MATERIALS RELATED TO THE EMERGENCY USE OF INVESTIGATIONAL DRUGS AND BIOLOGICS

#1.  FDA Information Sheets for Investigators and Institutional Review Boards (1998)

Emergency Use of an Investigation Drug or Biologic 

The emergency use of test articles frequently prompts questions from Institutional Review Boards (IRBs) and investigators. This information sheet addresses three areas of concern: emergency Investigational New Drug (IND) requirements; IRB procedures; and informed consent requirements. 

Obtaining an Emergency IND

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, or if an approved study protocol does not exist, 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, 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]. 

Emergency Exemption from Prospective IRB Approval 

Emergency use is defined as the use of an investigational drug 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 [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. The exemption, which may not be used unless all of the conditions described in 21 CFR 56.102(d) exist, allows for one emergency use of a test article without prospective IRB review. FDA regulations require that any subsequent use of the investigational product at the institution have prospective IRB review and approval. FDA acknowledges, however, that 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 issue. 

Life-threatening, for the purposes of section 56.102(d), 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. 

Institutional procedures may require that the IRB be notified prior to such use, however, this notification should not be construed as an IRB approval. Notification should be used by the IRB to initiate tracking to ensure that the investigator files a report within the five day time-frame required by 21 CFR 56.104(c). The FDA regulations do not provide for expedited IRB approval in emergency situations. Therefore, "interim," "compassionate," "temporary" or other terms for an expedited approval process are not authorized. An IRB must either convene and give "full board" approval of the emergency use or, if the conditions of 21 CFR 56.102(d) are met and it is not possible to convene a quorum within the time available, the use may proceed without any IRB approval.

Some manufacturers will agree to allow the use of the test article, but their policy requires "an IRB approval letter" before the test article will be shipped. If it is not possible to convene a quorum of the IRB within the time available, some IRBs have sent to the sponsor a written statement that the IRB is aware of the proposed use and considers the use to meet the requirements of 21 CFR 56.104(c). Although, this is not an "IRB approval," the acknowledgment letter has been acceptable to manufacturers and has allowed the shipment to proceed. 

This policy is undergoing review and is subject to change.

Exception From Informed Consent Requirement 

Even for an emergency use, the investigator is required to obtain informed consent of the subject or the subject's legally authorized representative unless both the investigator and a physician who is not otherwise participating in the clinical investigation certify in writing all of the following [21 CFR 50.23(a)]: 

(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. 
(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 if time is not sufficient to obtain an independent physician's determination that the four conditions above apply, the clinical investigator should make the determination and, within 5 working 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. The investigator must notify the IRB within 5 working days after the use of the test article [21 CFR 50.23(c)]. 

Expanded Access of Investigational Drugs 

Investigational products are sometimes used for treatment of serious or life-threatening conditions either for a single subject or for a group of subjects. The procedures that have evolved for an investigational new drug (IND) used for these purposes reflect the recognition by the Food and Drug Administration (FDA) that, when no satisfactory alternative treatment exists, subjects are generally willing to accept greater risks from test articles that may treat life-threatening and debilitating illnesses. The following mechanisms expand access to promising therapeutic agents without compromising the protection afforded to human subjects or the thoroughness and scientific integrity of product development and marketing approval. 

OPEN LABEL PROTOCOL OR OPEN PROTOCOL IND - These are usually uncontrolled studies, carried out to obtain additional safety data (Phase 3 studies). They are typically used when the controlled trial has ended and treatment is continued so that the subjects and the controls may continue to receive the benefits of the investigational drug until marketing approval is obtained. These studies require prospective Institutional Review Board (IRB) review and informed consent.

TREATMENT IND - The treatment IND [21 CFR 312.34 and 312.35] is a mechanism for providing eligible subjects with investigational drugs for the treatment of serious and life-threatening illnesses for which there are no satisfactory alternative treatments. A treatment IND may be granted after sufficient data have been collected to show that the drug "may be effective" and does not have unreasonable risks. Because data related to safety and side effects are collected, treatment INDs also serve to expand the body of knowledge about the drug. 

There are four requirements that must be met before a treatment IND can be issued: 1) the drug is intended to treat a serious or immediately life-threatening disease; 2) there is no satisfactory alternative treatment available; 3) the drug is already under investigation, or trials have been completed; and 4) the trial sponsor is actively pursuing marketing approval. 

Treatment IND studies require prospective IRB review and informed consent. A sponsor may apply for a waiver of local IRB review under a treatment IND if it can be shown to be in the best interest of the subjects, and if a satisfactory alternate mechanism for assuring the protection of human subjects is available, e.g., review by a central IRB. Such a waiver does not apply to the informed consent requirement. An IRB may still opt to review a study even if FDA has granted a waiver. 

