
Investigational New Drug Application (IND) Requirement and Process

As outlined in the IND regulations (21 CFR part 312), clinical studies with investigational agents must be conducted under an IND, although a few exemptions are allowed. In general, studies investigating a drug require an IND. FDA defines a drug as an article intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease. It is important to note that the term drug is not limited to compounds intended for a therapeutic purpose; for example, the definition includes compounds administered to healthy subjects to blunt or provoke a physiologic response, or to study the mechanism of action or metabolism of a drug. In addition, a dietary supplement or botanical product is considered a drug if is being investigated in this manner. 

The strategy for IND filing of consortia studies will be addressed during protocol development. NCI, DCP generally acts as the IND sponsor for cancer prevention clinical trials supported through the consortia program, although a pharmaceutical company or investigator may also serve as sponsor in rare cases. The general responsibilities of an IND sponsor include selecting qualified investigators, providing them with the information needed to conduct a trial properly, ensuring proper monitoring, ensuring that the trial is conducted in accordance with the general investigational plan and protocol(s) contained in the IND, maintaining an effective IND, and ensuring that FDA and all participating investigators are promptly informed of significant new adverse effects or risks with respect to the drug. Sponsor and investigator responsibilities are each described in 21 CFR Part 312, Subpart D. (http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=312&showFR=1&subpartNode=21:5.0.1.1.3.4). 
Under certain circumstances, however, a study may be exempt from the IND requirement. The regulations describe three categories of clinical investigations that, provided specific criteria are met, are exempt from IND requirements:
· Certain research involving approved drug products. (Among other criteria for exemption, these investigations must 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 product.) 

· Certain bioavailability/bioequivalence studies using unapproved versions of approved drug products. 

· Certain research uses of radioactive drugs. 
Whether the IND regulations apply to a planned clinical investigation does not depend on whether the intent of the clinical investigation is commercial or noncommercial. Research studies with noncommercial intent, including studies conducted by government agencies such as NIH, require an IND unless all exemption criteria are met.

The criteria for exemption from IND requirements are outlined in more detail in the October 2010 draft FDA Guidance for Industry entitled, Investigational New Drug Applications (INDs)— Determining Whether Human Research Studies Can Be Conducted Without an IND. (http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM229175.pdf) 
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