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North Florida/South Georgia Veterans Health System Research Service

STANDING OPERATING PROCEDURES

Emergency Use of a Test Article on Human Subjects
1.  PURPOSE:  The purpose of the SOP is to establish guidelines for emergency use of a test article according to federal guidelines and outline the procedure for Institutional Review Board notification and review of such use. It is the policy of NF/SG VHS affiliate Institutional Review Board to convene and give full board approval of the emergency use of a test article. If there is insufficient time to convene and give full board approval, the investigator must contact the NF/SG VHS ACOS for Research and the UF IRB01 office and present information that confirm appropriate use of the test article. New forms are available on the IRB01 website and should be used for this purpose (http://irb.ufl.edu/docs/frm-emergnew.doc ).
2.  DEFINITIONS:
a. Emergency Use:  The FDA defines emergency use as the use of an investigational drug or biological product in 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. The emergency use provision in the FDA regulations [21 CFR 56.104 (c)] is an exemption from prior review and approval by the IRB of a single patient use of a drug, device, or biologic considered to be investigational; however, reporting the use to the IRB is required by the FDA, and UF requires consultation with the IRB Chair, Vice-Chair or, if the Chair or Vice-Chair is unavailable, an experienced IRB Member prior to use. FDA regulations require that any subsequent use of the investigational product at the institution have prospective IRB review and approval, although the FDA acknowledges that it would be inappropriate to deny emergency treatment to a second individual if the only obstacle is that the IRB has not had time to convene a meeting to review the use. The emergency use exemption of an investigational drug, biologic or device requires that all of the following conditions be met:

1. The test article is used one time per institution to treat a single patient; and
2. The Patient has life threatening condition necessitating use of test article (Note that having an ultimately fatal condition does not constitute a life-threatening emergency);
3. No standard acceptable treatment is available; and

4. There is not sufficient time to obtain full IRB approval.
Emergency use is emergency clinical care and does not meet the DHHS definition of research (systematic investigation designed to contribute to generalizable knowledge) under 45 CFR 46.102(d). DHHS and VA regulations do not permit research activities to be started, even in an emergency, without prior IRB review and approval. When emergency medical care is initiated without prior IRB review and approval, the patient may not be considered a research subject. Such emergency care may not be claimed as research, nor may any data regarding such care be included in any report of a prospectively conceived research activity, except as required under FDA regulations. Any subsequent use of the test article at UF would require prospective IRB approval.

Planned Emergencies: A research project to be performed with multiple participants in a life-threatening situation, the drug or device must be used before the consent is obtained, and the researcher cannot know in advance who the participants will be. Planned emergency research also requires the researcher to consult with representatives of the communities in which the clinical investigation will be conducted and from which the subjects will be drawn and to conduct a media campaign in those communities.

DHHS regulations at 45 CFR 46.101(i) and FDA regulations at 21 CFR 50.24 include special provisions for IRB review and approval of planned emergency research with waiver of the usual informed consent requirements. VA researchers are not permitted to use these provisions. To date, the VHA Under Secretary for Health has not exercised the authority under 38 CFR 16.101(i) to permit waivers of informed consent in emergency situations for any research conducted in VA facilities or by VA employees or agents. Therefore, planned emergency research is not presently an option for NF/SG VHS researchers. Researchers may, however, petition the Under Secretary for Health for a waiver of informed consent in emergency situations.

b. Test Article: A test article includes any drug, biological product or medical device for human use or any other article subject to federal regulation.

c. Life-threatening: For the purposes of section 56.102(d), Life-threatening includes the scope of 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.

d. Compassionate, Interim, or Temporary Use: Terms applied to protocols such as compassionate, interim or temporary use are not recognized terms of the IRB and regulatory agencies. Unless circumstances warrant emergency use as previously defined in 21 CFR 56.102(d), protocols submitted with these terms will be approved only after full board review prior to implementation.

