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Abuse-Deterrent Opioids Guidance Clarifies Intellectual Property Issues, 
But Leaves Some Questions Unanswered

On January 9, 2013, the U.S. Food and Drug Administration issued its much 
anticipated draft guidance document to assist industry in developing new 
formulations of opioid drugs with abuse-deterrent properties.  The document 
“Guidance for Industry: Abuse-Deterrent Opioids – Evaluation and Labeling” 
(“Guidance”)1  explains FDA’s current thinking about the studies that should 
be conducted to demonstrate that a given formulation has abuse-deterrent 
properties, how those studies will be evaluated by the agency, and what 
labeling claims may be approved based on the results of those studies.  

This article discusses the work that FDA will require to secure an “abuse 
resistant” claim in an opioid product’s label, and the benefits that should 
accrue to companies with well-planned intellectual property (“IP”) strategies.

FDA’s Three Categories of Studies

A theme that permeates the Guidance is FDA’s belief that most abuse-
resistant technologies will do nothing to stop the most common form of 
abuse – swallowing a number of intact pills or tablets to achieve a feeling of 
euphoria.  Possibly because of this belief, FDA has set a relatively high bar for 
drug companies seeking to highlight a product’s abuse-resistant properties 
in their labels.  According to the Guidance, FDA will typically require three 
different categories of pre-market studies before allowing labeling that 
discusses the abuse-resistant properties of the formulation:

	 •		Laboratory-based	in	vitro	manipulation	and	extraction	studies		  
    (Category 1)
	 •		Pharmacokinetic	studies	(Category	2)
	 •		Clinical	abuse	potential	studies	(Category	3)

According to FDA, data from each of these categories are important “to obtain 
a full and scientifically rigorous understanding of the impact of a technology 
or technologies on a product’s abuse potential.”  However, it remains to be 
seen exactly what type of study will satisfy FDA’s requirement, particularly 
a study in Category 3 (clinical abuse potential studies).  The agency states 
that “the preferred design is a randomized, double-blind, placebo-controlled 
and positive comparator controlled crossover study … conducted in a drug-
1 http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/

Guidances/UCM334743.pdf

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM334743.pdf
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM334743.pdf
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experienced abuser population.” However, FDA also acknowledges that “the technologies involved and the 
analytical, clinical, and statistical methods for evaluating those technologies are rapidly evolving … which 
means that FDA will take a flexible, adaptive approach to the evaluation and labeling of potentially abuse-
deterrent products.”

FDA has obviously set a high hurdle with the studies it is demanding; the challenge for the drug developer 
will be designing a set of studies that satisfies the agency’s expectations.

 
Intellectual Property Implications

For companies that meet FDA’s expectations the potential IP implications are significant.  While the 
Guidance does not specifically call out any IP implications, they can be expected to flow from the same 
labeling requirement that generic drugs must follow.  As stated in section 505(j) of the Federal Food Drug 
and Cosmetic Action (“FD&C Act”), an application for a generic drug product (i.e., an abbreviated new drug 
application) must include “information to show that the labeling proposed for the new drug is the same as 
the labeling approved for” a reference listed drug (“RLD”).  Under its regulations at 21 C.F.R. § 314.127(a)(7), 
FDA allows a generic applicant to carve-out information from the RLD’s labeling that is protected by IP, but 
only if the carve-out does not render the drug less safe or effective for its intended use.

While we have never seen the perfect test case, this language seems to us to require that the generic drug 
include all three categories of abuse-resistant studies in its label, as long as those studies are reported in 
the label for the RLD.  FDA’s Ultram® decision2  presents a nice contrast. In that decision FDA denied Ortho 
McNeil’s Citizen Petition asking that generics not be allowed to carve out its patented titration dosing 
regimen from their labels because clinical studies did not establish that the dosing regimen rendered 
the product any safer or more effective.  The situation for abuse-resistance labeling seems to be exactly 
the opposite; we don’t see how FDA could allow a carve-out of the RLD’s abuse-resistance studies when 
FDA required the studies in its Guidance, and the very purpose for conducting the studies is to render the 
product safer.  If FDA responds differently than we are predicting, and allows a label carve-out, the company 
with the RLD product could submit a Citizen Petition, bring a lawsuit, or both, to argue that FDA cannot 
approve an ANDA where the labeling is not the same as the RLD product.

In the context of patent-protected abuse-resistance technologies, this is significant because every abuse-
resistance technology will likely produce different effects.  It would be irrational for FDA to allow a generic 
manufacturer to copy the manipulation and extraction studies reported in the RLD label, or the clinical-
abuse potential studies reported in the RLD label, if the generic product does not contain the same abuse-
resistance technology as the RLD.  Under these circumstances, even a narrow formulation patent that claims 
the abuse-resistance technology could prevent generic competition, because that narrow formulation 
patent could prevent a generic manufacturer from replicating the data needed to present the same label as 

2 http://www.regulations.gov/#!documentDetail;D=FDA-2002-P-0003-0002

http://www.regulations.gov/#!documentDetail;D=FDA-2002-P-0003-0002
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the RLD to FDA.

Even after the Guidance, numerous questions remain.  For example, it is unclear whether FDA will deviate 
from its current practices and give generic competitors more flexibility when drafting their labels for abuse-
deterrent opioids.  Questions also remain as to how FDA would respond if presented a label by a generic 
manufacturer that recited the same studies contained in an RLD label, using a different abuse-resistance 
technology.  However, we seem to be much closer to having those questions answered now that FDA has 
defined the approval and labeling requirements for abuse-deterrent opioids in its January 2013 Guidance 
document.


