, unlike a PMA application, an HDE application is not required to contain the results of scientifically valid clinical investigations demonstrating that the device is effective for its intended purpose. The HDE application must, however, contain sufficient information for the FDA to determine that the device does not pose an unreasonable or significant risk of illness or injury, and that the probable benefit to health outweighs the risk of injury or illness from its use; taking into account the probable risks and benefits of currently available devices or alternative forms of treatment. Additionally, the HDE applicant must demonstrate that no comparable devices are available to treat or diagnose the disease or condition, and that the device could not otherwise be brought to market unless it is granted HUD status.

An approved HDE authorizes marketing of the HUD for clinical use and permits local physicians to use the device to treat or diagnose a medical condition, however clinical use of the device is limited to the indication specified in the product labeling. The labeling for an HUD must state that the device is a humanitarian use device and that, although the device is authorized for clinical use by Federal law, the effectiveness of the device for the specific clinical indication for which it is approved has not been demonstrated. Also, an HUD may only be used in facilities that have established an institutional review board (IRB) to oversee the clinical introduction and use of the device within that institution. This IRB must approve the use of the HUD to treat or diagnose the medical condition specified in the HDE. 

Note: Use of an HUD for an indication that is NOT specified in the respective product labeling must comply with the provisions for the Emergency Use of Unapproved Drugs or Devices or, if a new indication is being investigated, an IDE must be filed with FDA.

3.  Who is responsible for ensuring that an HUD is not administered to or implanted in a patient prior to obtaining IRB approval at a health care facility?  

The healthcare provider is responsible for obtaining IRB approval before the HUD is administered to or implanted in a patient. The HDE holder (usually the sponsor) is responsible for ensuring that the HUD is only used in facilities having an IRB constituted and acting in accordance with 21 CFR 56. 

4. Why does an IRB need to review and approve the use of the HUD at their institution?  

The statute and the implementing regulation (see 21 CFR 814.124(a)) require IRB review and approval before an HUD is used. (There is an exception to this rule for emergency situations in which the physician determines that approval cannot be obtained in time to prevent serious harm or death to the patient.) For uses involving the Carle Foundation Hospital, the Carle IRB must be the reviewing IRB. 

5.  What types of reviews are IRBs responsible for with respect to HUDs?  

IRBs are responsible for initial as well as continuing review of the HUD. For initial review of an HUD, IRBs are required to undertake a full committee review. For continuing review, however, IRBs may use the expedited review procedures unless the IRB determines that full board review should be performed. The FDA believes that the expedited review procedures are appropriate for continuing review since the initial review would have been performed by the full board and use of an HUD within its approved labeling does not constitute research.  Note that if IRB approval is withdrawn, FDA must be notified within 5 working days.  (21 CFR 814.24)

6.  Does an IRB have to review and approve each individual use of the HUD?  

No. The IRB will track use of the HUD in the physician’s report at continuing review. In the Continuing Review Form, the physician should list the number of patients who have received the HUD in the past year.

7.  What do I submit to the Carle IRB? 

For the IRB to consider an HUD, the following must be submitted via IRBNet:

· IRB Registration Form (While questions are more tailored for research studies, please do your best to complete this form.  For questions that apply strictly to research [such as 4n – HIPAA in research] mark “no” or skip.  Questions may be directed to the HSPP office at 217-383-4366.)

· Carle IRB’s HUD Submission Form

· HUD manufacturer’s product labeling and other pertinent manufacturer information materials

· FDA HDE approval letter

· Patient information brochure

· Clinical brochure or protocol

· Standard hospital surgical consent (if applicable)

· Clinical Consent Form for the Use of a Humanitarian Device

The Carle IRB will assign the project a Carle IRB number. The number will be used to track the reporting of unanticipated problems posing risks to patients or others, including adverse events, and to remind the investigator to submit for continuing review.

Forms and templates are available in the Carle investigator directory on IRBNet.

8.  Is Consent required? 

The Carle IRB requires that patients be given a “Clinical Consent Form for the Use of a Humanitarian Device” and that the form be signed prior to the procedure to implant or use the device. This consent form is in addition to the manufacturer’s patient information brochure being offered to the patient, and any applicable surgical consent form.

In some rare instances, consent may not be possible, in which case, the investigator needs to alert the Carle IRB to this possibility when the Carle IRB submission is prepared.  A waiver of consent may be granted based on the information presented.  Another option that may be considered is a conditional waiver (e.g. a patient presents with particular characteristics and is deemed to be a good candidate for an HUD and for some reason would not be able to give consent.) 

9.  Do I have to submit for Continuing Review? 

Federal regulations require continuing review by the approving IRB of approved HUD applications.  This review can be undertaken by the Carle IRB in an expedited manner.  Submit a letter to the Carle IRB requesting continuing review and continued IRB approval of the HUD.  