GROUP C TREATMENT IND  - The "Group C" treatment IND was established by agreement between FDA and the National Cancer Institute (NCI). The Group C program is a means for the distribution of investigational agents to oncologists for the treatment of cancer under protocols outside the controlled clinical trial. Group C drugs are generally Phase 3 study drugs that have shown evidence of relative and reproducible efficacy in a specific tumor type. They can generally be administered by properly trained physicians without the need for specialized supportive care facilities. Group C drugs are distributed only by the National Institutes of Health under NCI protocols. Although treatment is the primary objective and patients treated under Group C guidelines are not part of a clinical trial, safety and effectiveness data are collected. Because administration of Group C drugs is not done with research intent, FDA has generally granted a waiver from the IRB review requirements [21 CFR 56.105]. Even though FDA has granted a waiver for these drugs, an IRB may still choose to conduct a review under its policies and procedures. The usage of a Group C drug is described in its accompanying "Guideline Protocol" document. The Guideline Protocol contains an FDA-approved informed consent document which must be used if there has been no local IRB review. 

PARALLEL TRACK - The Agency's Parallel Track policy [57 FR 13250] permits wider access to promising new drugs for AIDS/HIV related diseases under a separate "expanded access" protocol that "parallels" the controlled clinical trials that are essential to establish the safety and effectiveness of new drugs. It provides an administrative system that expands the availability of drugs for treating AIDS/HIV. These studies require prospective IRB review and informed consent. 

EMERGENCY USE IND - The need for an investigational drug may arise in an emergency situation that does not allow time for submission of an IND in the usual manner. In such cases, FDA may authorize shipment of the drug for a specified use [21 CFR 312.36]. Such authorization is usually conditioned upon the sponsor filing an appropriate application as soon as practicable. Prospective IRB review is required unless the conditions for exemption are met [21 CFR 56.104(c) and 56.102(d)]. Informed consent is required unless the conditions for exception are met [21 CFR 50.23]. 

#2.  SELECTIONS FROM APPLICABLE VA HANDBOOKS RELATED TO USE OF INVESTIGATIONAL DRUGS

VA, M-3, PART 1, CHAPTER 9 (10/30/92)

9.15  INVESTIGATIONAL DRUGS IN RESEARCH WITH HUMAN SUBJECTS

f. In the late stages of a drug's investigation, and in certain limited situations, the drug may be used as a humanitarian act outside the regular protocol in individual cases.

(1) In such cases, patients must become participants in the research protocol (21 CFR 50.3(g)) and an emergency life-threatening situation must necessitate the use of the drug (21 CFR 50.23(a)).

(2) Use of an investigational drug as a humanitarian act requires:

(a) Separate authorization from the Chief Medical Director for each patient outside the protocol (M-2, part I, chapter 3, paragraph 3.03b – Requests for pharmaceuticals to be considered by ther P&T Committee will be made using VA Form 10-7144, Drug Request);

(b) The filing of VA Form 10-9012 with the Chief, Pharmacy Service; and

(c) A report to the facility Human Studies Subcommittee within 5 days (21 CFR 56.104(c)).

NOTE: Further details concerning such use of an investigational drug appear in M-2, part I, chapter 3.

VA, M-2, Part I, Chapter 3 (12/13/93)
3.05  INVESTIGATIONAL DRUGS


a.  The P&T Committee at each facility will:


(1)  Evaluate the protocols concerned with the use of investigational drugs.


(2)  Establish an emergency review mechanism for investigational drugs when existing review procedures must be expedited for humanitarian reasons.  NOTE:  Approval for such uses will be granted locally by the Chairperson, P&T Committee.


b.  Investigational Drug Protocol

(1) These procedures include the review of requests for use of investigational drugs for diagnostic or therapeutic use in specific cases.


(a)  Medical personnel making such requests must have an Investigational New Drug (IND) number prior to use of the investigational drug.  (See M-3, Pt. II, Ch. 5.)


(b)  Requests for approval will be limited to drugs which have been, or are being, used by well-qualified clinical investigators, and on which reports, or other communications from investigators are available.


(c)  Requests submitted for emergency approval will include:


1.  Patient's name;


2.  Patient's Social Security Number;


3.  Name of drug;


4.  Diagnosis;


5.  Reasons drug is required;


6.  Name, IND number, and VA title of VA physician or dentist responsible for therapy;


7.  Literature reference source; and


8.  Authorized source of drug.


(2) Upon receipt and approval of an emergency request for approval to use an investigational drug, the Chairman, P&T Committee, at the VA facility will instruct the physician, or dentist, under whose supervision the drug is to be used, to fully inform the patient concerning the:


(a)  Administration of the investigational drug;


(b)  Reasons for its use;


(c)  Inconveniences and hazards which can reasonably be expected; and


(d)  Existence of alternative forms of therapy, rather than the use of the investigational drug.


