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SUMMARY

New Drug Application (NDA) 208090 for Xtampza ER, an extended-release, abuse-deterrent 
(AD) oxycodone formulation for “the management of pain severe enough to require daily, 
around-the-clock, long-term opioid treatment and for which alternative treatment options are 
inadequate,” was approved on April 26, 2016.1 To support approval of NDA 208090 under the 
pathway described in section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FD&C 
Act), the applicant, Collegium Pharmaceutical, Inc. (Collegium), relied upon the Agency’s 
finding of safety and efficacy for OxyContin (oxycodone hydrochloride (HCl), controlled-release 
tablets) (NDA 022272), and also submitted data from its own clinical investigations, including
an efficacy trial (CP-OXYDET-08)2 and a human abuse liability (HAL) study (CP-OXYDET-
21) assessing deterrence of intranasal abuse. These two studies were found to be new clinical 
investigations essential for approval of the Xtampza ER NDA.3 Based on these studies, the 
Agency subsequently recognized that Xtampza ER was eligible for 3-year exclusivity, and 
denoted this exclusivity in the Approved Drug Products with Therapeutic Equivalence 
Evaluations (Orange Book) with an “NP” (New Product) exclusivity code.  This exclusivity 
expires on April 26, 2019.

                                                           
1 The term “initial approval” will be used to refer to this date in this memorandum.
2 Because this efficacy study (CP-OXYDET-08) demonstrated efficacy for Xtampza ER as an extended-release 
product for a chronic pain indication, and RoxyBond is an immediate-release product seeking approval of an acute 
pain indication, any exclusivity derived from this study demonstrating efficacy would not block the approval of 
RoxyBond. Accordingly, we will not further discuss this study in this memorandum.
3 See Exclusivity Summary at 5.  Note that the Exclusivity Summary also listed CP-OXYDET-24, a HAL study 
assessing deterrence of abuse by the oral route as a study upon which exclusivity could be based.  That study, 
however, did not support an oral abuse deterrence claim in the labeling of Xtampza ER at the time of initial 
approval, and therefore was not essential to the initial approval of Xtampza ER.  Thus, this study will not be 
addressed in this memorandum. 
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In light of a pending application for RoxyBond immediate-release (IR) Tablets (NDA 209777)
(RoxyBond), an oxycodone HCl tablet product with AD claims in the proposed labeling,4 the 
Exclusivity Board (Board) in the Center for Drug Evaluation and Research (CDER) is assessing
the scope of 3-year exclusivity for Xtampza ER based on study CP-OXYDET-21, an intranasal 
HAL study. As described below, Xtampza ER’s exclusivity derived from this study must be 
assessed in light of a previously approved drug sharing the same active moiety, OxyContin, 
which FDA approved with labeling describing the expected reduction of abuse via the intranasal 
route due to physicochemical properties. The Board, in consultation with CDER’s Division of 
Anesthesia, Analgesia, and Addiction Products (DAAAP or Division) and other components of 
FDA, concludes that Xtampza ER’s exclusivity based on study CP-OXYDET-21 covers the 
specific formulation of Xtampza ER associated with its intranasal AD properties. Because 
RoxyBond’s formulation associated with its intranasal AD properties is different from that of 
Xtampza ER, it does not share any exclusivity-protected conditions of approval of Xtampza ER.  
The Board thus recommends that 3-year exclusivity of Xtampza ER should not block approval of 
RoxyBond.

A discussion of the Board’s rationale follows.  

I. LEGAL AND REGULATORY BACKGROUND

A. Drug Approval Pathways Under the FD&C Act

Section 505 of the FD&C Act establishes approval pathways for three categories of drug 
applications:  (1) 505(b)(1) NDAs, (2) 505(b)(2) NDAs, and (3) 505(j) abbreviated new drug 
applications (ANDAs).  Because Xtampza ER is a 505(b)(2) application, the remaining 
discussion will focus primarily on the 505(b)(2) pathway. 

1. 505(b)(1) NDAs:  Stand-Alone Approval Pathway

Section 505(b)(1) of the FD&C Act requires that an application contain, among other things, 
“full reports of investigations” to show that the drug for which the applicant is seeking approval 
is safe and effective.5 NDAs that are supported entirely by investigations either conducted by 
the applicant or to which the applicant has a right of reference are referred to as 505(b)(1) NDAs
or stand-alone NDAs.

FDA will approve a 505(b)(1) NDA if it finds that the information and data provided by the 
applicant demonstrate that the drug product is safe and effective for the conditions prescribed, 

                                                           
4 The NDA for RoxyBond (oxycodone HCl), IR tablets (5, 15, or 30 mg oxycodone HCl) was submitted on 
December 29, 2013.  Xtampza ER contains oxycodone base as the active ingredient, whereas OxyContin and 
RoxyBond contain oxycodone HCl as the active ingredient.  However, Xtampza ER, OxyContin, and RoxyBond
share the same active moiety—oxycodone. For the purposes of this memorandum, the term “oxycodone” refers to 
the active moiety.
5 See section 505(b)(1)(A) of the FD&C Act.  A 505(b)(1) NDA must also include: a full list of the articles used
as components of the proposed drug product; a full statement of the composition of such drug; a full description
of the methods used in, and the facilities and controls used for, the manufacture, processing, and packing of
such drug; samples of the drug as necessary; proposed labeling for the drug; and pediatric assessments. Id.
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recommended, or suggested in the proposed labeling, and it meets other applicable 
requirements.6

2. 505(b)(2) NDAs and ANDAs:  Abbreviated Pathways

The Drug Price Competition and Patent Term Restoration Act of 1984 (Hatch-Waxman 
Amendments)7 amended the FD&C Act to add section 505(b)(2) and 505(j) as well as other 
conforming amendments.  These provisions describe abbreviated pathways for 505(b)(2) NDAs 
and ANDAs, respectively.8 The Hatch-Waxman Amendments reflect Congress’s efforts to 
balance the need to “make available more low cost generic drugs by establishing a generic drug 
approval procedure” with new incentives for drug development in the form of exclusivity and 
patent term extensions.9 These pathways permit sponsors to rely on what is already known about 
the previously approved drug, which both allows for a speedier market entry than would be 
possible with a full, stand-alone 505(b)(1) NDA and leads to increased competition.10

Like a stand-alone NDA, a 505(b)(2) NDA is submitted under section 505(b)(1) of the FD&C 
Act and approved under section 505(c) of the FD&C Act.  A 505(b)(2) NDA must meet both the 
“full reports” requirement in section 505(b)(1)(A) and the same safety and effectiveness standard 
as a stand-alone NDA.  Unlike a stand-alone NDA though, in a 505(b)(2) NDA, some or all of 
the safety and/or effectiveness information relied upon for approval comes from investigations 
not conducted by or for the applicant and for which the applicant has not obtained a right of 
reference or use.11 Thus, the difference between a 505(b)(2) NDA and a stand-alone NDA is the 
source of the information relied on for approval.  Whereas a stand-alone NDA is supported 
entirely by studies that the sponsor owns or to which it has a right of reference, the 505(b)(2) 
applicant may rely on sources such as: its own studies; published reports of studies to which the 
applicant has no right of reference; the Agency’s findings of safety and/or effectiveness for one 
or more previously approved drugs; or a combination of these and other sources to support 
approval.12

                                                           
6 See, e.g., section 505(b)(1), 505(c) and 505(d) of the FD&C Act and 21 CFR part 314.
7 Public Law 98-417 (1984).
8 Section 505(j) of the FD&C Act generally requires that an applicant for an ANDA demonstrate that its product is 
bioequivalent to the listed drug it references (RLD) and is the same as the RLD with respect to active ingredient(s), 
dosage form, route of administration, strength, previously-approved conditions of use, and, with certain exceptions, 
labeling.  As the pending matter involves only 505(b)(2) NDAs, it is not necessary to discuss the ANDA pathway 
here.   
9 See House Report No. 98-857, part 1, at 14-15 (1984), reprinted in 1984 U.S.C.C.A.N. 2647 at 2647-2648.
10 See Eli Lilly & Co. v. Medtronic, Inc., 496 U.S. 661, 676 (1990); see also Bristol-Meyers Squibb Co. and E.R. 
Squibb & Sons, Inc. v. Royce Labs., Inc., 69 F.3d 1130, 1132-34 (Fed. Cir. 1995).
11 Section 505(b)(2) of the FD&C Act provides for approval of an application:

for a drug for which the [safety and efficacy investigations] . . . relied upon by the applicant for 
approval of the application were not conducted by or for the applicant and for which the applicant 
has not obtained a right of reference or use from the person by or for whom the investigations 
were conducted . . . .

See 21 CFR 314.3(b) (defining right of reference or use).
12 See Letter from Janet Woodcock, M.D., Director, CDER, FDA, to Katherine M. Sanzo, Esq., Lawrence S. 
Ganslaw, Esq., Morgan, Lewis & Bockius LLP; Jeffrey B. Chasnow, Esq., Pfizer Inc.; Stephan E. Lawton, Esq., 
Gillian R. Woollett, Ph.D., Vice President Regulatory Affairs, Biotechnology Industry Organization; William R. 
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A 505(b)(2) application can be submitted for either a change to a previously approved drug or for 
a new chemical entity (NCE),13 and, in some instances, may describe a drug product with 
substantial differences from a listed drug.14 When a 505(b)(2) applicant seeks to rely on a 
finding of safety and effectiveness for a previously approved drug product, the applicant must 
establish that its basis for relying on a previous approval is scientifically justified.  A 505(b)(2) 
applicant can bridge15 its proposed product to the previously approved product by submitting, for 
example, studies that measure the relative bioavailability (BA)16 of the two products, or other 
appropriate scientific information.  

