HumANITARIAN Use DEeviceE (HUD) GUIDANCE DOCUMENT

A HUD is a device that is intended to benefit patients in the treatment and diagnosis of diseases or conditions
that affect or are manifested in less than 8,000 individuals in the United States per year. The U.S. Office of
Orphan Products Development (OOPD) determines if a device meets specific requirements, including
scientific rationale and population prevalence, for designation as an HUD.

The IRB recognizes humanitarian device exemption (HDE) approval by the FDA is based on safety and
probable benefit of a designated Humanitarian Use Device (HUD). All uses of a HUD require IRB approval.

This guidance document applies to the following HUD uses that are not considered to be Clinical
Investigations (research):

a) When a HUD is used according to its approved labeling and indication(s) and does not involve
collection of safety and effectiveness data.

b) When a HUD is used for an indication not approved under the existing HDE and the IRB has
determined there is no intention or plan to collect safety or effectiveness data to support a PMA for
that new indication.

c) Uses that do not meet the regulatory definition of a clinical investigation are not subject to 21 CFR
Parts 50 & 56.

Exceptions: The following uses meet the regulatory definition of a clinical investigation and are subject to 21
CFR Parts 50 & 56. As such, this document does not apply in the following situations. Instead, the following
uses will be reviewed under initial reviews of research (see page 65 of HRPP Manual):

a) When a HUD is used according to its approved labeling and indication(s) and involves the collection
of safety and effectiveness data. As such, the device is legally marketed and an IDE is not required.

b) When a HUD is used for an indication not approved under the existing HDE and the plan is to collect
safety or effectiveness data to support a PMA. As such, requires prior submission to the FDA for an
IDE.

PROCEDURES

A. Initial Submission to IRB

a) All requests for use of an HUD under an HDE must be initially reviewed and approved by
the convened IRB unless used in an emergency as follows:

i. A physician 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

ii. The physician must report the emergency use within five days; provide written
notification of the use to the IRB chairperson including identification of the
patient involved, the date of the use, and the reason for the use. See section
520(m)(4) of the Act; 21 CFR 814.124.

b) The Health Care Provider must submit the request for use of an HUD in Cayuse.
The submission must include:

(1) A copy of the HDE approval order;
(2) A description of the device;

(3) The product labeling;



(4) The patient information packet that may accompany the HUD;
(5) A sample consent form for the use of the HUD if required by the IRB or sponsor; and
(6) A summary of how the physician proposes to use the device, including:

i Adescription of any screening procedures,

i The HUD procedure, and

i Any patient follow-up visits, tests or procedures.

Upon receipt of the application, the HRPP staff designated to pre-review HUD requests,
screen the application including any informed consent process and documentation for
completeness and accuracy and forwarded for review by the designated IRB reviewer, or
convened board.

IRB Initial Review — the Board members:

a)

c)

IRB Rev

a)

Vi.

vii.

viii.

b)

Receive access to a copy of the submitted materials in Cayuse. A list of approved HDEs
may be found at "CDRH Humanitarian Device Exemption Summaries of Safety and
Possible Benefit".

Ensure that health care providers are qualified through training and expertise to use the
device. For many HDEs, the HDE holder is required to provide training on the use of the
device prior to the health care provider using the device. Such requirements would be
specified in the HDE approval order, available at "CDRH Humanitarian Device Exemption
Summaries of Safety and Possible Benefit" (select the HDE number).

Where the plan is to use the device beyond the scope of the FDA HDE-approved

indications, ensure the rationale for the off-label use is reasonable with regards to
safety and probable benefit.

iew Outcomes:

The designated IRB reviewer, or convened board, considers the following as applicable:
Additional information needed to determine HUD or HDE status;
Required revisions needed to qualify for approval;

How the HUD may be used (within approved labeling, outside approved labeling
where there is no intention or plan to collect safety or effectiveness data to
support a PMA for that new indication);

Where the use of the HUD may take place;
Who may use the HUD (Individuals, departments, hospitals, etc.);
Whether or not IRB approval is needed prior to use on each patient;

Determination that the activity does not qualify for approval with rationale for
the determination and recommendations for submission of full review human
subjects research (HuSR) application where applicable;

Approved for implementation (general comments or suggestions may be
included but not required for approval).

The HRPP records all determinations concerning the use of an HUD under an HDE.



c) The Health Care Provider requesting the use of the HUD under an HDE is notified as
described in the Notifications to Investigators section of the HRPP Manual.

D. Informed Consent:

a) Use of a consent form is not required by the federal regulations, however, it is
permitted. When the HUD is used according to the approved labeling, the IRB
may or may not require that consent be obtained.

E. Modifications:

a) All requests for alterations to the IRB approved use of an HUD under an HDE must be
reviewed and approved by the IRB and may be reviewed by expedited procedure
(except where necessary to eliminate apparent immediate hazards to the patient).

b) The Pl must submit the proposed changes to the HRPP by submitting a modification
request in Cayuse.

c) The designated IRB reviewer (either expedited or convened IRB) will determine whether
the change alters the determination that the device may be used under the HDE in place.

d) If the changes do not affect the HDE determination and are acceptable, the IRB reviewer
documents the determination in the Cayuse record and notifies the study team that the
requested the use of the HUD is approved according to Notifications to Investigators
section of the HRPP Manual.

e) If the changes do affect the determination such that the study will no longer be eligible
for use of an HUD under an HDE, the reviewer contacts the study team that requested
the use of the HUD and develops a plan to either withdraw the change or submit the
study as human research under the appropriate review process (expedited or full
review).

F. Continuing Review:

a) Continuing review of the use of an HUD under an HDE must be reviewed and approved
at least annually by the IRB.

b) Health care providers must submit a Progress Report in Cayuse along with any
applicable attachments for continuing review.

c) Continuing Review may be completed by expedited procedure. [FDA recommends the
use of an expedited procedure because a HUD is a legally marketed device and no safety
and effectiveness information is being collected systematically, as is required for a
research protocol.]

d) At Continuing Review, the Chair, or the Chair’s designated member(s), will consider the
risk and benefit information available and any Medical Device Reporting (MDR) reports.

H. The Health Care Provider requesting the use of the HUD under an HDE is notified of any IRB
determinations for initial review, continuing review or modifications of use as described in the
HRPP Manual.
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