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              FORM – Instructions for Requesting and Reporting the Emergency Use of a Test Article Version #1.0

The UIC OPRS manages the emergency use of investigational drugs, biologics and medical devices in accordance with FDA regulations and UIC policies and procedures. An exemption from prospective IRB review and approval is allowed by FDA regulations for emergency use of a test article (i.e., investigational drug, biologic or medical device) in a single patient at an institution.  The emergency use exemption requires that each of the following criteria at 21 CFR 56.102(d) are satisfied:

· a life-threatening situation exists requiring treatment with the test article; 

· no standard acceptable treatment is available; and 

· insufficient time is available to obtain IRB approval at a convened meeting.  

The term “life-threatening” encompasses conditions that are:
· Life-threatening: diseases or conditions where the likelihood of death is high unless the course of the disease is interrupted. The criteria for life-threatening do not require the condition to be immediately life-threatening or to immediately result in death. Rather, the individual must be in a life-threatening situation requiring intervention before review at a convened meeting of the IRB is feasible; and 

· Severely debilitating: 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.

Prior Notification of IRB is required.  UIC policy requires the physician/investigator to notify the IRB through submission of the Notification of Emergency Use of a Test Article form and receive acknowledgement from the IRB Chair, Chair designee or OPRS Director that the emergency use meets the criteria at 21 CFR 56.102(d)l before administering the test article.  The acknowledgement by the IRB does not represent approval as FDA regulations do not allow expedited approval of research in emergency situations. Manufacturers/sponsors typically request written documentation of IRB acknowledgement prior to shipping the test article. 

Within 5 business days following the emergency use, the investigator must submit to OPRS the Five- Day Follow-Up Report of Emergency Use of a Test Article for review by the convened IRB. The IRB subsequently reviews and determines if the criteria for an exemption from IRB review and, when necessary, the exception for the requirement from consent have been met (see below).

Informed Consent: Informed consent from the subject or the subject's legally authorized representative is required before emergency use of a test article. A template informed consent document for application in the emergency use situation is available on the OPRS website at http://tigger.uic.edu/depts/ovcr/research/protocolreview/irb/policies/0237.pdf.  

The investigator may alternatively use a sponsor-supplied consent form; however, the UIC-mandated language must be included in the sections: What about privacy and confidentiality, What if I am injured as a result of my participation, and What are my rights as a research subject.  A consent form should be submitted for prospective review with the Notification form unless the following applies.  

The FDA allows for an exception to the requirement for informed consent provided certain criteria are met [21 CFR 50.23(a)].  Before use of the test article, the investigator and a physician who is not otherwise participating in the clinical investigation must certify in writing all of the following:

1.
The subject is confronted by a life-threatening situation necessitating the use of the test article;

2.
Informed consent cannot be obtained because of an inability to communicate with, or obtain legally effective consent from the subject;

3.
Time is not sufficient to obtain consent from the subject's legal representative; and

4.
No alternative method of approved or generally recognized therapy is available that provides an equal or greater likelihood of saving the subject's life.
If, in the investigator's opinion, immediate use of the test article is required to preserve the subject's life, and time is not sufficient to obtain an independent physician's determination that the four conditions above apply, the investigator should make the determination on his/her own.  Within five business days after the use of the article, have the determination must be reviewed and evaluated in writing by a physician who is not participating in the clinical investigation and submitted to the IRB [21 CFR 50.23(b)]. 

The independent physician must complete the Independent Physician Certification: Emergency Use of a Test Article Without Informed Consent and submit it to the UIC OPRS within 5 working days.  The certification should accompany either the initial Notification form or 5-Day Follow-Up Report.  

Process for emergency use of a test article 

Before administration of the test article, the investigator must:

1. Obtain authorization for emergency use from IND/IDE/HDE holder.
For investigational drugs or biologics, contact the holder of the IND (e.g., manufacturer) to ascertain whether emergency use may occur under an existing IND and whether the holder of the IND willing to provide the test article. If an IND for emergency use does not exist, but the sponsor/ manufacturer is willing to provide the test article, the investigator/physician must obtain an IND from the FDA.  If the situation does not allow time for submission of an IND, the FDA may authorize the shipment of the test article in advance of the IND. Contact information for obtaining an emergency IND is available at http://www.fda.gov/oc/ohrt/irbs/drugsbiologicsNEW.html .

For an investigational device, contact the holder of the IDE/HDE to ascertain whether emergency use may occur under an existing IDE.  If there is no IDE for the device, or if the proposed use, investigator/ physician or site (UIC or the JBVAMC) are not approved under an IDE, the device may be used without prospective FDA approval, provided that the physician/investigator later justifies to the FDA that an emergency existed.  The device manufacturer must notify the FDA immediately after shipment of the device.  The investigator must notify the IDE holder or, if there is no IDE, the FDA after the emergency use (Center for Devices or Radiological Health Program Operation Staff at 301-594-1190).  The investigator and/or sponsor must provide to the FDA a written summary of the conditions constituting the emergency, subject protection measures, and results. 