FDA has described its interpretation of section 505(b)(2) of the FD&C Act in a series of public 
statements and proceedings beginning in 1987, including the 1989-1994 Hatch-Waxman 
rulemaking process, the 505(b)(2) Draft Guidance, and previous citizen petition responses.17

FDA’s interpretation of section 505(b)(2) is intended to permit a sponsor to rely to the greatest 
extent possible under the law on what is already known about a drug.  FDA’s interpretation of 
section 505(b)(2) avoids requiring drug sponsors to conduct and submit studies that are not 
scientifically necessary.  The conduct and review of duplicative studies would (1) divert industry 
resources that could be used to undertake innovative research, (2) increase drug costs, (3) strain 
FDA review resources, and (4) slow the process for drug approval, with no corresponding benefit 
to the public health.  In addition, the conduct of duplicative studies may raise ethical concerns 
because it could subject human beings and animals to medically or scientifically unnecessary 
testing.  The 505(b)(2) pathway permits sponsors and the Agency to target drug development 
resources to studies needed to support the proposed difference or innovation from the drug on 
which the 505(b)(2) application seeks to rely.18

                                                                                                                                                                                           
Rakoczy, Esq., Lord, Bissell & Brook LLP (Oct. 14, 2003) (originally assigned Docket Nos. 2001P-0323/CP1 & 
C5, 2002P-0447/CP1, and 2003P-0408/CP1 and changed to Docket Nos. FDA-2001-P-0369, FDA-2002-P-0390, 
and FDA-2003-P-0274, respectively, as a result of FDA’s transition to Regulations.gov) (505(b)(2) Citizen Petition 
Response).
13 See 21 CFR 314.108(a) (defining new chemical entity).  
14 In October 1999, the Agency issued a draft guidance for industry entitled “Applications Covered by Section 
505(b)(2)” (505(b)(2) Draft Guidance) which states that “[a] 505(b)(2) application may be submitted for an NCE 
when some part of the data necessary for approval is derived from studies not conducted by or for the applicant and 
to which the applicant has not obtained a right of reference.” 505(b)(2) Draft Guidance at 3, available at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default htm.
15 The “bridge” in a 505(b)(2) application is information to demonstrate sufficient similarity between the proposed 
product and the listed drug, or between the proposed product and a product described in published literature, to 
justify reliance scientifically on certain existing information for approval of the 505(b)(2) NDA.  
16 Bioavailability data provide an estimate of the amount of the drug absorbed, as well as provide information related 
to the pharmacokinetics (PK) of the drug.  See, e.g., FDA’s Guidance for Industry: “Bioavailability and 
Bioequivalence Studies Submitted in NDAs or INDs — General Considerations” (March 2014) (BA/BE NDA/IND 
Guidance), at 3.
17 See, e.g., 505(b)(2) Citizen Petition Response and Letter from Steven K. Galson, M.D., M.P.H., Director, CDER, 
FDA, to Kathleen M. Sanzo, Esq., Morgan, Lewis & Bockius LLP; Stephan E. Lawton, Esq., Biotechnology 
Industry Organization; Stephen G. Juelsgaard, Esq., Genentech (May 30, 2006) (originally assigned Docket Nos. 
2004P-0231/CP1 and SUP1, 2003P-0176/CP1 and EMC1, 2004P-0171/CP1, and 2004N-0355 and changed to 
Docket Nos. FDA-2004-P-0339, FDA-2003-P-0003, FDA-2004-P-0214, and FDA-2004-N-0059, respectively, as a 
result of FDA’s transition to Regulations.gov) (2006 Citizen Petition Response).
18 21 CFR 314.54(a) states that a 505(b)(2) application “need contain only that information needed to support the 
modification(s) of the listed drug.”
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B. Three-Year Exclusivity Under the FD&C Act

1. General Framework

An application for a drug containing a previously approved active moiety (including a 505(b)(2) 
application) is generally eligible for 3 years of exclusivity if the statutory and regulatory 
standards are satisfied.  The statute and regulations for 3-year exclusivity describe which original 
NDAs and supplements are eligible for 3-year exclusivity and which are barred or blocked from 
approval by that exclusivity.  

For NDAs, section 505(c)(3)(E)(iii) of the FD&C Act states:  

If an application submitted under subsection (b) [of this section] for a drug, 
which includes an active ingredient (including any ester or salt of the active 
ingredient) that has been approved in another application approved under 
subsection (b) [of this section], is approved after [September 24, 1984,] and if 
such application contains reports of new clinical investigations (other than 
bioavailability studies) essential to the approval of the application and conducted 
or sponsored by the applicant, the Secretary may not make the approval of an 
application submitted under subsection (b) [of this section] for the conditions of 
approval of such drug in the approved subsection (b) application effective before 
the expiration of three years from the date of the approval of the application under 
subsection (b) [of this section] if the investigations described in clause (A) of 
subsection (b)(1) [of this section] and relied upon by the applicant for approval of 
the application were not conducted by or for the applicant and if the applicant has 
not obtained a right of reference or use from the person by or for whom the 
investigations were conducted.19

The first clause (italicized) in section 505(c)(3)(E)(iii) of the FD&C Act, often referred to as the 
eligibility clause, describes the applications eligible for 3-year exclusivity.  FDA has interpreted 
the term “active ingredient” in the phrase “active ingredient (including any ester or salt of the 
active ingredient)” to mean active moiety.  Under the eligibility clause in section 
505(c)(3)(E)(iii), applications for single-entity drugs that are not eligible for 5-year NCE 
exclusivity (because they contain an active moiety “that has been approved in another 
application”)20 are eligible for 3-year exclusivity if they include new clinical investigations 
(other than bioavailability studies), essential to approval of the application, that were conducted 
or sponsored by or on behalf of the applicant.  FDA’s implementing regulations interpret certain 
aspects of the statutory language regarding 3-year exclusivity.  Among other things, they define 

                                                           
19 See Section 505(c)(3)(E)(iii) of the FD&C Act (emphasis added); see also 21 CFR 314.108(b)(4)(iv).
20 The longest and most protective period of exclusivity provided under the Hatch-Waxman Amendments is 5-year 
NCE exclusivity.  See section 505(c)(3)(E)(ii) and 505(j)(5)(F)(ii) of the FD&C Act.  A 5-year exclusivity period is 
provided for a drug “no active ingredient (including any ester or salt of the active ingredient) of which has been 
approved in any other application under [section 505(b)].” For single-entity drugs, this exclusivity generally has 
been interpreted to prevent an applicant from submitting a 505(b)(2) NDA or ANDA for a drug that contains the 
active moiety approved in the protected drug for a 5-year period from the date of approval of the protected drug.  
Five-year NCE exclusivity does not block submission or review of stand-alone 505(b)(1) NDAs.
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the terms clinical investigation,21 new clinical investigation,22 essential to approval,23 and 
conducted or sponsored by the applicant.24

The second clause in section 505(c)(3)(E)(iii) of the FD&C Act (underlined), often referred to as 
the bar clause, describes which 505(b)(2) NDAs will be barred or blocked from approval by the 
3-year exclusivity and thus describes the scope of 3-year exclusivity.  The Agency’s 
interpretation of the bar clause and thus a determination of the scope of 3-year exclusivity under 
section 505(c)(3)(E)(iii) involves two steps.  One step of the scope inquiry focuses on the drug at 
issue.  The phrase “such drug in the approved subsection (b) application” in the bar clause refers
to the earlier use of the term “drug” in the eligibility clause.  The term “drug” in the eligibility 
clause refers to “a drug, which includes an active ingredient (including any ester or salt of the 
active ingredient) that has been approved in another application,” that is, the drug which includes 
a previously approved active moiety.  Thus, for a single-entity drug to be potentially barred by 3-
year exclusivity for another single-entity drug, the drug must contain the same active moiety as 
the drug with 3-year exclusivity.  

The second step of the scope inquiry focuses on the scope of the new clinical investigations 
essential to approval conducted or sponsored by the applicant.  Under this aspect of the inquiry, 
the scope of the new clinical investigations essential to approval conducted or sponsored by the 
applicant determines the “conditions of approval” for which certain subsequent applications are 
barred. 

