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EMERGENCY USE GUIDELINES

I. Definition of Emergency Use

A. Emergency Use is defined as “the use of a test article on a human subject in a life-threatening situation in which no standard acceptable treatment is available and in which there is not sufficient time to obtain IRB approval” [21 CFR 56.102(d)]

The Emergency use provision in the FDA regulations [21 CFR 56.104(c)] is an exemption from prior review and approval by the IRB.  It allows for one (1) emergency use of a test article in a single patient without prospective IRB review and approval of a test article, provided that the emergency use is reported to the IRB within five (5) days of the use.  Regulations require that any subsequent use of the test article at the institution is subject to prospective IRB review.  However, the regulation is not intended to limit the authority of a physician to provide emergency care in a life-threatening situation. Should a situation arise that requires subsequent use of the test article on a second patient, in which the only obstacle to treatment is that the IRB has not had sufficient time to convene a meeting to review the issue, subsequent emergency use should not be withheld for the purpose of gaining IRB approval.

B. “Test article means any drug for human use, biological product for human use, medical device for human use, human food additive, color additive, electronic product, or any other article subject to regulation…” [21 CFR 56.102(l)]

C. For the purposes of 21 CFR 56.102(d), life-threatening covers both life-threatening and severely debilitating as defined below.

“Life-threatening means diseases or conditions where the likelihood of death is high unless the course of the disease is interrupted and diseases or conditions with potentially fatal outcomes, where the end point of clinical trial analysis is survival. The criteria for life-threatening do not require the condition to be immediately life-threatening or to immediately result in death. Rather, the subjects must be in a life-threatening situation requiring intervention before review at a convened meeting of the IRB is feasible.”

 
”Severely debilitating means diseases or conditions that cause major irreversible morbidity. Examples of severely debilitating conditions include blindness, loss of arm, leg, hand or foot, loss of hearing, paralysis or stroke.” (FDA Information Sheets, 1998 Update; accessible from: http://www.fda.gov/oc/ohrt/irbs/drugsbiologics.html - emergency)

II. Drug / Biologic

A. Conditions for Use

1. The patient is in a life-threatening condition that requires immediate treatment; and
2. No generally acceptable alternative for treating the patient is available; and
3. There is NOT sufficient time to obtain IRB approval.

B. IND Required

1. The emergency use of a drug or biologic requires an IND.
2. In the event that the intended subject does NOT meet the criteria of an existing study protocol, or if an approved study protocol does not exist, the usual procedure is to contact the manufacturer and determine if the drug/ biologic can be made available for emergency use under the company’s IND.

3. FDA recognizes that the need for an investigational drug/biologic may arise in an emergency situation that does not allow time for submission of an IND.  In this event, FDA may authorize shipment of the test article in advance of the IND submission.  Requests for such authorization may be made by telephone or other rapid communication means.  A list of FDA contacts for obtaining an emergency IND is available from: http://www.fda.gov/oc/ohrt/irbs/drugsbiologicsNEW.html.

C. Informed Consent

1. Informed consent is REQUIRED even for emergency use (from the subject or legally authorized representative), unless the investigator and a physician not otherwise participating in the clinical investigation certify the following in writing:

a. The subject is confronted by a life-threatening situation necessitating the use of the test article.

b. Informed consent cannot be obtained because of an inability to communicate with, or obtain legally effective consent from, the subject. 

c. Time is not sufficient to obtain consent from the subject's legal representative. 

d. No alternative method of approved or generally recognized therapy is available that provides an equal or greater likelihood of saving the subject's life.

2. If, in the investigator's opinion, immediate use of the drug/biologic is required to preserve the subject's life and time is not sufficient to obtain an independent physician's determination, the investigator should make the determination and, within five (5) days after the use of the article, have the determination reviewed and evaluated in writing by a physician who is not participating in the clinical investigation. This evaluation and the investigator’s written determination should be submitted to the IRB within five (5) days of the emergency use.
Note: The above information is taken from 21 CFR 56 (accessible from: http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch.cfm) and FDA Information Sheets: Guidance for Institutional Review Boards and Clinical Investigators: 1998 Update (accessible from: http://www.fda.gov/oc/ohrt/irbs/drugsbiologics.html - emergency).

D. Notification of Institutional Officials/ IRB

1. The IRB requests that, whenever feasible, as many of the following persons/ entities are notified of the emergency use of the drug/ biologic prior to the emergency use

a. Management of the Office of Regulatory Affairs (by telephone: 301/ 560-7339);

b. Chair of the MRI IRB (#1 or #2) overseeing the clinical investigation (by e-mail);

c. Chair of the Executive IRB Committee (by e-mail);

d. Department Chair, where the emergency use will be conducted (according to departmental procedures); and

e. Vice President, Medical Affairs (according to institutional policy);

2. The IRB MUST be notified in writing of the emergency use of the drug/biologic within five (5) days subsequent to the emergency use.  The following documents must be attached to the Emergency Use Report Form: IRB Form #11:

a. Emergency IND, Company’s IND, or documentation from FDA waiving prior Emergency IND submission

b. Signed and dated Informed consent and HIPAA Authorization – OR – Signed Investigator’s and uninvolved physician’s signed and dated certifications.

c. Sponsor notification and acknowledgement of emergency use.

d. Retrospective summary of procedures involved in drug/ biologic administration

e. Investigational Study Information Sheet: Drug

III. Emergency Use of an Unapproved Medical Device

A. Conditions for Use: 

1. An IDE for the Device does not exist; or

2. The proposed use is not approved under an existing IDE; or

3. The physician or institution is not approved under the IDE

AND

1. The patient is in a life-threatening condition that requires immediate treatment; and
2. No generally acceptable alternative for treating the patient is available; and
3. There is NOT sufficient time to obtain IRB approval.