(3)  Consent


(a)  The physician must obtain the consent of the patient by signature on VA Form 10-1221, Consent for Use of Investigational Drug for Either Diagnostic or Treatment Purposes by or Under the Direction of the Veterans Administration.


1.  If the patient is unconscious, or has been adjudged incompetent by a court, or, as a result of psychiatric disorder is unable to give consent, or is incapable of comprehending the significance of such action or of exercising appropriate judgment, the consent of the patient's legally-authorized representative will be obtained by signature on VA Form 10-1221 in accordance 38 Code of Federal Regulations (CFR) 1734; 17.34a (see M-2, Pt. I, Ch. 23).


2.  The VA Form 10-1221, when signed, will be filed in the patient's medical record.


(b)  The physician may proceed to administer an investigational drug for therapeutic purposes without obtaining consent when the following conditions exist:


1.  If the patient is unable to give consent;


2.  A life-threatening situation exists, and it is believed that the patient's only chance for survival is the administration of this drug; and/or


3.  The treating physician determines that the obtaining of consent from the patient's representative could result in a delay which would materially increase the hazards to the life or health of the patient.


a.  A dated and signed progress note documenting this decision to proceed must be written by the physician.


b.  If time permits, reasonable attempts should be made to contact the patient's representative to obtain consent.  If time does not permit, or if the representative is not available, such individual should be contacted as promptly as possible to explain what action has been taken, the indications for the action, and the outcome.


c.  The signature of the Chief of Staff is required on VA Form 10-1221 in cases where the administration of an investigational drug is based upon an implied consent.


c.  Full documentation in the medical record of proper informed consent will be performed in accordance with the requirements of M-2, Part I, Chapter 23.


(4) A preliminary report will be made to the local P&T Committee on results of use of the drug within 90 days of beginning of tests or therapy.  A final summary report will be made upon completion of diagnosis or treatment as applicable.  (See M-2, Pt. VII, Ch. 6.)

VA, M-2, Part VII, Chapter 6 (3/28/91)

6.04 HUMANITARIAN USE OF AN INVESTIGATIONAL DRUG

 

a. Occasionally, it may become necessary to treat a patient with an investigational drug that he received while undergoing treatment at another facility or as a compassionate treatment with the investigational drug as a "last hope." In those cases the following steps should be taken for humanitarian use of the drug:

 

(1) The responsible staff practitioner should communicate with the Chief of Staff, the pharmacist responsible for the investigational drug use, and the local research committee. Initial communication within the facility may be telephonic to expedite patient care.

 

(2) After the responsible staff practitioner obtains tentative approval for use of the drug on the patient, the request should be reduced to writing as follows:

 

(a) A brief case report including patient data and diagnosis.

 

(b) The reason for requesting approval to use the drug.

 

(c) Literature or reference material to support the request.

 

(d) The name of the PI and the local practitioner responsible for care of the patients.

 

b. The Chief of Staff of the requesting facility will communicate to VA Central Office and the Executive Committee on Therapeutic Agents via teletype all essential data listed above requesting priority approval of the use of the drug. VA Central Office approval will be confirmed by return teletype. A copy of the written approval will be forwarded to Pharmacy Service. 

 

c. The requesting practitioner will provide Pharmacy Service with a copy of the drug protocol, signed Agreement to Participated in Research By or Under the Direction of the VA, VA Form 10-1086, and an Investigational Drug Information Record, VA Form 10-9012, and a properly completed order for the drug prior to administration. All supplies of the drug must be delivered to the pharmacy as with any other investigational drug.

 

d. The practitioner must prepare a preliminary report to the local P&T (Pharmacy and Therapeutics) Committee within 90 days of initiation of therapy, and a final summary report upon termination of the drug. The local P&T Committee will forward the report(s) to VA Central Office.

 

e. All documentation of use of drugs obtained for humanitarian or compassionate use will be the same as other drugs as outlined in paragraph 6.03 g.

 

6.05 USE OF APPROVED DRUGS FOR UNAPPROVED INDICATIONS

 

a. A physician may use a marketed drug in an unapproved manner without obtaining an IND if it is given for therapeutic rather than investigational purposes.

 

b. The Chief of Staff and/or Director may apply more stringent controls regarding such drug usage.