The investigator must submit one or more of the following to OPRS and UIC or JBVAMC Investigational Drug Service: a) Authorization from the sponsor to allow use of the test article by the investigator; b) an approved IND/IDE for the emergency use; or c) documentation verifying exemption of IND/IDE from the FDA.

2. Contact OPRS at 312-996-1711 (after work hours and weekends: 800-225-2194) or by email at the dedicated email address to confirm that there has been no prior emergency use of the test article at UIC and to allow notification of an IRB Chair (or designee) about the pending submission.  FDA regulations permit only one emergency use without prospective IRB review of an investigational drug, biologic or device at each institution, unless emergency treatment to a second individual arises before the IRB has had sufficient time to convene a meeting to review the issue.  The IRB chair (or designee) determines whether or not this condition is met.

3.   Complete and submit one (1) copy of the following to OPRS either in person at room 203 AOB or via email (uicirb@uic.edu):

1) Notification of Emergency Use of a Test Article application

2) Informed consent document (refer to emergency use informed consent template), or
3)
If the investigator ascertains that informed consent cannot be obtained prior to administration of the test article, the investigator: 

a).
attests on the Notification form that the four conditions at 21 CFR 50.23(a) apply, and 

b).
has a physician who is not otherwise participating in the clinical investigation complete the Independent Physician Certification: Emergency Use of a Test Article Without Informed Consent, or

c). if immediate use of the test article is required to preserve the subject's life and time is not sufficient to obtain an independent physician's determination, the investigator makes the determination him/herself and, within five business days after the use of the article, has the determination reviewed and evaluated in writing by an independent physician and submits this determination to the IRB.
4).  Investigational Drug/Device Brochure (if available);

5).
Treatment Protocol (if available) or planned treatment regimen;

6).
Authorization from the sponsor to allow use of the test article by the investigator or an approved IND/IDE or documentation verifying exemption of IND/IDE from the FDA.

4.   Obtain acknowledgement letter from OPRS.

.

5.    If the test article is an investigational drug or biologic, notify the UIC Hospital Pharmacy Investigational Drug Service (IDS) or the JBVAMC Pharmacy IDS of the intended shipment and emergency use of the test article, and comply with their policies for storage, dispensing and record keeping.  If the test article is an investigational device, please complete the relevant section of UIC OPRS Appendix  A to submit with the Five-Day Follow-Up Report of Emergency Use of a Test Article.
6.    If the subject’s ability to provide informed consent changes prior to or after administration of the test article, the investigator should make the determination and inform the IRB (and provide the necessary documentation) of this alteration with the Five- Day Follow-Up Report of Emergency Use of a Test Article.

7.    Notify OPRS if the test article is not used for this patient.  

After emergency administration of the test article 

1.    Complete and submit 25 copies of each of the following to OPRS within 5 business days: 

1).  Five- Day Follow-Up Report of Emergency Use of a Test Article 

2).  Treatment protocol or plan (3 copies, if available)

3).   Investigational Drug/Device Brochure (3 copies)

4).   Previously submitted Notification of Emergency Use of a Test Article

5).   Copy of signed (name and signature redacted) informed consent document (if applicable)

6).  Independent Physician Certification: Emergency Use of a Test Article Without Informed Consent (if applicable)

7).
Authorization from the sponsor to allow use of the test article by the investigator, or an approved IND/IDE or letter verifying exemption of IND/IDE from the FDA.
8). Appendix A (if test article was an investigational device).

2.   Notify the manufacturer (IND or IDE/HDE holder) and FDA as instructed.  

3.    Evaluate the likelihood for future need for the investigational drug, biologic or device.  Any subsequent use of the test article at UIC (or JBVAMC) requires prospective convened IRB review.  If future use is likely, the investigator should promptly prepare and submit a protocol and initial review application for convened IRB review.  

4.    The emergency use of a test article qualifies as human subject research under FDA regulations and the FDA may require data from emergency use of a test article to be reported in a marketing application.  This activity does not, however, meet the DHHS criteria for human subject research, as DHHS regulations do not allow research involving human subjects to be initiated without prior IRB review and approval.  Therefore, data from this emergency use may not be reported as part of a prospective systematic investigation designed to develop or contribute to generalizable knowledge.  Similarly, this FDA exemption from IRB review is not recognized as VA-regulated human subjects research.  This does not, however, prevent the retrospective use of the data, provided appropriate IRB review and approval of this use has occurred, or publication of a single patient case history.
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