A Continuing Review submission should include the following:

· Report including

· Carle IRB number

· Name and signature of the responsible physician

· Statement that continued IRB approval is sought

· Identity of the HUD and its clinical indications (where, by whom, and for what conditions the HUD will be used within the Carle environment)

· For each patient in whose treatment the HUD has been used during the previous year, provide a summary of:

· The clinical indication of the use of the HUD

· Any adverse events felt to be related or possibly related to the use of the HUD

· The clinical outcome of the use of the HUD

· Copy of the current FDA-approved product labeling for the HUD

· Copy of the current IRB-approved consent document

· Updated product safety information such as:

· Sponsor’s annual device report

· Any amendments or supplements to the HDE

· Unanticipated adverse effects or unanticipated problems that have not already been reported to the IRB

· Any increases in the incidence of anticipated adverse effects

· Reports of device failures necessitating labeling, manufacturing or device modification

· Any further results of animal/ laboratory or clinical testing

10.  Do I have to submit manufacturer reports, updates, and modifications to the Carle IRB?

Manufacturer reports, updates, and modifications regarding the HUD or device labeling (i.e., subsequent to FDA approval of additional clinical indications for use of the HUD) require IRB review.   

A submission should include the following:

· Letter including

· Carle IRB number

· Name and signature of the responsible physician

· Statement describing the report, update, and/or modification(s) to the device and/or the proposed clinical use of the device and the rationale for such modifications

· Revised statement, if appropriate, of clinical use (for what clinical condition, where, and by whom the HUD will be used within the Carle environment)

· A copy of the HUD manufacturer’s report, update, and/or amendments to the HUD product labeling, clinical brochure (or protocol), and/or other pertinent manufacturer informational materials corresponding to the requested modification(s)

· Revised consent forms with the modifications highlighted, if appropriate

11.  Do I report unanticipated problems involving risks to patients or others to the Carle IRB?

Investigators are required to submit unanticipated problems involving risks to patients or others as they would on a research study.   

FDA regulations require that if the physician or other health care provider receives or otherwise becomes aware of information that reasonably suggests that an HUD has or may have caused or contributed to the death or serious injury of patient, the physician or health care provider must report such information to the FDA as soon as possible, but no later than 10 working days after first learning of the effect or problem.  This reporting is in addition to, not a substitute for, FDA and/or manufacturer reporting requirements in accordance with 21 CFR 803.30.

The physician or health care provider is required to promptly report any FDA action(s) regarding the HUD to the Carle IRB.

12.  Do I submit Data Safety Monitoring Reports to the Carle IRB?

If there is a Data Safety Monitoring Committee and reports are issued, they should be forwarded to the Carle IRB as soon as they are received by the investigator. They can be forwarded with a Modification Request Form.  In some instances the FDA has required that a Data Safety Monitoring Committee be put into place. 

13.  Can an HUD be used off-label in emergency or compassionate situations? 
Emergency Off-Label Use of an HUD.  HUDs may be used outside of their approved indications (i.e., off-label) for use in an emergency situation to save the life or protect the physical well-being of a patient provided that the following patient safety measures are met.

Before the HUD emergency use occurs:  If possible, the responsible physician will obtain the following prior to the use of the HUD:

1. Prior FDA approval of the HUD for off-label use;

2. A written assessment, in the form of a memorandum, of the patient’s condition, the circumstances necessitating treatment with the device, a discussion of why alternative therapies are unsatisfactory and information to address the patient protection measures;

3. An independent assessment in writing by an uninvolved physician;

4. Authorization from the HDE holder;

5. Concurrence of the Carle IRB Chair; and

6. Informed consent from the patient/legal representative.

After the HUD emergency use occurs:  The responsible physician will submit a follow-up report on the patient’s condition and clinical outcome to the IRB and to the holder of the HDE.

Non-Emergency Off-Label Use of an HUD.  An HUD may be used off-label when an HUD is the only option available for a patient(s) faced with a serious, non-life threatening condition (i.e., compassionate use).

Before the HUD compassionate use occurs: The responsible physician will obtain the following:

1. Prior FDA approval of the HUD for off-label compassionate use;

2.  A written assessment, in the form of a memorandum, of the patient’s condition, the circumstances necessitating treatment with the device, a discussion of why alternative therapies are unsatisfactory and information to address patient protection measures;

3. An independent assessment in writing by an uninvolved physician;

4. Authorization from the HDE holder;

5. Concurrence of the Carle IRB Chair; and

6. Informed consent from the patient/legal representative.

After the compassionate use occurs:  The responsible physician will 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.

14. Can an HUD be used in a research investigation? 

An HUD can be used in a research investigation following the standard processes of submitting an IRB application.  This would include submitting: a research protocol; a research consent form; answers to all the questions on the IRB Registration Form and IRB Application Form; and approval by Carle’s Scientific Review Committee. 

15. Other Resources 

Humanitarian Device Information: http://www.fda.gov/cdrh/ode/hdeinfo.html
Humanitarian Device Exemptions (DE) Regulation: Questions and Answers; Final Guidance for Industry: http://www.fda.gov/cdrh/ode/guidance/1381.html
The Humanitarian Device Exemption - Safe Medical Devices Act of 1990: http://www.fda.gov/orphan/humdev.htm
The original CFR that describes the intent of the FDA in the use of HUDs: http://www.fda.gov/orphan/humuse.htm 
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