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Preface

Public Comment

Comments and suggestions may be submitted at any time for Agency consderation to Dockets
Management Branch, Divison of Management Systems and Policy, Office of Human Resources
and Management Services, Food and Drug Adminigtration, 5630 Fishers Lane, Room 1061,
(HFA-305), Rockville, MD, 20852. When submitting comments, please refer to the exact title of
this guidance document. Comments may not be acted upon by the Agency until the document is
next revised or updated.

For questions regarding the use or interpretation of this guidance contact the HDE Staff at (301)
594-1190.

Additional Copies

Additiona copies are available from the Internet at:
http://mwww.fda.gov/cdrivode/guidance/1381.pdf, or CDRH Facts-On-Demand. In order
to receive this document via your fax machine, cal the CDRH Facts-On-Demand system at
800-899-0381 or 301-827-0111 from atouch-tone telephone. Press 1 to enter the
system. At the second voice prompt, press 1 to order adocument. Enter the document
number 1381 followed by the pound sign (#). Follow the remaining voice prompts to
complete your request.



Humanitarian Device Exemption
(HDE) Regulation Questions and
Answers; Final Guidancefor Industry

This document isintended to provide guidance. It representsthe Agency’s current
thinking on thistopic. It does not create or confer any rightsfor or on any person and
does not operate to bind the Food and Drug Administration (FDA) or the public. An
alternative approach may be used if such approach satisfies the requirements of the
applicable statute and regulations.

The Least Burdensome Approach

We believe we should consider the least burdensome gpproach in al areas of medical device
regulation. This guidance reflects our careful review of the relevant scientific and legal requirements
and what we believe isthe least burdensome way for you to comply with those requirements.
However, if you believe that an adternative approach would be less burdensome, please contact us
S0 We can congider your point of view. 'Y ou may send your written comments to the contact person
listed in the preface to this guidance or to the CDRH Ombudsman. Comprehensive information on
CDRH's Ombudsman, including ways to contact him, can be found on the Internet at
http:/Aww.fda.gov/cdrivresol vingdi sputes’'ombudsman.html.

Questions and Answers

1. What isaHumanitarian Device Exemption (HDE)?

A Humanitarian Device Exemption (HDE) is an gpplication that is Smilar to a premarket
approva (PMA) application, but exempt from the effectiveness requirements of aPMA. An
approved HDE authorizes marketing of a Humanitarian Use Device (HUD).

2. What isaHumanitarian Use Device (HUD)?

As defined in the Federal Food, Drug, and Cosmetic Act (the act), aHUD isadevicethat is
“intended to benefit patients in the treetment and diagnosis of diseases or conditions that affect
fewer than 4,000 individudsin the United States” In the find regulation, however, FDA
added the qudifying phrase “per year” to the defining criteria. Asthe agency explained in the
preamble to the fina rule, FDA believes that “a point prevaence definition would be
consderably more redtrictive and provide less of an incentive for the development of such
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devices” FDA aso added the phrase “or is manifested” to the definition of aHUD “to
establish that [a] HUD designation may be appropriate in cases where more than 4,000
people have the disease but fewer than 4,000 manifest the condition.” (61 FR 33233, June
26, 1996) Therefore, the fina definition of a HUD isadevice that isintended to benefit
patients in the treetment and diagnosis of diseases or conditions that affect or is manifested in
fewer than 4,000 individuas in the United States per year.

When does FDA make the deter mination that the disease or condition affectsor is
manifested in fewer than 4,000 individualsin the United States per year?

FDA makesthis determination at the time of the request for HUD designation.
Wher e does an applicant submit arequest for aHUD designation?

Before submitting an HDE gpplication, the gpplicant should submit arequest for aHUD
designation to FDA'’ s Office of Orphan Products Development (OOPD). The request should
include: 1) astatement that the gpplicant is requesting aHUD designation for arare disease or
condition, 2) the name and address of the applicant, 3) a description of the rare disease or
condition for which the device isto be used, 4) adescription of the device, and 5)
documentation, with appended authoritative references, to demondtrate thet the deviceis
designed to treat or diagnose a disease or condition that affects or is manifested in fewer than
4,000 peopleinthe U.S. per year (see 21 CFR 814.102(a)). For questions on submitting a
HUD designation request or for more information on how the HUD designation determination
is made, OOPD may be contacted at (301) 827-3666.

Would an HDE be approved if the applicant establishesthat the affected patient
population isfewer than 4,000 per year, but each patient may require morethan one
contact with the device?

FDA recognizes that, in some cases, the number of patient contacts with a device may exceed
one per paient. Such devices may Hill qudify for HUD designation aslong asthe totd
number of patients trested or diagnosed with the device is less than 4,000 per year in the
United States.

What ismeant by the requirement that no compar able deviceisavailableto treat or
diagnose the disease or condition?

