
      
 
 
A clinician may prescribe a drug for uses that are not FDA approved (“off-label”) outside of a research study 
and/or protocol on a case-by-case basis which is usually based on some degree of published evidence and/or 
practice experience from the clinician. If the clinician is developing a clinical protocol to standardize care (improve 
quality) in their practice but has no research intentions (i.e., systematic investigation with intent to 
produce generalizable knowledge), IRB oversight is not necessary. 
 
If a clinician wants to evaluate the “off-label” use of a drug in a retrospective manner to answer a research 
question (e.g., a chart review study that is looking at the effects of a drug that s/he prescribed, etc.), this, too, can 
most likely move forward through the normal IRB channels. (Likely, it will be expedited if the clinician is working 
with coded data.) Since use of the drug has already occurred, the major risk during a retrospective study, from the 
IRB’s perspective, is confidentiality and the protection of privacy for the study participants.  
 
When the drug is being used prospectively in a research protocol in a non-FDA approved manner (generally 
an interventional study), an Investigational New Drug (IND) application may be needed (21 CFR 312.2) 
(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplicati
ons/InvestigationalNewDrugINDApplication/default.htm). 
 
The following comes from an FDA guidance document on IND exemptions for cancer drugs (but most of the 
explanations of the CFR are also applicable to non-oncology studies) 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM071717.pdf). 
 
Regulations in § 312.2(b)(1) provide for the exemption of some studies for some drugs from IND regulations if 
the studies meet the following six criteria:  
 

(1) The study is not intended to support FDA approval of a new indication or a significant change in the 
product labeling. 

(2) The study is not intended to support a significant change in the advertising for the product. 
(3) The investigation does not involve a route of administration or dosage level or use in a patient population 

or other factor that significantly increases the risks (or decreases the acceptability of the risks) associated 
with the use of the drug product. 

(4) The study is conducted in compliance with institutional review board (IRB) and informed consent 
regulations set forth in parts 56 and 50 (21 CFR, Parts 56 and 50). 

(5) The study is conducted in compliance with § 312.7 (promotion and charging for investigational drugs). 
(6)  The study does not intend to invoke 21 CFR 50.24 (exemption from informed consent for emergencies). 

All six of these criteria must be met in order to be considered “exempt” from requirements to obtain an IND. (3) 
above tends to be the most contentious as there is some degree of subjectivity with regard to what 
constitutes, “significantly increases the risks.”   
 
The clinician needs to consider what way s/he is interested in looking at the off-label use of the drug. If her/his 
intention is to establish a new protocol, it will require a higher level of scrutiny and places the clinician (and the 
client) at a greater risk if there are difficulties; but, if the drug is being used clinically (and legitimately) for a non-
FDA approval purpose, the clinician could continue to prescribe as usual and then do an assessment of her/his 
data retrospectively. The IRB needs the clinician to provide an idea of where s/he is on this type of protocol 
development. 
 
The IRB is happy to review (and may need to obtain some outside expertise) should the clinician come to this 
conclusion. 
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