e. Treatment Use: Specific access programs such as an open label protocol or Treatment IND for a single subject or group of subjects are available for the use of test articles outside of formal clinical trials. These studies require prospective IRB review and informed consent.
During the clinical investigation of the drug, it may be appropriate to use the drug in the treatment of patients not in the clinical trials, in accordance with a treatment protocol or treatment IND, and to obtain additional data on the drug's safety and effectiveness. In the case of a serious disease, a drug ordinarily may be made available for treatment use during Phase 3 investigations or after all clinical trials have been completed. In the case of an immediately life-threatening disease, however, a drug may be made available for treatment use under this section earlier than Phase 3, but ordinarily not earlier than Phase 2. For purposes of this section, the “treatment use” of a drug includes the use of a drug for diagnostic purposes. If a protocol for an investigational drug meets the criteria of this section, the protocol is to be submitted as a treatment protocol. Such use must comply with provisions of 21CRF§312.34-36. These studies require prospective IRB review and informed consent. In the event that the need for an investigational drug arises in an emergency situation that does not allow time for submission of an IND in accordance with §312.23 or §312.34, the FDA may authorize shipment of the drug for a specified use in advance of submission of an IND. A request for such authorization may be transmitted to FDA by telephone or other rapid communication means. Except in extraordinary circumstances, such authorization will be conditioned on the sponsor making an appropriate IND submission as soon as practicable after receiving the authorization.

3.  RESPONSIBILITIES:
a. Investigator Responsibilities:   A physician planning to use an unapproved drug, device or biologic to treat a patient must contact the IRB Chair or Vice Chair (by calling the IRB Office) prior to the emergency use of the test article to discuss whether the case meets FDA criteria for emergency use. If the treating physician attests that the situation is life-threatening and that no standard acceptable treatment is available, the IRB Chair, Vice Chair, or an experienced IRB member (“Reviewer”), grants clearance to proceed with the emergency use. If the Reviewer determines that the request meets the regulatory criteria for emergency use, the reviewer communicates this to the IRB Administrative Office. The IRB will send the physician a letter that the IRB is aware of the proposed use and considers its use to meet the requirements of 21 CFR 56.104(c). Sponsors often require a copy of this letter before they will ship or release the test article. If the investigator cannot attest that the situation is life-threatening, that there is no adequate alternative treatment available, and there is not sufficient time for full IRB approval, the Reviewer cannot grant clearance to proceed with the emergency use. Written informed consent signed by the patient or the patient’s surrogate (legally authorized representative) is required. If written informed consent is not possible, there are special provisions for the emergency use of a test article without informed consent.

In addition, the FDA must be notified of the emergency use by the holder of the IND/IDE. If the treating physician is not the IND/IDE holder, he/she must notify the sponsor about the emergency use so that the sponsor can notify the FDA.

For tracking purposes, the treating physician must document the emergency use of a test article, in writing, and report the use to the IRB on the UF Report of Emergency Use of Investigational or Unapproved Item within 5 working days of its use. This report must be accompanied by a signed informed consent and any pertinent information pertaining to the test article. Adverse events should be reported in compliance with UF IRB Adverse Event Reporting Policy.

b. IRB01 Office Responsibilities:  If contacted regarding emergency use of a test article, the UF IRB01 Office will direct the treating physician to the appropriate Reviewer and will prepare the written statement, at the direction of the Reviewer certifying that the requirements for emergency use have been met. Alternatively, the Reviewer may generate the written statement and provide a copy to the IRB Office.

Upon subsequent receipt of the UF Report of Emergency Use of Investigational or Unapproved Item, the IRB Office will assign an IRB number (for tracking purposes) and forward the submission to the Reviewer who was initially notified of the emergency use with the applicable reviewer comment sheet.

c. Reviewer Responsibilities:  The Reviewer will review the UF Report of Emergency Use, consent form and other accompanying documentation to confirm that the use of the investigational test article met the criteria for emergency use, complete the applicable reviewer comment sheet, and return to the IRB Office for filing and maintenance. If the test article use did not meet the emergency use criteria, the Reviewer may forward to the full board for review. In the case of noncompliance, the IRB will determine whether the noncompliance is a serious or continuing requiring additional action. If the Reviewer has any other concerns regarding the emergency use, the Reviewer may forward on to the Board for review at his/her discretion. 

d. NF/SG VHS ACOS for Research Responsibilities: The NF/SG VHS ACOS for Research is expected to verify that conditions for the use have been met on VA Form 10-1221, Consent XE "Informed Consent" 

 XE "Consent"  for Use of Investigational Drug for Either Diagnostic or Treatment Purposes by or Under the Direction of the Veterans Administration prior to proceeding with emergency use of the subject test article. 

e. Florida Statutes:  Florida statutes are congruent with the federal regulations with respect to emergency use provisions.