One of the criteria that must be satisfied in order for a device to receive marketing gpprova
under this regulation, is that no comparable device, other than another HUD gpproved under
the HDE regulation or a device being studied under an gpproved IDE, is available to treat or
diagnose the disease or condition. Thus, FDA may Hill gpoprove an HDE even if a
comparable device is available under an HDE or an IDE. Once a device with the same
intended use as the HUD is approved through the premarket approva (PMA) process or
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cleared through the premarket notification (510(k)) process, an HDE cannot be granted for
the HUD device.

What is considered a “ compar able device’ ?

A *comparable device’” need not be identical to the device that is the subject of the HDE
gpplication. In determining whether a comparable device exists, FDA will consider the
device's intended use, technological characteristics, and the patient population to be treated or
diagnosed with the device. In addition, FDA will consder if the device meets the needs of the
identified patient population, and is therefore, considered a comparable device.

How should an HDE applicant verify that the amount char ged does not exceed the
costs of research and development, fabrication, and distribution?

If the amount charged is $250.00 or more, FDA requires an HDE applicant to obtain a report
by an independent certified public accountant, or in lieu of such areport, an attestation by a
responsible individua of the organization, verifying that the amount does not exceed the cost
of research, development, fabrication, and distribution. If the amount charged is less than
$250.00, FDA will waive this requirement.

How long does FDA haveto review an original HDE application?

The agency has 75 days from the date of receipt to review an HDE gpplication. Thisincludes
a 30 day filing period in which the agency determines whether the HDE gpplication is
aufficiently complete to permit substantive review. If FDA natifies the HDE gpplicant that the
application isincomplete and cannot be filed, the 75 day timeframe resets upon receipt of the
additiond information.

Doesthe Quality Systems Regulation (previousy known asthe Current Good
Manufacturing Practices Regulation) apply to HDES?

Yes, but FDA will primarily focus on those manufacturing practices the agency deems most
relevant to the safety of the device.

Can an HDE applicant request an exemption from the Quality Systems Regulation?

Yes. An HDE gpplicant or holder who believes that he/she cannot comply with or should not
be held to GMP standards may request an exemption from the Quaity Systems Regulation.
In evaluating such arequest, FDA will give overriding consideration to the risks posed by the
device, the potentia risks that a manufacturing defect might pose, and the public health need
for the device.

What arethereview timeframesfor HDE amendments and supplements?
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The review timeframe for HDE amendments and supplementsis 75 days, the same as for
HDE originds, except for a change submitted in a 30-day supplement (21 CFR 814.39(e)) or
a 30-day notice (21 CFR 814.39(f)).

Are amendments and supplements for HDESs subject to the same regulations as
those for PMAS?

HDE amendments and supplements are subject to the same regulations as those for PMAS.

In accordance with the HDE regulation, however, an applicant seeking anew indication for
use of an gpproved HUD must obtain aHUD designation for the new indication for use and
submit anew origind HDE. An gpplication for a new indication may incorporate by reference
any information or data previoudy submitted to FDA in the HDE for the origind indication.

Are HDE holdersrequired to submit to FDA the names and addresses of the
reviewing Institutional Review Boards (IRBS)?

No. HDE holders are not required to submit the names and addresses of reviewing IRBsto
FDA. Asrequired by section 814.126(b)(2), however, records of the names and addresses
of the facilities to which the HUD has been shipped, correspondence with reviewing IRBS, as
well as any other information required by areviewing IRB or FDA must be maintained by the
HDE holder.

Who isresponsiblefor ensuring that a HUD isnot administered to or implanted in a
patient prior to obtaining |RB approval at a health carefacility?

The hedlthcare provider isresponsible for obtaining IRB approva before the HUD is
adminigtered to or implanted in apatient. The HDE holder is respongble for ensuring thet the
HUD isonly used in facilities having an IRB condtituted and acting in accordance with Part
56.

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

The gtatute and the implementing regulation (see 21 CFR 814.124(a)) require IRB review and
approva beforeaHUD isused. (Thereisan exception to thisrule for emergency Stuationsin
which the physician determines that gpprova cannot be obtained in time to prevent serious
harm or death to the patient.) Asistruefor investigationa device exemptions (IDES), the IRB
may be alocad IRB or it may be an independent or nationd IRB. In addition, aloca IRB may
defer in writing to another smilarly condtituted IRB that has agreed to assume responsibility
for review of the use of the HUD.

What types of reviews are IRBsresponsible for with respect to HUDS?
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IRBs are respongble for initid aswell as continuing review of the HUD. For initid review of a
HUD, IRBs are required to perform afull board review. For continuing review, however,
IRBs may use the expedited review procedures (section 56.110) unlessthe IRB determines
that full board review should be performed. The agency believesthat the expedited review
procedures are gppropriate for continuing review since the initia review would have been
performed by the full board and use of a HUD within its approved labeling does not condtitute
research.

Does an I RB haveto review and approve each individual use of the humanitarian
use device (HUD)?

No. TheIRB does not need to review and approve individual uses of aHUD. Aslong asthe
use of the HUD iswithin the FDA approved indication, the IRB may approve use of the
device however it seesfit. That is, the IRB may gpprove use of the HUD without any further
regtrictions, use of the device under a protocol, or use of the device on a case-by-case basis.
In reviewing use of the HUD, IRBs should be cognizant thet the use of the device should not
exceed the scope of the FDA approved indication.