Although neither the statute nor the regulations defines the phrase conditions of approval for 
purposes of determining the scope of 3-year exclusivity,25 the preamble to FDA’s proposed rule 
governing exclusivity (1989 Proposed Rule)26 provides the Agency’s interpretation.  It makes 
clear FDA’s view that 3-year exclusivity covers the innovative change that is supported by the 
new clinical investigations:  

Exclusivity provides the holder of an approved new drug application limited 
protection from new competition in the marketplace for the innovation 
represented by its approved drug product.  Thus, if the innovation relates to a new 
active moiety or ingredient, then exclusivity protects the pioneer drug product 

                                                           
21 “Clinical investigation” is defined as “any experiment other than a bioavailability study in which a drug is 
administered or dispensed to, or used on, human subjects.” 21 CFR 314.108(a).
22 “New clinical investigation” is defined, in relevant part, as “an investigation in humans the results of which have 
not been relied on by FDA to demonstrate substantial evidence of effectiveness of a previously approved drug 
product for any indication or of safety for a new patient population and do not duplicate the results of another 
investigation that was relied on by the agency to demonstrate the effectiveness or safety in a new patient population 
of a previously approved drug product.”  21 CFR 314.108(a).
23 “Essential to approval” means “with regard to an investigation, that there are no other data available that could 
support approval of the NDA.” 21 CFR 314.108(a).
24 “Conducted or sponsored by the applicant” is defined, in relevant part, as “that before or during the investigation, 
the applicant was named in Form FDA-1571 filed with FDA as the sponsor of the investigational new drug 
application under which the investigation was conducted, or the applicant or the applicant’s predecessor in interest, 
provided substantial support for the investigation.” 21 CFR 314.108(a).
25 21 CFR 314.108(a) and 314.108(b)(4)(iv).
26 See generally, Abbreviated New Drug Application Regulations, 54 FR 28872 (July 10, 1989) (1989 Proposed 
Rule).
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from other competition from products containing that moiety or ingredient. If the 
innovation is a new dosage form or route of administration, then exclusivity 
protects only that aspect of the drug product, but not the active ingredients.  If the 
innovation is a new use, then exclusivity protects only that labeling claim and not 
the active ingredients, dosage form, or route of administration.27

FDA thus interprets the scope of exclusivity to be related to the scope of the underlying new 
clinical investigations that were essential to the approval.  Exclusivity does not extend beyond 
the scope of the approval and does not cover aspects of the drug product for which new clinical 
investigations were not essential.  Courts have upheld FDA’s view of the relationship between 
new clinical investigations that were essential to the approval and the scope of 3-year 
exclusivity.28

Thus, in the case of an application submitted for a single-entity drug that contains a single active 
moiety that has been previously approved (a non-NCE), if the application contains reports of 
new clinical investigations essential to approval of the application that were conducted or
sponsored by or for the applicant, section 505(c)(3)(E)(iii) bars FDA from approving a 505(b)(2) 
NDA for such drug (i.e., another single-entity drug containing that active moiety) for the 
exclusivity-protected conditions of approval for a period of 3 years.  This exclusivity, however, 
does not bar FDA from approving a 505(b)(2) NDA for a drug containing a different active 
moiety.  Neither does it block a 505(b)(2) NDA that does not otherwise seek approval for the 
exclusivity-protected conditions of approval (i.e., the conditions of approval for which new 
clinical investigations were essential).

For supplements to approved NDAs, section 505(c)(3)(E)(iv) of the FD&C Act states:

If a supplement to an application approved under subsection (b) [of this section] is 
approved after [September 24, 1984,] and the supplement contains reports of new 
clinical investigations (other than bioavailabilty [sic] studies) essential to the approval of 
the supplement and conducted or sponsored by the person submitting the supplement, the 
Secretary may not make the approval of an application submitted under subsection (b) [of 
this section] for a change approved in the supplement effective before the expiration of 
three years from the date of the approval of the supplement under subsection (b) [of this 
section] . . . . [(emphasis added)].

                                                           
27 1989 Proposed Rule at 28896-97.
28 Veloxis Pharms, Inc. v. U.S. Food & Drug Admin., 109 F. Supp. 3d 104, at 115-24 (D.D.C. 2015); Zeneca Inc. v. 
Shalala, No. CIV.A. WMN-99-307, 1999 WL 728104, at *12 (D. Md. Aug. 11, 1999) aff'd, 213 F.3d 161 (4th Cir. 
2000) (“The exclusivity extends only to the ‘change approved in the supplement’”); AstraZeneca Pharm. LP v. Food 
& Drug Admin., 872 F. Supp. 2d 60, 79 (D.D.C. 2012) aff'd, 713 F.3d 1134 (D.C. Cir. 2013) (“[T]he Court 
concludes that 21 U.S.C. § 355(j)(5)(F)(iv) is ambiguous.  The FDA has reasonably interpreted and applied the 
applicable statute . . .”).  Although the latter two cases involved the parallel statutory provision for ANDAs, rather 
than the provision at issue here (i.e., section 505(c)(3)(E)(iii)), the provision pertaining to ANDAs interpreted by the 
courts includes the same language regarding the scope of 3-year exclusivity.  The courts upheld as reasonable 
FDA’s interpretation of the relationship between the scope of clinical studies that earned exclusivity, the change in 
the product that resulted, and the scope of the exclusivity earned.  
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Although the statute and regulations use different words to describe 3-year exclusivity for an 
original NDA and a supplement to an NDA, FDA has taken a consistent approach to both types 
of applications in determining eligibility for 3-year exclusivity and scope of exclusivity.  The 
eligibility clause in section 505(c)(3)(E)(iv) (italicized) corresponds to the eligibility clause in 
section 505(c)(3)(E)(iii) of the FD&C Act, except, among other things, in section 
505(c)(3)(E)(iv), the word “supplement” is substituted for the word “application” in section 
505(c)(3)(E)(iii).  As with an original NDA, a supplement may be eligible for 3-year exclusivity 
if it contains reports of new clinical investigations (other than bioavailability studies) essential to 
approval of the supplement that were conducted or sponsored by the applicant submitting the 
supplement.29

The bar clause of section 505(c)(3)(E)(iv) (underlined) describes 3-year exclusivity as blocking 
approval of a 505(b)(2) application for “a change approved in the supplement.”  Although this 
language is not identical to the phrase “conditions of approval of such drug in the approved 
subsection (b) application” used in section 505(c)(3)(E)(iii), FDA has interpreted the language 
similarly and conducts the same two-step inquiry described above to determine the scope of 
exclusivity and which applications are barred. As explained above, one step of the inquiry 
focuses on the drug at issue.  Under FDA’s interpretation of section 505(c)(3)(E)(iv) of the 
FD&C Act, for a single-entity drug to be potentially barred by 3-year exclusivity for another 
single-entity drug, the drug must contain the same active moiety as the drug with 3-year 
exclusivity.  If the 505(b)(2) application for a single-entity drug seeks approval for the same drug 
(active moiety) to which exclusivity has attached, then the second step of the scope inquiry 
applies.  FDA must determine what exclusivity-protected change was approved in the 
supplement.  To do so, FDA examines the conditions of approval supported by the new clinical 
investigations that were essential to approval of the supplement.  If the 505(b)(2) application for 
a single-entity drug is for the same drug for the same exclusivity-protected change approved in 
the supplement, it will be blocked.  However, 3-year exclusivity does not block a 505(b)(2) 
application for the same drug that does not seek approval for the exclusivity-protected change 
approved in the supplement.

2. Effect of Previously Approved Drug Products on Scope of 3-Year Exclusivity

Generally speaking, the scope of 3-year exclusivity for a drug product may be affected by a
previously approved drug product containing the same active moiety.30 In practice, where two 
single-entity drug products that have the same active moiety are sequentially approved, the result 
may be that the scope of exclusivity of the second drug product is limited – often narrower in 
scope – relative to any exclusivity recognized for the first drug product.  This “narrowing”
concept, and its statutory and regulatory basis, is described below.

As stated above, 3-year exclusivity provides the holder of an approved NDA limited protection 
from new competition in the marketplace for the exclusivity-protected “conditions of 

                                                           
29 See 21 CFR 314.108(b)(5).
30 This memorandum describes the analysis for single-entity drug products because Xtampza ER is a single-entity 
oxycodone product.
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approval,”31 which FDA has interpreted to be the innovation represented by its approved drug 
product that is supported by new clinical investigations essential to approval.32 Exclusivity is 
recognized only for new clinical investigations that are “essential to approval,” which “means, 
with regard to an investigation, that there are no other data available that could support approval 
of the NDA.”33 Exclusivity does not cover aspects of the drug product for which new clinical 
investigations were not essential.

This link between the scope of exclusivity and the new clinical investigations essential to 
approval means that, in assessing the scope of 3-year exclusivity for a single-entity drug product 
containing the same active moiety as a previously approved single-entity drug product, the 
Agency looks at the innovative change(s) represented by the later-approved drug product relative 
to the previously approved drug product. Exclusivity for the later-approved drug product cannot 
cover any condition of approval for which “new clinical investigations” were not “essential.” If
an earlier-approved drug product was approved for a particular condition of approval, new 
clinical investigations would not be considered “essential” to support the same condition of 
approval for a later-approved drug product containing the same active moiety.  Rather, the new 
clinical investigations would be considered essential only to support a condition of approval for 
the later-approved drug product that is different from the condition of approval of the earlier-
approved drug product. Because 3-year exclusivity generally covers only the differences from a 
previously approved product, as a practical matter a later-approved product is likely to have a 
narrower scope of exclusivity than the product approved previously.

FDA believes that this interpretation of the statutory language is consistent with Congressional 
intent.  The legislative history indicates that Congress intended 3-year exclusivity to protect only 
innovations that required the support of new clinical investigations essential to approval.34 Under 
FDA’s interpretation, the scope of 3-year exclusivity generally does not cover an innovation 
already approved for another drug product containing the same active moiety.  A drug product 
may, however, qualify for exclusivity for an aspect that differs from the earlier-approved drug 
product, thus providing a continued exclusivity incentive – albeit one that is typically narrower 
in effect – to conduct new clinical investigations of previously approved drugs.

