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PURPOSE
This document describes the IRB-related requirements and procedures for the mechanisms that allow expanded access to investigational drugs, devices, and biologics for clinical (not research) purposes before the items have been approved by the Food and Drug Administration (FDA) for use and marketing. Additional staff procedures can be found in SOP Single Patient Expanded Access. 
This is not the same as “off-label use” of an approved drug, device, or biologic. 
This document does not provide researchers with information about how to apply to the FDA for expanded access use. See the FDA website for the information. 
BACKGROUND: Expanded Access Mechanisms
General description.
Unapproved (i.e., investigational) items regulated by the FDA may normally be used with humans only through an approved clinical study in which the subjects meet certain criteria and the item is used only in accordance with the approved protocol by a clinical investigator participating in the clinical trial. 
However, a health care provider may wish to use an unapproved item to save the life of a patient or to help a patient suffering from a serious disease or condition for which no effective alternative therapy exists.
Access to the investigational items can be provided through one of several FDA mechanisms. These mechanisms are collectively called expanded access. 
The expanded access mechanisms and requirements are somewhat different for devices than for drugs and biologics.
Why IRB review is required. The FDA requires the clinician to obtain prior IRB review and approval for many expanded access mechanisms and to obtain informed consent that meets the research requirements for consent, even though the intended purpose of the use is clinical care rather than research. The rationale:
Expanded access mechanisms involve use of an investigational item in a vulnerable population (i.e., seriously ill patients with no good alternative). This raises concerns that are sufficiently similar to clinical research such that the FDA believes that IRB review and a research-like informed consent process are warranted. 
Drugs: Expanded access mechanisms. 
These mechanisms are intended for use with patients who have a serious or life-threatening disease of condition. The following additional criteria must be met:
There is no comparable or satisfactory alternative therapy to diagnose, monitor, or treat the disease or condition. 
The potential benefit justifies the potential risks, and those potential risks are not unreasonable in the context of the disease or condition.
Providing the drug will not interfere with the initiation, conduct, or completion of clinical trials that could support marketing approval of the expanded access use or otherwise compromise the potential development of the expanded access use (i.e., these mechanisms may not be used as a substitute for the normal drug development process.).
FDA approval: required.
IRB approval: required for all expanded access mechanisms except single patient emergency use.
Individual patient. This mechanism is intended for use with single patients, and may or may not occur in an emergency situation. The use must occur under an IND (Investigational New Drug approval). When used in an emergency situation, this may be called an Emergency IND. 
Emergency situation: IRB approval is not required, if there is insufficient time. (This is defined at the UW as situations in which the drug must be used within 7 business days.) See the INSTRUCTIONS and NOTIFICATION Emergency Use, Drug or Biologic. 
Non-emergency use of investigational drugs:  IRB approval is required. Follow the procedures outlined in the FDA Guidance, “Institutional Review Board (IRB) Review of Individual Patient Expanded Access Requests for Investigational Drugs and Biological Products During the COVID-19 Public Health Emergency”, June 2020.
Intermediate-sized patient populations. This is for treatment of a patient population smaller than that typical of a treatment IND or protocol (see Section 2.2.4). This commonly occurs when the FDA asks a sponsor to consolidate expanded access under this mechanism because the FDA has received a significant number of individual patient requests for the same use/purpose. It typically addresses the following situations:
The drug is not being developed. For example, the disease or condition may be so rare that the sponsor is unable to recruit patients for a clinical trial.
The drug is under development, but patients requesting the drug are unable to participate in the trial. For example:
They have a different disease or stage of disease than the one being studied, or
They do not meet the enrollment criteria, or
The trial enrollment is closed, or
The trial site is not geographically accessible. 
The drug is approved but not being marketed. (1) It is no longer marketed for safety reasons or is unavailable through marketing due to failure to meet the conditions of the approved marketing application; or (2) the drug contains the same active ingredient as an approved drug that is unavailable through marketing due to a drug shortage or a failure to meet the conditions of the approved marketing application. 
Treatment IND or Treatment Protocol. This mechanism allows an investigational drug to be used for widespread treatment use, usually after much of the formal drug development process has been completed. 
Group C Treatment IND. Group C drugs are Phase III cancer drugs that have shown evidence of reproducible efficacy. These drugs are distributed by the National Institutes of Health (NIH) under National Cancer Institute (NCI) protocols. Treatment is a primary objective, but safety and effectiveness data are still collected. FDA generally grants a waiver from the IRB review requirements. This mechanism is seldom encountered by the UW IRB because almost all UW oncology protocols are managed and reviewed by the Fred Hutchinson Cancer Research Center. 
