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Emergency Use of Investigational Drug, Biologics, or Device

Introduction:
The FDA and other Federal agencies have strict regulations about the use of investigational agents in emergency situations.  The regulations state “Nothing in this policy is intended to limit the authority of a physician to provide emergency medical treatment for patients who need such care” (45 CFR 46.116(f)).  These regulations mean that emergency medical care for patients may be provided without regard to IRB review and approval.  

DHHS regulations (45 CFR 46) do not permit DHHS-regulated research activities to be started, even in an emergency, without prior IRB Committee review and approval. When emergency medical care is initiated without prior IRB Committee review and approval, the patient may not be considered a research subject as defined by DHHS regulations. However, the patient is a research subject under FDA regulations. Therefore, it is the UHCMC IRB policy that data obtained when an Investigator utilizes the emergency use provisions found in the FDA regulations for the administration of investigational, drugs, agents, biologics, or devices, the data may not be claimed as DHHS-regulated research, although the data must be claimed as FDA-regulated research. Data regarding such care may not be included in any report of a DHHS-regulated research activity, but may be used in a report of an FDA-regulated research activity that is not DHHS-regulated.

The FDA regulations do NOT allow expedited (administrative) IRB approval of research in emergency situations.  Therefore, terms such as “interim approval,” “compassionate approval,”  “temporary approval,” will not be utilized for requests for emergency use of FDA regulated products.  The IRB must either grant approval at a convened full Committee meeting (may use the data for research), or if the conditions of 21 CFR 56.104(c) are met and it is not possible to convene a quorum within the time available, the emergency use may proceed without IRB approval (may not use the data for research).
Definitions:

Severely Debilitating:  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.

Life-threatening Emergency:  Life-threatening means diseases or conditions where the likelihood of death is high unless the course of the disease is interrupted.

Emergency Use is defined as the use of an investigational drug, agent, device or biological product with 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.  
Policy:

It is the policy of the UHCMC IRB to recognize the provisions found in the Food and Drug Administration (FDA) regulations for the emergency use of investigational drugs, biologics, agents, or devices.  The emergency use of investigational drugs, agents, biologics, or investigational (unapproved) medical devices, will be handled in accordance with FDA regulations and institutional policies and procedures. Although 21 CFR 56.104(c) allows for an exemption from prior review and approval by the IRB for emergency use, the IRB requires prior notification of emergency use of investigational drugs, agents, biologics or investigational (unapproved) medical devices.

Emergency Use of Investigational Drugs, Biologics, or Devices
When the urgency of the patient’s treatment does not permit consideration at a convened IRB meeting, the emergency use of the test article may proceed.   Emergency use of an investigational drug, biologics, or device may only occur if the all FDA requirements (21 CFR 56.104(c)) for emergency use are met:

· The patient is in a life-threatening or severely debilitating situation. 

· There is no standard acceptable treatment available. 

· There is insufficient time to obtain approval from the IRB at a convened meeting
· Any subsequent use will be reviewed by a convened IRB.

The emergency use provision in the FDA regulations is an exemption from prior review and approval by the IRB.  It allows for one emergency use of a test article without prospective IRB review.  Any subsequent use of the investigational product at the institution must have prospective IRB review and approval.
It is the investigator’s responsibility to notify the IRB prior to emergency use of an investigational drug, agent, biologic, or device.  This is done by contacting the IRB by telephone and completing the IRB Checklist, Emergency Use Involving Human Subjects (EMRG) determination form.  When completing the checklist, the investigator will need to decide if the patient’s need for treatment is such that the emergency request can be considered at a convened IRB meeting before the treatment is administered.  Since the IRB meets on a weekly basis, it may be possible for the proposal to be added to the agenda of a scheduled meeting.  If the patient’s condition allows waiting for review at an IRB meeting, then the FDA Emergency Use restrictions do not apply, the IRB approves the protocol, and the patient consents, and the investigator may use the data for research purposes.

When the investigator notifies the IRB in advance of an emergency use, the IRB Chair (or in the Chair’s absence, the Vice-Chair) will review the circumstances of the use and ensure that FDA regulations 21 CFR 56.104(c) and 21 CFR 50 will be followed. When an emergency use report is discussed at an IRB meeting, the minutes of the meeting must document that the IRB considers the use of the investigational agent to meet the requirements of 21 CFR 56.104(c) and 21 CFR 50. If not, the matter will be handled as non-compliance.  

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 potentially life-threatening situation requiring prompt intervention.