An example helps illustrate this interpretation in practice:

                                                           
31 As described above in section II.B.1, FDA interprets the phrases “conditions of approval of such drug in the 
approved subsection (b) application” and “change approved in the supplement” to mean the same thing for purposes 
of determining the scope of 3-year exclusivity.  For convenience, FDA uses the term “conditions of approval” 
throughout this memorandum.
32 1989 Proposed Rule at 28896-97.
33 21 CFR 314.108(a).  See 59 Fed. Reg. 50338, 50357 (Oct. 3, 1994) (“The phrase ‘essential to the approval’ 
suggests that the clinical investigations that warrant exclusivity must be vital to the application or supplement . . . 
‘[T]o qualify for exclusivity, there must not be published reports of studies other than those conducted or sponsored 
by the applicant, or other information available to the agency sufficient for FDA to conclude that a proposed drug 
product or change to an already approved drug product is safe and effective.’” (internal citations omitted)); 1989
Proposed Rule at 28900 (“In addition, there must not be an already approved drug product for which the applicant 
could submit an ANDA or 505(b)(2) application. . . . A study will not be considered essential to approval merely 
because it was necessary for the applicant to conduct the study to avoid the exclusivity of the pioneer and obtain an 
immediate effective date of approval.”).
34 See 59 Fed. Reg. at 50358.
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The scope of exclusivity based on new clinical investigations that establish for the first 
time that an active moiety previously approved only as a single-entity, IR drug product 
can be formulated as a safe and effective extended-release drug product could potentially 
block approval of subsequent 505(b)(2) NDA for a single-entity, extended-release drug 
product containing that active moiety.

Any determination of the scope of exclusivity for a subsequent 505(b)(2) NDA for an
extended-release drug product containing the same active moiety would generally follow 
the framework described above in which the innovative change(s) represented by this 
product would be assessed relative to the first approved extended-release product. If, for 
instance, the subsequent product uses different extended-release technology for which 
new clinical investigations were essential, the scope of exclusivity for this subsequent 
product would only cover this innovative change.35

C. Labeling of AD Opioids

On January 24, 2006, FDA published a final rule describing the “Requirements on Content and 
Format of Labeling for Human Prescription Drug and Biological Products,” which revised the 
content and format requirements to make labeling easier to access, read, and use.36 This final 
rule is commonly referred to as the Physician Labeling Rule (PLR). PLR format refers to 
labeling that meets the content and format requirements at 21 CFR §§ 201.56(d) and 201.57.

Section 9 of the labeling under PLR describes information on the drug’s abuse and dependence, 
as appropriate.37 Relevant here, section 9.2 of the labeling “must state the types of abuse that 
can occur with the drug and the adverse reactions pertinent to them, and must identify 
particularly susceptible patient populations. This subsection must be based primarily on human 
data and human experience, but pertinent animal data may also be used.”38

In April 2015, the Agency issued guidance titled “Abuse-Deterrent Opioids —Evaluation and 
Labeling” (April 2015) (AD Opioids Guidance),39 intended to assist industry in developing new 
formulations of opioid drugs with AD properties.  Among other things, the AD Opioids 
Guidance explains the Agency’s current thinking on including information in a drug’s labeling 
on its AD properties based on premarket studies.  

The Agency recommends that a sponsor’s development program generally include three types of 
premarket studies to evaluate the AD properties of an opioid product: 

                                                           
35 See Letter from R. Albrecht, FDA to M. McGuiness, Veloxis Pharmaceuticals, Inc., at 45-49 (Jan. 12, 2015).
36 71 Fed. Reg. 3922.
37 21 CFR 201.57(c)(10).  
38 21 CFR 201.57(c)(10)(ii). 
39 FDA, Guidance for Industry, Abuse-Deterrent Opioids – Evaluation and Labeling, (April 2015), available at 
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm334743.pdf.
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Laboratory-based in vitro manipulation and extraction studies (Category 1), “to evaluate 
the ease with which the potentially [AD] properties of a formulation can be defeated or 
compromised;”40

PK studies (Category 2), “to understand the in vivo properties of the formulation by 
comparing the pharmacokinetic profiles of the manipulated formulation with the intact 
formulation and with manipulated and intact formulations of the comparator drugs 
through one or more routes of administration;”41

Clinical abuse potential studies (also referred to as HAL studies) (Category 3), for 
assessing the impact of potentially AD properties.42

FDA advises sponsors to propose labeling that sets forth the results of Category 1, 2, and 3 
studies (and any postmarket studies (Category 4), if available) and appropriately characterize the 
AD properties of the product.43 Information on AD properties should be described in Section 9.2 
of the proposed labeling.  Labeling regarding abuse deterrence should describe the product’s 
specific AD properties and the specific routes of abuse that the product has been developed to 
deter.44 Specific recommendations on how to describe the results of the premarket studies are 
found in Section VI of the AD Opioids Guidance. 

The AD Opioids Guidance also lists the seven categories of current AD formulations, including 
Physical/Chemical Barriers, described below: 

Physical barriers can prevent chewing, crushing, cutting, grating, or grinding of 
the dosage form. Chemical barriers, such as gelling agents, can resist extraction 
of the opioid using common solvents like water, simulated biological media,
alcohol, or other organic solvents. Physical and chemical barriers can limit drug
release following mechanical manipulation, or change the physical form of a 
drug, rendering it less amenable to abuse.45

                                                           
40 Id. at 6. 
41 Id. at 8. 
42 Id. at 9.  
43 Id. at 22. 
44 Id. 
45 AD Opioids Guidance at 3. 
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Collegium submitted NDA 208090 for Xtampza ER on December 12, 2014, for “the 
management of pain severe enough to require daily, around-the-clock, long-term opioid 
treatment and for which alternative treatment options are inadequate,” (“chronic pain 
indication”). As noted above, to support approval, NDA 208090 relied on FDA’s finding of 
safety and effectiveness for OxyContin (oxycodone hydrochloride (HCl) extended-release 
tablets, NDA 022272, also approved for the chronic pain indication), specifically, the safety and 
effectiveness of oxycodone, and the description of the pharmacology and toxicology of 
oxycodone in the OxyContin labeling,63 an efficacy trial (CP-OXYDET-08), several PK studies, 
and two HAL studies in non-dependent, recreational users - CP-OXYDET-21, a HAL study 
assessing deterrence of intranasal abuse, and CP-OXYDET-24, a HAL study assessing 
deterrence of oral abuse.64 Collegium also conducted a series of in vitro physical manipulation 
and chemical extraction studies to assess the possible AD effects of Xtampza ER.65

The efficacy trial, CP-OXYDET-08, was conducted to evaluate the analgesic efficacy of 
Xtampza ER compared to placebo because Xtampza ER is not bioequivalent to OxyContin, 
however, the study also attempted to evaluate a possible food effect observed earlier in 
development.66 Unlike OxyContin, which contains oxycodone HCl salt, Xtampza ER contains 
an oxycodone base.  Both OxyContin and Xtampza ER are extended-release formulations 
designed to be dosed twice-daily. Study CP-OXYDET-08 also included an analysis of adverse 
events suggestive of potential drug abuse.67 Analysis of the pain scores reported during the trial 
generally supported a finding of efficacy for Xtampza ER for the chronic pain indication.68

Both in vitro and HAL studies were conducted to evaluate the abuse-deterrent properties of 
Xtampza ER. The in vitro studies focused on the ability to manipulate Xtampza ER to defeat the 
extended-release properties because a higher Cmax with a more rapid rise to Cmax are associated 

                                                           

Pharmacology & Toxicology Review, NDA 208090, Sept. 22, 2015, at 11.
64 Division Director Summary Review, NDA 208090, Nov. 6, 2015, at 25; CSS Review, NDA 208090, Sept. 9, 
2015, at 24. 
Division Director Summary Review, NDA 208090, Nov. 6, 2015, at 20; CSS Review, NDA 208090, Sept. 9, 2015, 
at 9. 
66 Division Director Summary Review, NDA 208090, Nov. 6, 2015, at 14; Clinical Review, NDA 208090, July 29, 
2015, at 25. The exposure to oxycodone from Xtampza ER was found to be less than from OxyContin in the fasted 
state, but closer in the fed state.  In the efficacy study, the sponsor was advised to include a patient diary 
documenting the timing of food with respect to dosing in order to determine whether any efficacy or safety concerns 
arose that could be attributed to the food effect.
67 CSS Review, NDA 208090, Sept. 9, 2015, at 46.
68 Division Director Summary Review, NDA 208090, Nov. 6, 2015, at 17.
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with better subjective effects for the abuser.69 To evaluate whether Xtampza ER was susceptible 
to particle size reduction, eleven tools/methods were tested on Xtampza ER, OxyContin tablets, 
and Roxicodone (oxycodone HCl) tablets.70 While nine of these tools resulted in a less than 
10% reduction in Xtampza ER’s particle size, with grinding by a mortar and pestle for two 
minutes being the most effective, eight of these tools resulted in a change in the OxyContin 
tablets, ranging from deformation to small particles.71 Attempts to syringe and inject Xtampza 
were less successful than with OxyContin (and Roxicodone) with substantially more oxycodone 
recovered from the latter.72

The pharmacokinetic effects of manipulation were examined as part of the evaluation of the AD 
effects of Xtampza ER for the intranasal route of administration in both naltrexone-blocked 
normal volunteers and unblocked opioid-experienced, non-dependent subjects. The studies 
showed that there was a much higher Cmax from IR oxycodone powder administered intranasally, 
than from either oral or intranasal Xtampza ER.  The clinical pharmacology review for Xtampza 
ER concluded that crushing and snorting the contents of the Xtampza ER capsule did not 
produce the relatively high plasma concentrations over a short duration that abusers seek in order 
to rapidly achieve a euphoric effect when manipulating and administering dosage forms via the 
nasal route.73

Of the two HAL studies, only the intranasal HAL study, CP-OXYDET-21, supported AD claims 
that were included in Xtampza ER’s labeling. CP-OXYDET-21, was a randomized, double-
blind, double-dummy, positive- and placebo-controlled, single-dose, 4-treatment, 4-period 
crossover study in subjects experienced with intranasal opioid abuse. The primary objective of 
the study was to evaluate the deterrent effects of Xtampza ER for abuse by the intranasal route of 
administration against the active comparator oxycodone IR tablets.74 Crushing the oxycodone 
comparator resulted in a fine powder, whereas Xtampza ER when crushed resulted in larger
particles by comparison.75 Study CP-OXYDET-21 showed that intranasal administration of IR 
oxycodone HCl produced a maximum oxycodone plasma concentration that was significantly 
greater than that produced following intranasal administration of Xtampza ER.76 Based on the 
measures of Drug Liking VAS (primary), High VAS (secondary) and Take Drug Again VAS 
(secondary) results, Study CP-OXYDET-21 showed evidence of a possible deterrent effect for 
abuse by the intranasal route of administration.  The responses for Drug Liking and Drug High 
after administration of Xtampza ER intranasally were considerably lower compared to IR 
oxycodone for four hours following dosing.