NOTE: 


· The physician may NOT conclude that an “emergency” exists in advance of the time when treatment may be needed based solely on the expectation that IDE approval procedures may require more time than is available. An unapproved device may not be shipped in anticipation of an emergency.

· Emergency off-label use of a HUD device is subject to the Emergency Use requirements for an IDE as well as additional requirements.  Please see H for these additional requirements.
B. Benefit analysis: FDA expects the above criteria to have been met and the physician to have assessed the potential for benefits from the unapproved use of the device.  The physician should have substantial reasons to believe that benefits will exist. 

C. Foresight: FDA expects physicians to exercise reasonable foresight with respect to potential emergencies and to make appropriate arrangements under the IDE procedures far enough in advance to avoid creating a situation in which such arrangements are impracticable.

D. The physician must follow as many of the following subject protection procedures as possible.

1. Obtain an independent assessment by an uninvolved physician; and
2. Obtain informed consent from the subject or legally authorized representative; and 
3. Notify the Institutional officials as specified by institutional policies; and
4. Notify the IRB; and
5. Obtain authorization from the IDE holder, if an approved IDE for the device exists.

Note: The above information is taken from 21 CFR 56 (accessible from: http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfCFR/CFRSearch.cfm) and FDA Information Sheets: Guidance for Institutional Review Boards and Clinical Investigators: 1998 Update (accessible from: http://www.fda.gov/oc/ohrt/irbs/devices.html#emergency).

E. Notification of Institutional Officials/ IRB

1. The IRB requests that, whenever feasible, as many of the following persons/ entities are notified of the emergency use of the device prior to the emergency use

a. Management of the Office of Regulatory Affairs (by telephone: 301/ 560-7339);

b. Chair of the MRI IRB (#1 or #2) overseeing the clinical investigation (by e-mail);

c. Chair of the Executive IRB Committee (by e-mail);

d. Department Chair, where the emergency use will be conducted (according to departmental procedures); and

e. Vice President, Medical Affairs (according to institutional policy);

2. The IRB MUST be notified in writing of the emergency use of the device within five (5) days subsequent to the emergency use.  The following documents must be attached to the Emergency Use Report Form: IRB Form #11:

a. Authorization from the IDE holder (if applicable)

b. Notification of the Sponsor (if applicable) –OR – notification of the FDA as described in G(2) below.

c. Uninvolved physician assessment that the required conditions are present to justify an Emergency Use.

d. Signed and dated Informed consent and HIPAA Authorization – OR – Signed Investigator’s and uninvolved physician’s signed and dated certifications.

e. Retrospective summary of procedures involved in device use.

f. Written summary of evaluation of the likelihood of a similar need for the device occurring again, as indicated in G(1) below.

g. Investigational Study Information Sheet: Device

F.  Informed Consent

1. Informed consent is REQUIRED even for emergency use (from the subject or legally authorized representative), unless the investigator and a physician not otherwise participating in the clinical investigation certify the following in writing:

a. The subject is confronted by a life-threatening situation necessitating the use of the test article.

b. Informed consent cannot be obtained because of an inability to communicate with, or obtain legally effective consent from, the subject. 

c. Time is not sufficient to obtain consent from the subject's legal representative. 

d. No alternative method of approved or generally recognized therapy is available that provides an equal or greater likelihood of saving the subject's life.

2. If, in the investigator's opinion, immediate use of the device is required to preserve the subject's life and time is not sufficient to obtain an independent physician's determination, the investigator should make the determination and, within five (5) days after the use of the article, have the determination reviewed and evaluated in writing by a physician who is not participating in the clinical investigation. This evaluation and the investigator’s written determination should be submitted to the IRB within five (5) days of the emergency use.

G. Procedures after use of an Unapproved device:

1. Evaluate the likelihood of a similar need for the device occurring again, and if future use is likely, immediately initiate efforts to obtain IRB approval and an approved IDE for the device’s subsequent use; and
2. If an IDE for the use does exist, notify the sponsor of the emergency use, or if an IDE does NOT exist, notify FDA of the emergency use (CDRH Program Operation Staff 301/594-1190) and provide FDA with a written summary of the conditions constituting the emergency, subject protection measures, and results. 
H. Additional Requirements for the Emergency Off-label use of a HUD device:

1. Emergency use of a HUD device is NOT subject to the Emergency Use requirements unless the device is being used off-label (i.e.: in a manner that is not consistent with the approved labeling of the device).

2. In an emergency situation, a HUD device may be used off-label to save the life or protect the physical well-being of a patient, provided that the physician follows the emergency use procedures governing the use of unapproved devices (above). 

3. Before a HUD device is used off-label for an emergent situation, the physician must obtain authorization from the HDE holder.

4. Before a HUD device is used off-label for an emergent situation the physician should ensure that all of the required conditions are present for Emergency Use (as indicated in A above).  If possible, the physician should also:

a. Notify institutional officials/ IRB (as indicated in E(1) above) and obtain the MRI IRB Chair’s concurrence.

b. Obtain informed consent from the subject or legally authorized representative, or follow Emergency Use Informed Consent Exception procedures (indicated in F above).

c. Obtain an independent assessment that the required conditions are present to justify an emergency use (from an uninvolved physician). 

5. After an emergency use occurs, the physician must notify the IRB within five (5) days, as indicated in E(2) above.  In addition, the physician is required to submit a follow-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.
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