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National Naval Medical Center
Standard Operating Procedure (SOP)

Human Use Devices (HUDs)
Purpose: To clarify requirements when using a HUD at NNMC.

Scope:  This SOP applies to all who deliver health care and/or conduct human subjects research at NNMC.  This SOP applies to instances when a HUD is used.  
Ref:
(a)  21 CFR 814.124  (IRB requirements for HUDs)

(b)  Guidance to Industry & FDA Staff – Humanitarian Device Exemption (HDE) 


       Regulation:  Questions and Answers, issued July 18, 2006


(c)  Draft Guidance for HDE Holders, Institutional Review Boards (IRBs), 


       Clinical Investigators, and FDA Staff – HDE Regulation: Questions and 


       Answers, issued August 5, 2008

(d)  NAVMEDCOMINST 6320.16

(e)  NATNAVMEDCENINST 6150.1C

(f)  Annotated Code of Maryland, Health – General, 5-601 et. seq.
Background:  As defined in 21 C.F.R. § 814.3(n), a Humanitarian Use Device (HUD) is a “medical device intended to benefit patients in the treatment or diagnosis of a disease or condition that affects or is manifested in fewer than 4,000 individuals in the United States per year.”   Because they are intended to benefit a very small population, they do not need to meet other Food and Drug Administration (FDA) requirements that regular medical devices must meet.  Once the FDA approves the Humanitarian Device Exemption (HDE), the HUD can be marketed.    However, the HUD’s labeling must clearly state that the device is a humanitarian use device  authorized by federal law, but the effectiveness of the device for the specific indication has not been demonstrated.  As a result, federal regulations have placed additional safeguards around the use of HUDs within the practice of medicine.  Specifically, a HUD may only be used in facilities with an established local IRB, per reference (a).  In addition to an initial review, the regulations also require the IRB to conduct continuing reviews on HUD usage.  It is critical to understand that while the IRB approves and monitors the use of HUDs, the use of a HUD pursuant to an HDE constitutes treatment intended to benefit patients; it does not constitute research. .  
Privileged providers and researchers at NNMC must understand and appreciate the importance of adhering to FDA requirements regarding the use of HUDs.  Failure to follow federal regulations and applicable DOD, service, and institution-level instructions may jeopardize NNMC’s Federal Wide Assurance and limit our access to HUDs in the future should HDE holders have concerns about provider compliance with regulatory and/or institutional requirements.  Additionally, when using a HUD for treatment purposes, failure to follow applicable laws could subject NNMC to liability for medical malpractice.  

Requirements:  It is critically important for privileged providers and researchers to be proactive and maintain regular contact with not only the HDE holder but also the Responsible Conduct of Research Service (RCRS) staff throughout the process of applying for and using a HUD.  They may be contacted at 301-295-2275, Building 1, 4th Deck, Room 4394. 
In an effort to ensure a thorough understanding of the requirements of references (a) through (f), and to avoid noncompliance with FDA regulations, applicable law and/or NNMC IRB requirements, the following specific guidance is provided:

Non-Emergency Use of HUDs for Treatment Purposes:  In general, a HUD may be used and administered to a patient at NNMC for treatment purposes only if such use has been approved beforehand by the NNMC IRB.   While the HDE holder is responsible for ensuring that the HUD is administered only in facilities with properly constituted and functioning IRBs, you, as the health care provider at the individual facility where the device will be used, are personally responsible for obtaining IRB approval before initial use of the HUD.  In the approval letter, the IRB needs to clearly articulate the parameters in which you may use the HUD, which will normally be based on the FDA-approved labeling and indication for use.  

FDA regulations provide a tremendous amount of discretion to IRBs in how they approve the use of HUDs within their facility.  The IRB does not have to approve each individual use of a HUD.  The IRB has the discretion to determine the conditions of HUD use.  The IRB may approve the use of the device in general, in a specific number of patients, only under specific circumstances, etc.  An IRB may limit the use of the HUD based on any criteria that it deems appropriate.
You will need to provide the following information to RCRS for review by the IRB:

1) HUD Application:  Provide a copy of the approved HUD application from the HDE holder and include a copy of the device brochure.  

2) Intended Use:  Describe your intended use of the HUD and clearly describe whether you intend to use the device in accordance with its FDA approved labeling for a given indication or whether you are seeking permission to use the device “off-label” (i.e. for other than the FDA-approved labeling and indication) as part of your practice of medicine.   If you are seeking to use the device off-label, please provide additional justification assessing the potential risks and benefits of the use (e.g. medical literature regarding potential efficacy, other case reviews, outcome data…) for this proposed use.  
NOTE:  Prior IRB approval for HUD use for the approved indication does not satisfy the notification/approval requirement for off-label use.  Specific IRB approval must be obtained for the intended use (whether “on” or “off-label”) of the HUD at issue.  
3) Informed Consent:  Provide a copy of the proposed written informed consent for use of the HUD for treatment purposes.  Please note that providers must comply with applicable requirements for informed consent pursuant to state law and institutional policy, as they do for all medical treatment, vice those applicable to research under the FDA regulations.  The standard template for a research consent document is not applicable.  Make certain that you phrase the entire informed consent document from the standpoint of providing patient care - you are talking about a patient, not subject; you are the treating provider, notPI; the device is being used for treatment, not research purposes; etc.. You will also need to tailor the informed consent as necessary, given the intended use of the HUD.

Emergency Use of HUDs for Treatment Purposes:  If a situation exists for which you believe prior approval from the IRB cannot be obtained in time to prevent serious harm or even death to a patient, you may administer a HUD for treatment purposes when the following requirements are met:  

          (1)  There must be an emergency situation which because of the immediate need for use of the device to prevent serious harm or death to a patient there is no time to use existing procedures to get IRB approval for the use. 
          (2)  Regarding informed consent, NNMC providers must comply with NNMC instructions and Maryland state law regarding informed consent just as they would for all other medical treatments.  Per references (e) through (f), particularly at 5-607, prior consent is not required prior to treatment if:

                 (a)  Immediate treatment is required to preserve life or prevent deterioration or aggravation of the patient’s condition because there is a substantial risk of death or immediate and serious harm to the patient; 

                 (b)  The patient is unconscious or incapable of making an informed decision and a person authorized to give consent for treatment is not available immediately; and

                 (c)  The attending physician also believes that with a reasonable degree of medical certainty the life or health of the patient would be adversely affected by delaying treatment to obtain consent.

 ** However, you must adequately document the existence and scope of the emergency and the above criteria so as to explain why such an emergency precluded obtaining informed consent.  

          (3)  Within 5 days after the use of the device, you must provide written notification to the IRB Chair of such use.  The written notification must include: 

     (a)  A written summary of the device, which the sponsor can provide;

     (b)  The device’s brochure;

     (c)  A description of the emergency situation;

     (d)  Identification of the involved patient;

     (e)  The date when you used the device; and

     (f)  The reason/indication for the use.

          (4)  You must also notify the HDE sponsor.  If you have notified the HDE sponsor before the IRB, you must state that when providing the required IRB notification outlined above. 
Research Involving HUDs:  If you, or an HDE sponsor, are seeking to conduct research involving a new indication for use of an approved HUD, you (or the sponsor) must first obtain an IDE for the different indication (just as you would obtain an IND application to conduct research into a new use for an approved drug) and follow all the applicable IRB requirements for IDEs.     
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