Treatment Use of a Designated Orphan Drug. The FDA has formally designated some drugs as Orphan Drugs, because they are primarily used to treat a rare disease or condition. Orphan drugs may be used for clinical treatment under the same mechanisms as investigational drugs. 
Open Label Protocol or Open Protocol IND. These protocols 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 to enable the subjects and the controls to continue to receive the benefits of the investigational drug until marketing approval is obtained from the FDA. These studies require prospective IRB review. 
Parallel Track. The FDA’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 establishing the safety and effectiveness of new drugs. It does so by providing an administrative system that expands the availability of drugs for treating AIDS/HIV. These studies require prospective IRB review. 
Devices: Expanded access mechanisms.
Single Patient Emergency Use. This refers to the emergency use of an investigational item for a single patient who is confronted with a life-threatening or serious disease or condition and there is no alternative treatment. See the INSTRUCTIONS and NOTIFICATION Emergency Use, Device for details about this mechanism. 
FDA approval: Not required. 
IRB approval: Not required, if there is insufficient time. (This is defined at the UW as situations in which the device must be used within 7 business days.)
Compassionate Use. This mechanism allows access to an investigational device for patients who do not meet the requirements for inclusion in a clinical trial but for whom the treating physician believes the device may provide a benefit in treating and/or diagnosing their serious (albeit not life-threatening) disease or condition. See INSTRUCTIONS and NOTIFICATION Compassionate Use, Device.
FDA approval: Required. This is typically approved by the FDA for individual patients but may be approved to treat a small group. 
IRB approval: IRB approval or concurrence not required. 
Treatment Use. An IDE for a clinical trial specifies the maximum number of clinical sites and the maximum number of human subjects that may be enrolled in the study. During the course of the clinical trial, if the data suggests that the device is effective, then the trial may be expanded to include additional patients with life-threatening or serious diseases or conditions. This mechanism may also be used prior to final action on the marketing application to the FDA. This is also called a Treatment IDE.
The purpose of this mechanism is to facilitate the availability of promising new devices to desperately ill patients as early in the device development process as possible, before general marketing begins, and to obtain additional data on the device’s safety and effectiveness.
Time frame: When this mechanism can be used. 
For immediately life-threatening diseases or conditions: Prior to the completion of all clinical trials, for immediately life-threatening diseases or conditions. 
For serious diseases or conditions: After all clinical trials have been completed but before the FDA has approved a marketing application. 
FDA approval: Required.
IRB approval: Required.
Continued Access. The FDA may allow continued enrollment of subjects after a clinical trial with an IDE has been completed, in order to allow access to the investigational device while the marketing application is being prepared by the sponsor or reviewed by the FDA. This is also called an Extended Investigation. 
There is significant overlap between the Treatment IDE mechanisms and the Continued Access mechanism. Both are intended to provide additional access to an unapproved device, once preliminary evidence about safety and effectiveness is available. The differences between the two mechanisms include:
The Treatment IDE can be obtained earlier in the device development process.
The Treatment IDE has a more narrow application in that it is intended to address only those patients who have an immediately life-threatening serious disease or condition whereas Continued Access may be used with any clinical investigation. 
Time frame: All pre-marketing clinical trials must be completed. The marketing application to the FDA must be under preparation by the sponsor or under review by the FDA. 
FDA approval: Required
IRB approval: Required.
Humanitarian Use Devices. Use of this special category of devices is not considered an expanded access mechanism, because the FDA has granted a type of approval for the devices. See SOP Humanitarian Use Device.
POLICY
The University of Washington requires its health care providers and its IRBs to comply with all applicable regulations of the Food and Drug Administration (FDA) when using investigational drugs, biologics, and devices for clinical purposes. 
DEFINITIONS (per FDA)
See the SOP FDA-Regulated Research for other FDA terms not defined here. 
Expanded access: The FDA has several specific mechanisms and regulations that allow use of an investigational item outside of a formal clinical trial. This is called expanded access. 
IDE: Investigational Device Exemption. An IDE application is the document submitted to the FDA for permission to conduct a clinical study using a significant risk device that is new or not approved for a given use. When the FDA approves an IDE application, it assigns an IDE number to the specific use of the device. 