Isinformed consent required when treating/diagnosing a patient with a HUD?

The Federd Food, Drug, and Cosmetic Act (the act) and the HDE regulation do not require
informed consent because an HDE provides for marketing approval, and so use of the HUD
does not condtitute research or an investigation which would normaly require informed
consent. Although neither the act nor the regulation requires informed consent, there is
nothing in the law or regulation that preempts a sate or inditution from requiring prospective
informed consent. Most HDE holders, however, have developed patient labeling that
incorporates information to assist a patient in making an informed decision about the use of the
device. That is, the patient labeling contains a discussion of the potentia risks and benefits of
the device as well as any procedures associated with the use of the HUD. It also states that
the device is a humanitarian use device for which effectiveness for the labeled indication has
not been demonstrated.

What happensto an approved HDE if, subsequently, FDA makesthe deter mination
that the disease or condition affects or ismanifested in more than 4,000 individualsin
the United States (U.S.) per year?

If FDA makes the determination that more than 4,000 individuasin the U.S. are affected or
manifest a certain disease or condition per year, the agency would need to decide if the HDE
should be withdrawn. In making this decision, FDA would consider factors such as the
number of patients with the disease/condition, the feasibility of conducting apivotd clinicd trid
to demondtrate safety and effectiveness, and the public hedlth need for the device.
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If a device gets approved through the PMA process or cleared through the 510(k)
process, what happensto the HUD that was approved through an HDE?

If adeviceis approved through the PMA process or cleared through the 510(k) process and
the labeled indication for the PMA/510(K) is the same as that for the HUD or includes the
indication as that for the HUD, FDA may need to rescind the HDE. That is, once a
comparable device, the safety and effectiveness of which has been demondtrated, is available
to treat or diagnosis the disease or condition, there would no longer be a need for the HUD
and the agency may rescind the HDE.

What if the HDE holder decidesto collect safety and effectiveness data to support a
PMA? Isan IDE needed? IsIRB approval and informed consent required?

An HDE holder may collect safety and effectiveness data to support aPMA under the
approved HDE (i.e., no IDE is needed). If the HUD isthe subject of aclinical investigation,
(onein which safety and effectiveness datais being collected to support aPMA), IRB
gpprova and informed consent are required. (21 CFR Parts 56 and 50).

In an emergency Stuation, can a HUD be used off-label (i.e., outside of itsapproved
indicationsfor use)?

Yes. HUDs may be used off-labe in an emergency Stuation, but certain patient protection
measures should be followed before the use occurs. Because IRB review and gpprova is
required before a HUD is used within its approved labeling, aHUD should not be used
outside of its gpproved labeling without Smilar redtrictions. That is, in an emergency Stuation,
aHUD may be used off-1abd to save the life or protect the physica well-being of a patient,
but the physician and HDE holder should follow the emergency use procedures governing
such use of unapproved devices.* According to this policy, before the deviceis used, if
possible, the physician should obtain the IRB chairperson’s concurrence, informed consent
from the patient or higher legd 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
afollow-up report on the patient’ s condition and information regarding the patient protection
measures to the HDE holder, who would then submit this report as an amendment to the
HDE.

! See* Emergency Use of Unapproved Medica Devices within Chapter |11, Expanded Access to
Unapproved Devices of the “IDE Policies and Procedures Guidance’ at:
www.fda.gov/cdrh/ode/idepolcy.html  For emergency use of aHUD, the HDE holder would

assume the respongbilities of the IDE sponsor in this guidance.
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24. What if the Situation is not an emer gency, but the physician deter mines that
thereisno other alter native devicefor the patient’s condition? Can a HUD be used
under thistype of situation (i.e., compassionate use)?

Yes, aHUD may be used for compassionate use. As discussed above for emergency use,
the physician should ensure that the patient protection measures are addressed before the
deviceisused. In addition to addressing the patient protection measures, prior FDA approval
of the HUD for compassionate useisrequired just asit isfor compassonate use of any
unapproved device. According to the agency’s policy on compassionate use,? aphysician
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 trestment with the
device, adiscusson of why dternative therapies are unsatisfactory, and information to address
the patient protection measures. For compassonate use of aHUD, the physician should
provide thisinformation to the HDE holder, who would then submit it an HDE amendment for
FDA approva 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 congderation the limited information available regarding the potentid
risks and benefits of the device and the specific needs of the patient. Further discussion of the
post-gpprova procedures for compass onate use cases, including the submission of afollow-
up report to FDA, can be found in the above referenced guidance.

2 See‘Individual Patient Access to Investigationa Devices Intended for Serious Diseases within
Chapter 111 of the “IDE Policies and Procedures Guidance’ at www.fda.gov/cdrh/ode/idepol cy.html
For compassionate use of aHUD, the HDE holder would assume the responsibilities of the IDE
sponsor in this guidance.
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