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PURPOSE AND APPLICABILITY

It is not required that this worksheet be completed or retained. It should be used as a tool for providing information and support for individuals assessing whether an FDA regulated study needs an IND approval from the FDA before conducting the research. Additional information can be found in the guidance on FDA Regulated Research and the SOP FDA Regulated Research.

FDA GUIDANCE

The FDA guidance, Investigational New Drug Applications (INDs) – Determining Whether Human Research Studies Can be Conducted Without an IND describes how to obtain consultation from the FDA about whether an IND is required. It also includes guidance about when an IND is required for studies involving: 
· Use of endogenous compounds
· Administration of live organisms (e.g., modified or wild-type virus) to subjects
· Dietary supplements, complementary or alternative medicines including organic materials from botanical sources

IS THE USE EXEMPT FROM THE IND REQUIREMENT?

The use of the drug for a specific research study is IND exempt and does not require IND approval from the FDA if all the criteria in any one category listed in the tables in this section are met. 

Even if the activity is IND exempt, if it meets the FDA definition of a clinical investigation involving human subjects, it must comply with the FDA’s general IRB (21 CFR 56) and consent (21 CFR 50) requirements (WORKSHEET Human Subjects Research Determination).

CATEGORY 1 – Exemption for Marketed Drugs [21 CFR 312.2(b)(1)]
	All five requirements must be met. Additional FDA guidance is noted in italicized text.

	Category 1 Requirement
	Met

	The drug is lawfully marketed in the United States.
	☐
	The research is not intended to be reported to the FDA as a well-controlled study in support of a new indication for use nor is it intended to be used to support any significant change in the drug labeling.
FDA guidance. “Certain investigator-initiated research in an academic setting has the potential to influence labeling or promotion, notwithstanding the investigator’s intent (e.g., a controlled trial with an endpoint representing improvement of a serious disease)… Similarly, certain studies of effectiveness conducted by government agencies (e.g., NIH) have the potential to influence labeling. FDA strongly encourages submission of IND submissions for these types of studies.”
	☐
	For research involving a prescription drug, it is not intended to support a significant change in the advertising of the drug. If this is not applicable because the drug is not a prescription drug, check the box.
	☐
	The research does not involve a route of administration, dose, patient population, or other factor that significantly increases the risk (or decreases the acceptability of the risk) associated with the use of the drug.
FDA guidance. This exemption was not intended to require an investigator to use the drug in exactly the same dosage form, dosage levels, and patient populations described in the marketed labeling for the product, but rather to permit changes to the lawfully marketed drug product that do not increase risks… over the risk presented by use of the product in conformance with its marking labeling. (52 Federal Register 8798 at 8801, March 19, 1987)
	☐
	The research is conducted in compliance with all of the marketing limitations described in 21 CFR 312.7, i.e., the research is not intended to promote or commercialize the drug.
	☐


CATEGORY 2 – In Vitro Diagnostic Biological Products [21 CFR 312.2(b)(2) and 21 CFR 312.160]
All requirements must be met.

	Category 2 Requirement
	Met

	The study is an investigation for an in vitro diagnostic biological product that involves one or more of the following: (1) blood grouping serum; (2) reagent red blood cells; or (3) anti-human globulin; OR
The diagnostic product is intended to be used in a diagnostic procedure that confirms diagnosis made by another, medically established, diagnostic product or procedure.
	☐
	The product will be shipped only if it is labeled as follows: “CAUTION: Contains a biological product for investigational in vitro diagnostic test only.”
	☐
	The shipper of the product will use due diligence to assure that the recipient is regularly engaged in conducting tests and that the shipment of the product will actually be used for tests in vitro.
	☐
	The shipper of the product will maintain adequate records showing the name and post office address of the expert to whom the product is shipped and the date, quantity, and batch or code mark of each shipment and delivery. Shipment records will be maintained for 2 years after the shipment and will be available for copying/verification by any properly authorized officer of employee of the FDA.
	☐
	The shipper of the product will assure the return of all unused supplies of the product from individual investigators whenever the investigation discontinues, or the investigation is terminated. This may include authorization in writing of alternative dispositions, provided this alternative does not expose humans to risks from the product, either directly or indirectly (e.g., through food producing animals) and provided that the shipper maintains records of any alternative disposition.
	☐


Category 3 – Placebos [21 CFR 312.2(b)(5)]

	Category 3 Requirement
	Met

	The investigation involves the use of a placebo but otherwise does not require an IND.
	☐


Category 4 – Bioavailability/Bioequivalence Studies [21 CFR 312.2(c); 21 CFR 320.31]
All requirements must be met.

	Category 4 Requirements
	Met

	The active ingredient is chemically identical to the active ingredient in an FDA approved drug.
	☐
	The drug is not radioactively labeled.
	☐
	The drug is not cytotoxic.
	☐
	The dose (single dose or total daily dose) does not exceed the dose specified in the labeling of the approved version of the drug.
	☐
	For multiple dose studies of an extended-release drug: a single dose study has already been completed.
	☐
	The sponsor will meet the requirements for retention of drug samples, as described in 21 CFR 320.31(d)(1).
	☐
	The sponsor (or contact research organization) will notify the FDA and all participating investigators of any serious adverse event as soon as possible but in no case later than 15 calendar days after becoming aware of its occurrence, as described in 21 CFR 320.31(d)(3).
	☐


Category 5 – Radioactive Drugs for Research Use [21 CFR 361.1]
Drugs meeting all four criteria are considered “safe and effective” and therefore IND requirements do not apply. This applies to radioactive versions of both approved and unapproved drugs.

	Category 5 Requirements
	Met

	The drug has been approved by the Radioactive Drug Research Committee as a radioactive drug for certain research uses, per the criteria described in 21 CFR 361.1(b).
	☐
	The amount of active ingredient or combination of active ingredients to be administered shall be known to not cause any clinically detectable pharmacological effects in humans.
	☐
	The amount of radioactive material to be administered shall be such that the subject receives the smallest radiation dose with which it is practical to perform the study without jeopardizing the benefits to be obtained from the study.
	☐
	The radiation dose to an adult research subject from a single study or cumulatively from a number of studies conducted within 1 year will not exceed the limits described in 21 CFR 361.1(b)(3).
	☐


Category 6 – Cold Isotopes for Research Use
The FDA has expressed in its 2013 guidance Investigational New Drug Applications (INDs) – Determining Whether Human Research Studies Can be Conducted Without an IND that it intends to exercise enforcement discretion when research using cold isotopes of unapproved drugs is conducted without an IND, provided that all of the four requirements are met. The requirements are based on the criteria in category 5 for studies using radiolabeled drugs [21 CFR 361.1].

	Category 6 Requirements
	Met

	The research is intended to obtain basic information regarding the metabolism (including kinetics, distribution, and localization) of a drug labeled with a cold isotope or regarding human physiology, pathophysiology, or biochemistry.
	☐
	The research is not intended for immediate therapeutic, diagnostic, or preventive benefit to the subject.
	☐
	The dose to be administered is known to not cause any clinically detectable pharmacological effect in humans based on clinical data from published literature or other valid human studies.
	☐
	The quality of the cold isotope meets relevant quality standards.
	☐


Category 7 – FDA Determination

	Category 7 Requirements
	Met

	The FDA has provided a documented determination that an IND is not required for the use of this drug.
	☐


RELATED MATERIALS

SOP FDA Regulated Research [access for HSD staff only]
WEBPAGE FDA-Regulated Research Guidance
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