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Can research without an IND involving a drug, supplement, food, or infant formula be approved?1,2,3
One of the following categories must be met
Footnotes
1. In this checklist, "research" means <Research as Defined by FDA> involving <Human Subjects as Defined by FDA>, and "subject" means <Human Subject as Defined by FDA>.
2. Drug means an article that is: FDC Sec. 201(g)
(1) Recognized by the FDA as an approved drug;
(2) Intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease; or
(3) Not a food or dietary supplement but is intended to affect the structure or any function of the body.
3. 21 CFR §312
4. Investigator brochures are not sufficient for documentation because they are not protocol-specific. Sponsor investigators require documentation from the FDA.
5. 21 CFR §312(b)(1)
6. Additional FDA criteria for sponsors:
• The investigation is not intended to be reported to FDA as a well-controlled study in support of a new indication for use nor intended to be used to support any other significant change in the labeling for the drug.
• The investigation is not intended to support a significant change in the advertising for the product.
• The sponsor or person acting on behalf of a sponsor will not represent the drug as safe or effective for the purposes for which it is under investigation, or promote, commercially distribute, or test market the drug.
7. Review the package insert to determine the use of the drug is consistent with the package insert in all respects except the indications for use.
8. See FDA Database of GRAS Substances
9. 21 CFR §1271.10
10. Human cells, tissues, or cellular or tissue-based products (HCT/Ps) means articles containing or consisting of human cells or tissues that are intended for implantation, transplantation, infusion, or transfer into a human recipient. Examples of HCT/Ps include, but are not limited to, bone, ligament, skin, dura mater, heart valve, cornea, hematopoietic stem/progenitor cells derived from peripheral and cord blood, manipulated autologous chondrocytes, epithelial cells on a synthetic matrix, and semen or other reproductive tissue. The following articles are not considered HCT/Ps:
• Vascularized human organs for transplantation;
• Whole blood or blood components or blood derivative products subject to listing under parts 607 and 207 of this chapter, respectively;
• Secreted or extracted human products, such as milk, collagen, and cell factors; except that semen is considered an HCT/P;
• Minimally manipulated bone marrow for homologous use and not combined with another article (except for water, crystalloids, or a sterilizing, preserving, or storage agent, if the addition of the agent does not raise new clinical safety concerns with respect to the bone marrow);
• Ancillary products used in the manufacture of HCT/P;
• Cells, tissues, and organs derived from animals other than humans; and
• In vitro diagnostic products as defined in 809.3(a) of this chapter.
• Blood vessels recovered with an organ, as defined in 42 CFR 121.2, that are intended for use in organ transplantation and labeled "For use in organ transplantation only."
11. Additional FDA criterion for sponsors: The manufacturer must comply with the other requirements in 21 CFR §1271.
12. Minimal manipulation means:
• For structural tissue, processing that does not alter the original relevant characteristics of the tissue relating to the tissue's utility for reconstruction, repair, or replacement; and
• For cells or non-structural tissues, processing that does not alter the relevant biological characteristics of cells or tissues.
13. Homologous use means the repair, reconstruction, replacement, or supplementation of a recipient's cells or tissues with an HCT/P that performs the same basic function or functions in the recipient as in the donor. The limitation to homologous use should be reflected by the labeling, advertising, or other indications of the manufacturer's objective intent.
14. 21 CFR §312.2(b)(2)
15. 21 CFR §361.1
16. 21 CFR §312.2(b)(5)
17. Guidance for Clinical Investigators, Sponsors, and IRBs: Investigational New Drug Applications (INDs) — Determining Whether Human Research Studies Can Be Conducted Without an IND
18. 21 CFR §320.31
19. 21 CFR §312.120(a)
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