IND: Investigational New Drug. An IND application is the document submitted to the FDA for permission to conduct a clinical study using a drug or biologic that is new or not approved for a given dosage, formulation, or indication. When the FDA approves an IND application, it assigns an IND number to the specific use of the item. 
Investigational: This term is used to refer to an item that is not FDA-approved for marketing in the United States, or to an item that is being evaluated for a new and not-yet-approved indication, dosage, or formulation.
Off-label use: The clinical use of an FDA-approved drug, device or biologic for a purpose or population that has not been approved by the FDA, or in a route or dose that has not been approved by the FDA. Off-label use is not regulated by the IRB or the FDA; it is subject only to any policies and procedures of the clinician’s institution.
Orphan drug: A formal designation by the FDA for drugs primarily intended to treat a rare disease or condition. See the regulations at 21 CFR 316.
Sponsor: The person, company, organization, or other entity that initiates and takes responsibility for a clinical investigation using an FDA-regulated item. The sponsor does not actually conduct the investigation unless the sponsor is a sponsor-investigator. The item is administered, dispense, or used under the immediate direction of another individual.  
The sponsor is almost always the holder of an IND or IDE when the research involves an item that the FDA considers investigational. 
RESPONSIBILITIES
Specific responsibilities for researchers, HSD staff, and the UW IRB are described throughout this document. However, the researcher responsibilities described here are limited to those associated with IRB review and approval. Researcher responsibilities to the FDA (whether as a sponsor, an investigator, or an investigator sponsor) or to a sponsor are not described. 
PROCEDURES: Clinicians
Clinicians are expected to comply with all UW Medicine policies and procedures, including any requirements to identify in advance who will pay for the investigational item and any associated tests and procedures. 
For the following types of expanded access, refer to the specific documents listed here and see this webpage. Use TEMPLATE Consent Form, Emergency or Compassionate Use for all types.
Single patient emergency use of a drug, device or biologic.
INSTRUCTIONS and NOTIFICATION Emergency Use, Drug or Biologic
INSTRUCTIONS and NOTIFICATION Emergency Use, Device
Compassionate (non-emergency) use of a device
INSTRUCTIONS and NOTIFICATION Compassionate Use, Device
For all other expanded access mechanisms
Obtain approval from the FDA, typically as a type of IND or IDE. 
Submit a standard IRB application to the Human Subjects Division, including all appropriate attachments (except as indicated in Section 6.3.2.4). 
In the Purpose section, include the information that the application is for an expanded access use. Name the type of expanded access mechanism. Attach documentation from the FDA with the FDA’s approval. 
In the Consent Process section, include a description of how you ensure that the patients have an accurate understanding of the risks, likelihood of personal benefit, and other alternatives. 
Use the standard UW consent template, adapting as needed. To ensure that all required elements of consent are included, see the WORKSHEET Consent Requirements and Waivers. 
The normally-required statement about registration of the activity at the federal ClinicalTrials.gov site should be omitted. 
Attachments that are not needed:
HIPAA Authorization form. The UW IRB assumes that you will have obtained clinical HIPAA authorization from the patients.
For advice, contact a Team Operations Lead. See the Contacts page for the Human Subjects Division. 
PROCEDURES: IRB Review 
The review requirements and procedures are generally the same as for research clinical trials.  
Review must be conducted by the full convened IRB. The expedited review process (“Minimal Risk”) cannot be used. 
See the following SOPs for details:
SOP FDA-Regulated Research
SOP IRB Review
Additional considerations
HSD staff may, at their discretion, provide the IRB members with descriptive information about the specific expanded access mechanism, its requirements, and the associated FDA process. 
The FDA expects the IRB to be sensitive to the unique issues raised by expanded access activities, including the following:
The activity is clinical care, not research.
The vulnerable nature of the patient population, who are typically seriously ill and have no other viable alternatives for treatment.
Ensuring full disclosure of risks.
Ensuring that the consent process adequately manages expectations about the possible benefits of the investigational treatment, and makes clear what is unknown about the investigational item. 
MATERIALS
INSTRUCTIONS and NOTIFICATION Compassionate Use, Device
INSTRUCTIONS and NOTIFICATION Emergency Use, Device
INSTRUCTIONS and NOTIFICATION Emergency Use, Drug or Biologic
SOP FDA-Regulated Research
SOP Humanitarian Use Device
SOP IRB Review
SOP Single Patient Expanded Access [HSD staff access only]
TEMPLATE Consent Form, Emergency or Compassionate Use
WORKSHEET Consent Requirements and Waivers
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