                                                           
69 Division Director Summary Review, NDA 208090, Nov. 6, 2015, at 20.
70 These included a rotating food chopper, blade-based pill cutter, cheese grater, mortar and pestle, hammer, metal 
garlic press, pill crusher (with teeth), pepper mill, herb mill, and coffee grinder.
71 Division Director Summary Review, NDA 208090, Nov. 6, 2015, at 21.
72 Id.
73 Clinical Pharmacology Review, NDA 208090, Sep. 8, 2015, generally.
74 Id. at 27-28.
75 CSS Review, NDA 208090, Sept. 9, 2015, at 37.
76 Id. at 40.
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(NDA 021011), as well as published literature.87 Inspirion conducted a clinical comparative BA 
study to bridge to FDA’s finding of safety and efficacy for Roxicodone and a PK dose 
proportionality study to support marketing of the 5- and 15-mg tablet strengths.88 No clinical 
efficacy study in the target pain population was conducted.89

To support AD claims in labeling in accordance with the AD Opioids Guidance, Inspirion 
conducted extensive Category 1 in vitro laboratory manipulation and extraction studies, and a 
combination Category 2 PK study/Category 3 HAL study.90 The results of these studies support 
a claim that RoxyBond tablets will have a lower potential for abuse by intravenous injection and 
intranasal administration compared to crushed Roxicodone.91

III. DISCUSSION

At issue here is whether 3-year exclusivity for Xtampza ER based on study CP-OXYDET-21
blocks approval of the NDA for RoxyBond. An application for a drug containing a previously 
approved active moiety is eligible for 3-year exclusivity if the approval of the application is 
supported by at least one (1) new (2) clinical investigation (other than a bioavailability study) (3)
that is conducted or sponsored by the applicant and is (4) essential to the approval of the 
application.92 Specifically, as noted above, the intranasal HAL study, CP-OXYDET-21, was a
“new clinical investigation” (other than a bioavailability study) that was “essential to the 
approval of the application” and “conducted or sponsored” by Collegium within the meaning of 
the FD&C Act and implementing regulations.

As noted in section I.B., although the FD&C Act and implementing regulations do not define 
“conditions of approval,” the Agency interprets the scope of 3-year exclusivity to cover the 
“innovative change” for which the underlying new clinical investigations were essential to the 
approval.  Accordingly, to determine the scope of exclusivity of Xtampza ER based on study CP-
OXYDET-21, the Agency must determine the innovative change(s) for which a new clinical 
investigation was essential to the approval of the Xtampza ER application, and for which 3-year
exclusivity should be recognized. In particular, as noted in section I. B, these innovative 
change(s) must be assessed relative to previously approved drug products containing the same 
active moiety.

As stated above, Xtampza ER was not the first single-entity oxycodone product approved with 
intranasal abuse-deterrent claims due to physicochemical properties.  OxyContin was the first 
such product which on April 16, 2013, obtained 3-year exclusivity for the addition of certain 
intranasal abuse-deterrent information and claims to its labeling due to its physicochemical 
properties. Therefore, any analysis of the innovative change(s) represented by Xtampza ER must 
                                                           
87 Combined CDTL Review and Clinical Review, NDA 209777, Apr. 14, 2017, at 1, 4; Pharmacology/Toxicology 
Review, NDA 209777, Mar. 31, 2017, at 25.
88 Combined CDTL Review and Clinical Review, NDA 209777, Apr. 14, 2007 at 1; Clinical Pharmacology Review, 
NDA 209777, Mar. 22, 2017, at 6, 16.
89 Combined CDTL Review and Clinical Review, NDA 209777, Apr. 14, 2007 at 1.
90 CSS General Review, NDA 209777, Mar. 29, 2017, at 1.
91 Id., at 2.
92 The approval of an NDA or supplement to an NDA includes approval of labeling submitted in the NDA or 
supplement.  21 CFR 314.50.
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be made relative to OxyContin, which in turn must include a determination of the innovative 
changes represented by OxyContin over any previously approved single-entity oxycodone 
products, in particular those innovative changes supported by new clinical investigations 
essential to the approval of supplement S-14 to the OxyContin NDA. As noted above in section 
II.A, upon reanalysis the Agency has found that the innovative change represented by OxyContin 
over previously approved oxycodone products is that it is the first single-entity oxycodone 
product with “labeling describing the expected reduction of abuse of a single-entity oxycodone 
by the intranasal route of administration due to physicochemical properties.”93

To determine the scope of 3-year exclusivity for Xtampza ER related to study CP-OXYDET-21,
the Board follows the framework described in section I.B, in which the innovative change(s) 
represented by Xtampza ER for which a new clinical investigation was essential for its approval 
is assessed relative to OxyContin.  

The approval of supplement S-14 for OxyContin established for the first time that a single-entity
oxycodone product could be formulated with physicochemical properties expected to reduce 
intranasal abuse, and the resulting scope of exclusivity reflects this innovation. Xtampza ER, 
like OxyContin, is also a single-entity oxycodone product with physicochemical properties
expected to reduce intranasal abuse. The HAL study supporting approval of Xtampza ER with 
an intranasal AD claim, CP-OXYDET-21, was not essential to show that a single-entity
oxycodone product could be formulated with physicochemical properties expected to reduce 
intranasal abuse. Approval of OxyContin S-14 had already established that. Rather, the study 
was essential to support that Xtampza ER’s particular formulation contributes to its intranasal 
AD properties.  Specifically, Study CP-OXYDET-21 demonstrated that, as a result of Xtampza 
ER’s specific formulation, intranasal administration of crushed Xtampza ER resulted in a 
substantially lower response to Drug Liking, High, and Take Drug Again measures, compared to 
IR oxycodone.  The Board thus recommends that the scope of Xtampza ER’s 3-year exclusivity 
based on study CP-OXYDET-21 be limited to “labeling describing the expected reduction of 
abuse of Xtampza ER by the intranasal route of administration due to physicochemical 
properties.”

As explained above in section II.C, RoxyBond uses a different formulation from Xtampza ER to 
achieve its intranasal AD properties.  Therefore, Xtampza ER’s exclusivity should not block the 
approval of RoxyBond.

IV. CONCLUSION

For the reasons described above, the Board recommends that because the scope of Xtampza ER’s 
3-year exclusivity based on study CP-OXYDET-21 is related to the formulation of Xtampza ER 
associated with its intranasal AD properties, this scope of exclusivity be limited to “labeling 
describing the expected reduction of abuse of Xtampza ER by the intranasal route of 
administration due to physicochemical properties.” Xtampza ER’s exclusivity expires 3 years 
after the approval of the application, on April 26, 2019.

                                                           
93 Addendum to OxyContin Exclusivity Memo, Apr. 19, 2017.
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The Board recommends that 3-year exclusivity of Xtampza ER based on study CP-OXYDET-21
should not block approval of RoxyBond because RoxyBond’s formulation associated with its 
intranasal AD properties is different from that of Xtampza ER.

DAAAP concurs with this recommendation.
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PMR/PMC Development Template 
 

NDA 209777 

 
PMR/PMC Description: Conduct a 9-month repeat-dose oral toxicology study in the non-rodent model 

characterizing the toxicological potential of . 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  07/2017 
 Study/Trial Completion:  07/2018 
 Final Report Submission:  12/2018 
 Other:        MM/DD/YYYY 
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 

Although there are no oral toxicology data for , there are several published summaries of 
reports of studies with comparable compounds suggesting a very large safety margin.  Because 
these data cannot be independently verified, these studies are required to provide definitive data 
to document the safety of this novel excipient. 

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 

 is used in FDA-approved topical drug products, and it being used in this oral drug 
product at low levels.  The weight-of-evidence suggests an extremely low likelihood of any toxicity 
associated with this use; however, definitive data are needed to confirm this.   This is a general 
toxicology study that is conducted to support chronic oral use of this excipient.  Based on summary 
data in the published literature with smaller molecular weight compounds similar to , 
there is potential for hepatic toxicity and focal myocarditis at high doses of these compounds. 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

This is a general toxicology study to ascertain the potential impact of  and its 
metabolites. 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 

NDA 209777 

 
PMR/PMC Description: Conduct a 6-month repeat-dose oral toxicology study in the rodent model 

characterizing the toxicological potential of .   

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  07/2016 
 Study/Trial Completion:  05/2017 
 Final Report Submission:  10/2017 
 Other:        MM/DD/YYYY 
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 

 is used in FDA-approved topical drug products, and it being used in this oral drug 
product at low levels.  The weight-of-evidence suggests an extremely low likelihood of any 
toxicity associated with this use; however, definitive data are needed to confirm this.  This is a 
general toxicology study that is conducted to support chronic oral use of this excipient. 