A) Informed Consent and Waiver of Informed Consent

Even in an emergency situation, the investigator is required to obtain written informed consent from the patient.  Relevant items required in a research consent form should be present.  The consent form is not approved or stamped by the IRB.  The IRB is willing however to review the consent and offer suggestions. For those studies possessing the criteria for granting exceptions to the requirement of obtaining informed consent, and in turn wishes to utilize this waiver, the investigator is required to submit documentation supporting the waiver to the IRB within five days.  For all protocols utilizing the exceptions to the requirement to obtain informed consent for emergency use of a test article, the IRB will review all submissions to determine whether the exception complied with regulatory requirements. 
B) IRB Responsibilities
The initial review is performed by the Chair or Vice-Chair; and if they determine that the criteria have been met, the Chair/Vice-Chair they will communicate this in writing to the investigator. The criteria for allowing emergency use of a test article in a life-threatening situation are listed on the “Emergency Use Involving Human Subjects” determination form.

The emergency use of FDA regulated products requires the involvement of an IRB Chair or his/her designee.  The IRB Chair or his/her designee will be promptly notified of the Investigator’s intent for emergency use of an investigational drug, agent, biologic, or device.  The IRB Chair or his/her designee will evaluate the Investigator’s notification and guide the Investigator in adherence to the FDA regulations and institutional policies and procedures. The IRB Chair or his/her designee may request: 

1. An authorization from the sponsor or manufacturer to allow the use by the Investigator for the test article;

2. An approved IND/IDE or a letter explaining exemption from the FDA;

3. An adequate description of the situation regarding the use of the test article with an independent physician’s certification, if applicable; 

4. The informed consent document or the certification for the exception from obtaining informed consent; and

5. Any other materials that may aid in the evaluation of the request.

The full Board will be notified of the emergency use of an FDA regulated product and the IRB Chair or his/her designee will review the five (5) day follow-up report submitted by the Investigator with the full Board.


Some manufacturers or sponsor will agree to allow the use of the investigational agent, but their policy requires “an IRB approval letter” before the agent will be shipped.  The manufacturer will be provided a written statement that the IRB is aware of the proposed use and based on the information it has been provided by the Investigator that the proposed use meets the requirements of 21 CFR 56.102(d).  If this acknowledgement is needed, it is requested on the Emergency Use Involving Human Subjects (EMRG) determination form.  Although this is NOT an “IRB approval,” the acknowledgement letter is usually acceptable to the manufacturer and allows shipping the experimental agent to the investigator.

The investigator is required to submit a written follow-up report to the IRB within five working days of the emergency use of an investigational drug, agent, biologic, or device.  This report should include the name of the investigational drug, agent, biologic or device; a copy of the informed consent document (or justification for a waiver of informed consent); a description of the conditions, including date and time, under which the investigational drug, agent, biologic or device was administered/utilized; measures taken to protect participants; adverse events or unanticipated problems to the recipient or others; and outcomes if known. The written follow-up report, protocol; and consent form (or justification for a waiver) is reviewed by the Board at the next convened meeting. The IRB will review the documents provided, together with the criteria to waive the requirements to obtain informed consent (if applicable), and determine whether the regulatory criteria for planned emergency research have been met and that the circumstances of the emergency use met the requirements of the FDA regulations. The criteria for allowing emergency use of a test article in a life-threatening situation are listed on the “Emergency Use Involving Human Subjects (EMRG)” determination form. The Board’s determinations are communicated in writing to the investigator (see IRB Policy, Board Meeting and Administrative Policies).
C) Subsequent Use

Investigators must understand that under NO circumstances, can an emergency use procedure be done more than once for a single investigational drug, agent, biologic or device.  The Investigator is to evaluate the likelihood of a similar need for the drug, agent, biologic or device occurring again, and if future use is likely, immediately initiate efforts to obtain IRB approval and an approved IND or IDE for subsequent use.  If investigators think they may need to use the investigational drug, agent, biologic or device again, a complete IRB protocol must be submitted in time for full Board review.  Since it would be inappropriate to deny emergency treatment to a second individual if the only obstacle is that the IRB has not had sufficient time to convene a meeting to review the protocol, it is permissible to treat a second patient prior to full IRB approval if the protocol has been submitted to the IRB and IRB review is in process.

D) FDA Requirement to Obtain an Emergency IND/IDE for Drug, Device or Biologics

The emergency use of an unapproved investigational drug or biologic requires an IND.  If the intended subject does not meet the criteria of an existing study protocol the usual procedure is to contact the manufacturer and determine if the drug or biologic can be made available for the emergency use under the company's IND.  The need for an investigational drug or biologic may arise in an emergency situation that does not allow time for submission of an IND.  In such a case, the 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 (21 CFR 312.36).

If an IDE for the use of an investigational device does exist, the Investigator is to notify the sponsor of the emergency use, or if an IDE does not exist, the Investigator is to notify the FDA of the emergency use and provide the FDA with a written summary of conditions constituting the emergency, subject protection measures, and results.

References and/or Regulatory Citations:

http://www.fda.gov/oc/ohrt/irbs/drugsbiologics.html#treatment
21 CFR 56.105(c)
21 CFR 56.102(d)
21 CFR 50.24 

Related Forms:

IRB Checklist - Emergency Use of Drug or Device (EMRG)
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