4.  PROCEDURES:

NF/SG Veterans Health System Emergency Use Checklist:

Prior to Emergency Use: The treating physician must fulfill specific regulatory requirements before, if at all possible, and after the emergency use of an investigational drug, biologic, or device (test articles).

 FORMCHECKBOX 

Contact the IRB Office at (352) 846-1494 to be directed to the appropriate chair.

 FORMCHECKBOX 

Contact NF/SG VHS ACOS at (352) 374-6069. This serves to ensure notification of the VHS Research Service of impending emergency use.
 FORMCHECKBOX 

The treating physician must call ** the Chair/Vice Chair of IRB01 to discuss whether the case meets FDA criteria for emergency use as outlined below:

 FORMCHECKBOX 
 The test article is used one time per institution to treat a single patient, and

 FORMCHECKBOX 
 The patient has a condition that is life threatening or severely debilitating, and

 FORMCHECKBOX 
 No standard treatment is available, and

 FORMCHECKBOX 
 There is not sufficient time to obtain prior IRB approval. 

** The consultation with the Chair/Vice Chair serves as notification of the IRB of the emergency use and may not be construed as IRB approval. A written report to the IRB is required within five working days of emergency use. NO EXCEPTIONS. 

 FORMCHECKBOX 

If the IRB Chair/Vice Chair considers the use to meet the requirements of the emergency use provision [21CFR§56.104(c)], the IRB office will be contacted by the Chair/Vice Chair to prepare an IRB acknowledgement letter. A copy of this communication must be sent to the NF/SG VHS ACOS for Research and may be sent to the manufacture/sponsor as required for release of the test article.

 FORMCHECKBOX 

If the NF/SG VHS ACOS for Research considers the use to meet the requirements of the emergency use provision [21CFR§56.104(c)], a letter of acknowledgement will be prepared and communicated to the investigator, to the NF/SG RCO, and in the case of investigational drug use, to IDS.

 FORMCHECKBOX 

If it is not possible to contact the IRB office or Chair/Vice Chair, the treating physician should review the criteria above, proceed with treatment if the use meets criteria, and submit a written report within 5 working days as detailed below.

 FORMCHECKBOX 
 Contact the sponsor of FDA, as applicable, and obtain and IND or IDE.

 FORMCHECKBOX 
 Obtain written informed consent, or complete the consent waiver justification (see Item #3) on the UF Emergency Use Form. Even for emergency use, the treating physician is required to obtain informed consent from the subject or the subject’s legally authorized representative unless both the treating physician and a physician not involved in clinical investigation of the test article certify in writing all of the following:

 FORMCHECKBOX 

The patient is confronted with a life threatening situation, and

 FORMCHECKBOX 

The physician cannot communicate with the patient, and

 FORMCHECKBOX 

Time is not sufficient to obtain consent from the patient’s surrogate (legally authorized representative), and

 FORMCHECKBOX 

No alternative method of approved or generally recognized therapy is available that provides equal or greater likelihood of saving the patient’s life.

Post-Use Requirements: The treating physician must fulfill specific regulatory requirements after the emergency use of an investigational drug, biologic, or device (test articles).

 FORMCHECKBOX 

Submit a written report to the IRB and the NF/SG VHS ACOS for Research within 5 working days after test article use:

 FORMCHECKBOX 

Report of Emergency Use of Investigational or Unapproved Test Item.

 FORMCHECKBOX 

Copy of signed informed consent, or

 FORMCHECKBOX 

Completion of part II (Consent Waiver) of the UF Emergency Use Form.

 FORMCHECKBOX 

Complete any follow-up requirements:

 FORMCHECKBOX 

Written report on “results of use” (within 10 working days, if not submitted as part of 5 working day reporting requirement)

 FORMCHECKBOX 

Items specified in the CHR letter (i.e., protocol submissions, etc.)
If applicable, comply with reporting requirements for adverse events.

Please refer to Memorandum 119-10, appendix N for procedures specific to NF/SG VHS Investigational Drug Service (IDS).
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