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 

is used in FDA-approved topical drug products, but is being used in this oral drug 
product at low levels.  The weight-of-evidence suggests an extremely low likelihood of any toxicity 
associated with this use; however, definitive data are needed to confirm this.  This is a general 
toxicology study that is conducted to support chronic oral use of this excipient.  Based on summary 
data in the published literature with smaller molecular weight compounds similar to , 
there is potential for hepatic toxicity and focal myocarditis at high doses of these compounds. 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

This is a general toxicology study to ascertain the potential impact of and its 
metabolites. 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 
      

 
Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 
      

 Other 
      

 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 

NDA 207999 

 
PMR/PMC Description: Conduct a 2-year rodent oral carcinogenicity assessment of .   

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  08/2017 
 Study/Trial Completion:  04/2020 
 Final Report Submission:  09/2020 
 Other:        MM/DD/YYYY 
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 

Although carcinogenicity studies for chronically administered drugs are generally required prior to 
approval, since  has been used in FDA approved chronic use topical drug products, 
and there are published oral carcinogenicity studies with a similar compound suggesting no 
carcinogenic risk, the definitive carcinogenicity study is being allowed to be conducted as a 
post-marketing requirement.  However, since we cannot independently verify the conclusions of 
prior studies based on summary data, and the studies are not published, definitive studies are 
recommended as a PMR.   

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.” 

Long-term animal studies in two species to evaluate the carcinogenic potential of a new excipient 
are standard requirements for drug products with a chronic indication.  Based on published 
summary information, there would appear to be minimal, if any risk of carcinogenicity of this 
compound.  As there are FDA-approved chronic use dermal drug products that contain , 
a single species oral carcinogenicity study should be completed for a chronic use oral drug product.  
The study would address the potential carcinogenic impact  

 in the chemical composition. 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

The study is a 2-year repeat-dose toxicology study designed specifically to evaluate the 
carcinogenic potential of a compound.   

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
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Continuation of Question 4 
 

 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 
      

 
Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 
      

 Other 
      

 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template 
 

This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA/BLA # 
Product Name: 

NDA 209777 
ROXYBOND (oxycodone ARIR) 

 
PMR Description: 

 
3204-4 In order to provide meaningful baseline data to support the 

hypothesis-testing studies which will be required under a 
separate PMR in the future, conduct a descriptive study that 
analyzes data on the following: 

 
1) Utilization of ROXYBOND and selected comparators.  

Reports should include nationally-projected quarterly 
dispensing data, overall and by age group and census region;  
 
AND  

 
2) Abuse of ROXYBOND and related clinical outcomes.  

These studies should utilize multiple data sources in 
different populations to establish the scope and patterns of 
abuse for ROXYBOND as well as mutually agreed-upon, 
selected comparators to provide context.   

 
• Data should include route-specific abuse outcomes, be 

nationally-representative or from multiple large 
geographic areas, and use meaningful measures of 
abuse.   

 
• Additional information, either qualitative or quantitative, 

from sources such as internet forums, spontaneous 
adverse event reporting, or small cohort studies may also 
be included to help better understand abuse of this drug, 
including routes and patterns of abuse in various 
populations.  

 
• Formal hypothesis testing is not necessary during this 

phase, but provide information on the precision of 
abuse-related outcome estimates (e.g., 95% confidence 
intervals for quarterly estimates) and calculate 
utilization-adjusted outcome estimates where possible. 
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PMR Schedule Milestones: 
 Draft Protocol Submission:   12/2017 
 Draft Statistical Analysis Plan Submission: 12/2017 
 Final Protocol Submission:    06/2018 
 Final Statistical Analysis Plan Submission:  06/2018 
 Interim Report #1:                03/2019 
 Interim Report #2:                03/2020 
 Study Completion:                 03/2021 
 Final Report Submission:    06/2021 
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a pre-approval 
requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
This PMR requires marketing and use in the community over the long-term in order to assess whether the 
abuse-deterrent characteristics of ROXYBOND actually deter abuse of the product in “real world” use.  

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.” 

3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 

 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious risk? 

 

FDA has determined that the sponsor must conduct individual post-marketing studies of  ROXYBOND to 
assess the known serious risks of misuse, abuse, and their consequences, and in particular to assess whether 
the opioid antagonist properties of  ROXYBOND that are intended to deter misuse and abuse actually 
result in a decrease in misuse and abuse and their consequences.  
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- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the FDA 
is required to establish under section 505(k)(3) has not yet been established and is thus not sufficient 
to assess this known serious risk, or has been established but is nevertheless not sufficient to assess 
or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as defined 
below (e.g., observational epidemiologic studies), animal studies, and laboratory experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a serious 
risk 

 
 Clinical trial: any prospective investigation in which the sponsor or investigator determines the 
method of assigning investigational product or other interventions to one or more human subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the study 
or trial will be performed in a subpopulation, list here. 

Descriptive observational studies to document the patterns of use of ROXYBOND and describe 
the patterns of misuse and abuse that are occurring in the “real world”.      

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 

Continuation of Question 4 
 

 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events) 
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 Clinical trials primarily designed to further define efficacy (e.g., in another condition, different disease 
severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process? 

 
 Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial  

  
If so, does the clinical trial meet the following criteria? 

 
 There is a significant question about the public health risks of an approved drug 
 There is not enough existing information to assess these risks 
 Information cannot be gained through a different kind of investigation 
 The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and 
 The trial will emphasize risk minimization for participants as the protocol is developed 

 
PMR/PMC Development Coordinator: 

 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.  

_______________________________________ 
(signature line for BLAs) 
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PMR/PMC Development Template: Product Quality (CMC) 
 

This template should be completed by the review chemist (ONDQA) or biologist (OBP) and included for 
each type of CMC PMR/PMC in the Action Package. See #4 for a list of CMC PMR/PMC types 

 
NDA/BLA # 
Product Name: 

     NDA 209777 
Roxybond (oxycodone hydrochloride) Tablets 

 
PMR #1 Description: 

As part of the ongoing stability studies, commit to repeating the small 
volume extraction studies, using water and solvents at pH 2 and 3.5, 
using the same study conditions in the completed in vitro studies 
submitted to the NDA, to demonstrate that there is no change in the in 
extraction recovery in the drug product stored over time. Commit to 
repeating these studies yearly      

 
PMR Schedule Milestones: Final Protocol Submission:  September 2017 
 Study/Trial Completion:  04/2018 (yearly 

thereafter) 
 Final Report Submission:  05/2018 (yearly 

thereafter) 
 Other:        MM/DD/YYYY 
 
 
PMC #2 Description: 

 
      

 
PMC Schedule Milestones: Final Protocol Submission:  MM/DD/YYYY 
 Study/Trial Completion:  MM/DD/YYYY 
 Final Report Submission:  MM/DD/YYYY 
 Other:        MM/DD/YYYY 
 

• ADD MORE AS NEEDED USING THE SAME TABULAR FORMAT FOR EACH PMC. 
• INCLUDE DESCRIPTIONS AND MILESTONES IN THE TABLE ABOVE FOR ALL 

CMC/OBP NON-REPORTABLE PMCS FOR WHICH THE FOLLOWING ANSWERS 
WILL BE IDENTICAL.USE A SEPARATE TEMPLATE FOR EACH PMR/PMC FOR 
WHICH THE ANSWERS TO THE FOLLOWING QUESTIONS DIFFER. 

• DO NOT USE THIS FORM IF ANY STUDIES WILL BE REQUIRED UNDER FDAAA 
OR WILL BE PUBLICALY REPORTABLE 

1. During application review, explain why this issue is appropriate for a PMC instead of a pre-approval 
requirement.  Check reason below and describe. 

 Need for drug (unmet need/life-threatening condition) 
x  Long-term data needed (e.g., stability data) 

 Only feasible to conduct post-approval  
 Improvements to methods  

x  Theoretical concern 
 Manufacturing process analysis 
 Other 
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      The drug product is an abuse-deterrent formulation. The NDA includes Category 1 studies 
comprising extractability and injectability studies to support the ADF labeling granted for this 
product. To ensure the ADF properties of the product remain stable through to expiry, the extraction 
and injectability studies using several key solvents will be repeated yearly as part of the ongoing 
stability studies.   

2. Describe the particular review issue and the goal of the study. 

3. [OMIT – for PMRs only]  

4. What type of study is agreed upon (describe and check type below)?   

Select only one. Fill out a new sheet for each type of PMR/PMC study. 

 Dissolution testing 
 Assay 
 Sterility 
 Potency 
 Product delivery 
 Drug substance characterization 
 Intermediates characterization 
 Impurity characterization 
 Reformulation 
 Manufacturing process issues 

X  Other  
 
Describe the agreed-upon study: 

 

5. To be completed by ONDQA/OBP Manager: 

x  Does the study meet criteria for PMCs? 
x  Are the objectives clear from the description of the PMC? 
x  Has the applicant adequately justified the choice of schedule milestone dates? 
x  Has the applicant had sufficient time to review the PMCs, ask questions, determine feasibility, 

and contribute to the development process? 

       The drug product is an abuse-deterrent formulation. The NDA includes Category 1 studies 
comprising extractability and injectability studies to support the ADF labeling granted for this 
product. To ensure the ADF properties of the product remain stable through to expiry, the extraction 
and injectability studies using several key solvents will be repeated yearly as part of the ongoing 
stability studies.   

      Extraction Study of the drug product during storage, using small volume extraction 
conditions with water, and solvents at pH2 and pH 3.5.  Include both pre-treated (heated) and 
untreated, crushed and intact tablets.  
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PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
_______________________________________ 
(signature line for BLAs only) 

Reference ID: 4087036



PMR/PMC Development Template Last Updated 4/20/2017     Page 1 of 2 

PMR/PMC Development Template: Product Quality (CMC) 
 

This template should be completed by the review chemist (ONDQA) or biologist (OBP) and included for 
each type of CMC PMR/PMC in the Action Package. See #4 for a list of CMC PMR/PMC types 

 
NDA/BLA # 
Product Name: 

NDA 209777 
Roxybond (oxycodone hydrochloride) Tablets 

 
PMC #1 Description: 

The sponsor commits to submit an updated in-process sampling plan 
and associated acceptance criteria for the stratified  
for the  coated tablets to ensure that batches of drug 
products meet appropriate statistical quality criteria.  The proposed 
statistical plan and acceptance criteria shall be adequate to ensure that 
appropriate quality conclusions can be made about this in-process 
material based on final critical quality attributes and shall be justified 
with supporting statistical analyses or rationale. 

 
PMC Schedule Milestones: Final Protocol Submission:  06/30/2017 
 Study/Trial Completion:  N/A 
 Final Report Submission:  N/A 
 Other:   N/A 

1. During application review, explain why this issue is appropriate for a PMC instead of a pre-approval 
requirement.  Check reason below and describe. 

 Need for drug (unmet need/life-threatening condition) 
 Long-term data needed (e.g., stability data) 
 Only feasible to conduct post-approval  
 Improvements to methods  
 Theoretical concern 
 Manufacturing process analysis 
 Other 

 
Review of the application, pre-approval inspection documentation, and additional data submitted by 
the contract drug product manufacturer (Cerovene) has resulted in concerns over the adequacy of the 
firm’s sampling plan (i.e., frequency and acceptance criteria) to adequately detect potential over or 
under-coating of tablets with the active drug substance.  Currently, the firm’s sampling plan and 
acceptance criteria for variance do not preclude the possibility of tablets being over or under coated.  
Although this presents a potential concern for manufacturing reproducibility, the data thus far has 
not demonstrated any failures of the coating process to provide tablets with acceptable assay results.  

2. Describe the particular review issue and the goal of the study. 
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3. [OMIT – for PMRs only]  

4. What type of study is agreed upon (describe and check type below)?   

Select only one. Fill out a new sheet for each type of PMR/PMC study. 

 Dissolution testing 
 Assay 
 Sterility 
 Potency 
 Product delivery 
 Drug substance characterization 
 Intermediates characterization 
 Impurity characterization 
 Reformulation 
 Manufacturing process issues 
 Other  

 
Describe the agreed-upon study: 

 

5. To be completed by ONDQA/OBP Manager: 

 Does the study meet criteria for PMCs? 
 Are the objectives clear from the description of the PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMCs, ask questions, determine feasibility, 
and contribute to the development process? 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  

 
 

The proposed weight gain acceptance criteria for the  coating step does not preclude the 
possibility of tablets being over or under coated.  Although the firm has committed to a stratified 

 plan during the application review cycle, such a plan may not be statistically 
relevant to provide a high level of confidence that all products meet the critical quality attribute of 
Assay and .  Therefore, the request for an updated sampling plan is to ensure 
that the sponsor, in conjunction with its manufacturing facility, develops a statistically relevant 
sampling plan for stratified  of the  coated tablets. This sampling 
plan is intended to ensure that the product meets the acceptance criteria and will conform to the 
critical quality attributes of the drug product with a high degree of statistical confidence to inform 
on the quality of the entire manufactured batch. 

An updated protocol for the stratified  testing of the  coated 
tablets will be submitted to revise the sampling frequency and acceptance criteria to ensure that 
appropriate quality conclusions can be made about this in-process material based on final 
critical quality attributes. Justification for the proposed modifications will be provided to support 
the protocol to  ensure that the conditions to be met for releasing batches assures adherence 
to critical quality attributes in a statistically valid manner.  
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 

 
Date: 

 

March 31, 2017  
 
To: 

 
Sharon Hertz, MD 
Director 
Division of Anesthesia, Analgesia, and Addiction 
Products (DAAAP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 
 
Barbara Fuller, RN, MSN, CWOCN  
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: 

 
Morgan Walker, PharmD, MBA, CPH 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
 

Subject: Review of Patient Labeling: Medication Guide (MG)  
 

Drug Name (established 
name):   

RoxyBond (oxycodone hydrochloride)  
 

Dosage Form and Route: immediate-release tablets, for oral use, CII 

Application 
Type/Number:  

NDA 209777 

Applicant: Inspirion Delivery Sciences LLC 
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1 INTRODUCTION 

On October 21, 2016, Inspirion Delivery Sciences LLC submitted for the Agency’s 
review an original 505(b)(2) New Drug Application (NDA) for 209777 RoxyBond 
(oxycodone hydrochloride) immediate-release tablets. The proposed indication is for 
management of chronic pain severe enough to require an opioid analgesic and for 
which alternative treatments are inadequate. This application relies on previous 
findings of safety and effectiveness for the reference listed drug ROXICODONE 
(oxycodone hydrochloride ) tablets, approved under NDA 021011 for Mallinckrodt, 
Inc. 

This review is written by the Division of Medical Policy Programs (DMPP) in 
response to a request by the Division of Anesthesia, Analgesia, and Addiction 
Products (DAAAP) on March 23, 2017 DMPP to review the Applicant’s proposed 
Medication Guide (MG) for RoxyBond (oxycodone hydrochloride) immediate-
release tablets.   

 
2 MATERIAL REVIEWED 

• Draft RoxyBond (oxycodone hydrochloride) immediate-release tablets MG 
received on October 21, 2016, and received by DMPP on March 24, 2017.   

• Draft RoxyBond (oxycodone hydrochloride) immediate-release tablets 
Prescribing Information (PI) received on October 21, 2016, revised by the Review 
Division throughout the review cycle, and received by DMPP on March 24, 2017. 

• Approved ROXICODONE (oxycodone hydrochloride) tablets comparator 
labeling dated December 16, 2016.  

 
3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.  In our review of the MG the target 
reading level is at or below an 8th grade level. 

Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We reformatted the MG document using the 
Arial font, size 10. 

In our review of the MG we:  

• simplified wording and clarified concepts where possible 

• ensured that the MG is consistent with the Prescribing Information (PI)  

• removed unnecessary or redundant information 
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• ensured that the MG meets the Regulations as specified in 21 CFR 208.20  

• ensured that the MG meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

• ensured that the MG is consistent with the approved comparator labeling where 
applicable.  

 
4 CONCLUSIONS 

The MG is acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP on the 
correspondence.  

• Our review of the MG is appended to this memorandum.  Consult DMPP 
regarding any additional revisions made to the PI to determine if corresponding 
revisions need to be made to the MG.   

 Please let us know if you have any questions.  
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Date: March 29, 2017

To: Sharon Hertz, M.D., Director
Division of Anesthesia, Analgesia, and Addiction Products (DAAAP)

Through: Silvia Calderon, Ph.D., Senior Pharmacologist
Martin Rusinowitz, MD, Senior Medical Review Officer
Controlled Substance Staff

From: James M. Tolliver, Ph.D., Pharmacologist
Controlled Substance Staff

  
Subject: RoxyBond (Oxycodone HCl IR) Tablets, NDA 209-777

Trade Name, dosages, formulations, routes: 5 mg, 15 mg, and 30 mg 
oxycodone HCl per tablet for oral administration.
IND Number: 105,951
Indication(s): Management of moderate to severe pain where the use of an opioid 
analgesic is appropriate.
Sponsor: Inspirion Delivery Sciences, LLC
PDUFA Goal Date: April 21, 2017

Materials Reviewed:
Category 1 studies submitted with the original application (SN0001, eCTD 001) included 

Cerovene Abuse-Resistant Study Report ARS-122-05-01, ARS-122-06, ARS-122-01, ARS-122-07, 
ARS-122-08-1.  An additional Category 1 study reviewed was Cerovene Abuse-Resistant Study Report 
ARS-122-16 submitted to the NDA March 2, 2017 (SN0012, eCTD 12).   Also reviewed was Category 3 
study O-ARIR-002 submitted with the original application (SN0001, eCTD 1, October 21, 2016) 
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I. SUMMARY

1. Background
This memorandum responds to a consult request dated November 8, 2016 by the Division of Anesthesia, 
Analgesia, and Addiction Products (DAAAP) to evaluate abuse deterrent claims submitted by Inspirion 
Delivery Sciences LLC under NDA 209-777 for RoxyBond1 Tablets. This product is an immediate-
release oxycodone HCl formulation with purported abuse-deterrent properties.  The drug product is 
indicated for the management of moderate to severe pain where the use of an opioid analgesic is 
appropriate. The recommended initiation dose is 5 to 15 mg every 4 to 6 hours as needed for pain.  Dose 
may subsequently be titrated to the lowest dosage level required to achieve adequate pain relief.

RoxyBond Tablets at dosage strengths of 5, 15, and 30 mg was developed under IND 105,951 under the 
name Oxycodone ARIR Tablets.  It has not previously been marketed in the United States or anywhere 
else in the world.  Due to the presence of oxycodone, the product is in Schedule II of the federal 
Controlled Substances Act (CSA).

2. Conclusions

Overall Conclusions:  The results of Category 1 and Category 3 studies support potential deterrent 
effects of RoxyBond Tablets, to abuse by intravenous injection and intranasal administration.  At the 
same time, RoxyBond Tablets do not display a deterrent effect to oral abuse and may, following 
approval, be expected to be orally abused, as subjects in Category 3 studies reported similar scores 
of subjective measures and shorter time to peak effects when taking intact RoxyBond to those 
reported when taking crushed Roxycodone intranasally.
   

1. The following findings from Category 3 study O-ARIR-002 support a potential deterrent effect of 
RoxyBond Tablets to intranasal abuse.

1 Via letter to Inspirion  Delivery Sciences, LLC dated January 26, 2017 the Agency noted that the proposed proprietary 
name, "RoxyBond",  was considered "conditionally acceptable."  (DARRTS, NDA 209-777, January 26, 2017, Author: Vikki 
S. Kinsey)
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a. The means and standard deviations (SD) of maximum (Emax) Drug Liking VAS, the primary 
endpoint, following the intranasal treatments of placebo, crushed Roxicodone 30 mg, and 
ground RoxyBond 30 mg, were 53.41 (6.34) mm, 82.86 (11.55) mm, and 71.14 (12.01) mm, 
respectively.  Statistical analyses demonstrated that intranasal RoxyBond 30 mg produced 
significantly (p<0.0001) lower Emax of Drug Liking than that produced by intranasal 
crushed Roxicodone but significantly (p<0.0001) higher Emax of Drug Liking compared to 
placebo.  These data predict a possible deterrent effect of RoxyBond Tablets to abuse by 
intranasal administration, while, at the same time,  indicate that intranasal abuse of Roxybond 
Tablets may occur.  (See Tables 10 and 12 under Discussion)

b. The means (SD) of Emax of High VAS following the intranasal treatments of placebo, 
crushed Roxicodone 30 mg, and ground RoxyBond 30 mg, were 7.52 (14.93) mm, 66.34 
(25.67) mm, and 39.38 (25.88) mm, respectively.  Based on statistical analyses, intranasal 
RoxyBond 30 mg produced significantly (p<0.0001) lower Emax of High than that produced 
by intranasal crushed Roxicodone, thereby providing further support for a possible deterrent 
effect of RoxyBond Tablets to intranasal abuse.  Considering that intranasal ground 
RoxyBond resulted in significantly (p<0.0001) higher Emax of High compared to placebo, 
there appears to still be some abuse potential associated with intranasal RoxyBond Tablets.  
(See Tables 13 and 14 under Discussion)

c. The means (SD) of Emax of Take Drug Again VAS following the intranasal treatments of 
placebo, crushed Roxicodone 30 mg, and ground RoxyBond 30 mg, were 41.89 (20.09) mm, 
82.14 (16.44) mm, and 62.24 (24.51) mm, respectively.  Based on nonparametric statistical 
analyses, intranasal RoxyBond was associated with significantly (p<0.0001) lower Emax of 
Take Drug Again than that produced by intranasal crushed Roxicodone. These data indicate 
that subjects were less willing to intranasally administer ground RoxyBond than to 
intranasally administer crushed Roxicodone, thereby providing further support for a possible 
deterrent effect of RoxyBond Tablets to intranasal abuse.  (See Tables 15 and 16 under 
Discussion)

d. The means (SD) of Emax of Overall Drug Liking VAS following the intranasal treatments of 
placebo, crushed Roxicodone 30 mg, and ground RoxyBond 30 mg, were 47.59 (15.73) mm, 
80.86 (14.60) mm, and 64.21 (21.64) mm, respectively.  Based on nonparametric statistical 
analyses, the Emax of Overall Drug Liking experience following intranasal ground 
RoxyBond 30 mg was significantly (p=0.0004) less than that produced by intranasal crushed 
Roxicodone 30 mg.  These data also suggest an abuse deterrent effect of RoxyBond Tablets 
to intranasal abuse.  (See Tables 17 and 18 under Discussion) 

e. Intranasal ground RoxyBond 30 mg and crushed Roxicodone 30 mg produced mean 
maximum plasma oxycodone concentrations (Cmax) of 42.7 ng/mL and 56.5 ng/mL, 
respectively.  Both treatments were not bioequivalent with respect to Cmax, with intranasal 
RoxyBond resulting in an approximate 28% lower Cmax of oxycodone compared to 
intranasal Roxicodone.  The time to achieve Cmax was longer following intranasal 
RoxyBond compared to following intranasal Roxicodone (2.3 hours versus 1.7 hours, 
respectively).  These pharmacokinetic data provide further support for a possible abuse 
deterrent effect of RoxyBond in intranasal abuse.  (See Table 9 under Discussion)

2. The following pharmacodynamic and pharmacokinetic findings from Category 3 study O-ARIR-002 
suggests that RoxyBond has no deterrent effect to oral abuse and that the oral route may be a better 
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choice for the abuse of the product. Once marketed, RoxyBond Tablets will most probably be the 
subject of oral abuse.

a. Upon oral administration of intact RoxyBond 30 mg, the mean (SD) Emax values for Drug 
Liking, High, Take Drug Again, and Overall Drug Liking were 81.48 (11.49) mm, 66.66 
(25.92) mm, 77.31 (18.11) mm, and 78.55.  Statistical analyses of the comparison of intact 
RoxyBond 30 mg given orally versus intranasal crushed Roxicodone 30 mg demonstrated no 
statistically significant differences with respect to Emax of  Drug Liking (p = 0.53), High 
(p=0.95), Take Drug Again (p=0.2587), and Overall Drug Liking (p=0.6313).  (See Tables 
10, 11, 13, 14, 15, 16, 17, and 18 under Discussion)

b. Oral administration of RoxyBond 30 mg resulted in an oxycodone plasma Cmax of 58.4 
ng/mL.  This was bioequivalent to the oxycodone Cmax produced by intranasal ground 
Roxicodone 30 mg, but represented a 30% increase in Cmax compared to intranasal 
RoxyBond.  Of interest was the shorter time to achieve Cmax following oral RoxyBond 
(median Tmax of 1.3 hours) compared to following intranasal administration of either 
RoxyBond (median Tmax of 2.3 hours) or Roxicodone (median Tmax of 1.7 hours).  This 
reflects the longer plateau of oxycodone plasma concentration following intranasal 
Roxicodone.  Total systemic exposure to oxycodone over the first hour post-dosing, as 
evidenced by area under the oxycodone plasma concentration versus time curve 
(AUC1hour), following oral RoxyBond was approximately half that following intranasal 
Roxicodone.    (See Table 9 under Discussion)

3. Results of Category 1 injectability/syringeability studies suggest that it is more difficult to prepare 
solutions suitable for intravenous abuse using RoxyBond 30 mg Tablets than using Roxicodone 30 
mg tablets.  

a. Roxicodone 30 mg tablets are essentially devoid of any deterrent features with regard to 
intravenous abuse.  Roxicodone tablets were easily crushed, and upon exposure to small 
volumes of water (5 mL) at room temperature, resulted in immediate (within 1 minute) 
release of over 80% label claim of oxycodone. Such solutions were easily passed through a 
small bore 27 gauge needle and were of sufficient oxycodone concentration (5.8 and 10.6 
mg/mL) to expect the eliciting of subjective reinforcing effects upon intravenous injection.

b. RoxyBond 30 mg tablets whether intact, ground, or cut into pieces, under the various 
conditions tested cannot be used to make solutions suitable for abuse by intravenous 
injection.  With use of 5 or 10 mL of tap water, or pH 2, 3.5 and 5 solvents, the limited 
amount of oxycodone recovered  (maximum of 48% label claim) as well of the fluid 
recovered, resulted in solutions below 5 mg/mL and therefore not likely to produce 
subjective reinforcing effects when intravenously injected.  By contrast, use of the 
comparator, Roxicodone 30 mg tablets, under the conditions examined resulted in to suitable 
injectable intravenous solutions likely to result is subjective reinforcing effects.  (See Tables 
5, 6, and 7 under Discussion)

4. In Category 1 physical manipulation studies, RoxyBond 30 mg Tablets resisted physical 
manipulation using such tools as two spoons, pill crusher, hammer, knife, and mortar and pestle.  Of 
the tools tested, the coffee grinder resulted in the greater particle size reduction of RoxyBond 30 mg 
tablets 8% by weight was greater than 2000 µm, 64% was between 2000 µm and 425 µm, and 28% 
was less than 425 µm.  The comparator, Roxicodone 30 mg tablets did not demonstrate resistance to 
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crushing.  Roxicodone 30 mg tablets were reduced to a fine powder using a mortar and pestle for 
purposes of conducting other Category 1 studies, as well as for use in intranasal study O-ARIR-002.

5. In Category 1 large volume (30 mL) extraction studies, RoxyBond 30 mg tablets, either intact or 
ground, resisted dose dumping in tap water, pH 6 solution, pH 10 solution, methanol, alcoholic 
aqueous solutions ( 20%, 40%, and 100% ethanol), isopropyl alcohol, and acetone as evidence by 
less than 39% of label claim of oxycodone extracted at 30 minutes.  With use of these solvents, 
particle size reduction (grinding) resulted in only small increases in the extraction of oxycodone. 
With use of tap water, pH 6 solvent, and pH 10 solvent, increasing the temperature to 90°C caused 
only a limited increase in oxycodone extraction.  With use of two other solvents, namely pH 2 and 
pH 4 solvents, it was possible to recover greater than 75% of label claim of oxycodone within 30 
minutes from RoxyBond tablets.  Essentially the full label claim of oxycodone from Roxicodone 30 
mg crushed tablets (mortar and pestle) was released within one minute using 30 mL of water held at 
elevated temperature (90°C).  (See Tables 2, 3, and 4 under Discussion)

3. Recommendations
Based on our findings as captured in the Conclusions section, we recommend the following:

1. The Division should consider granting a deterrent claim to RoxyBond Tablets for intranasal abuse.  
Such a claim is supported by the results of Category 3 study O-ARIR-002.  Section 9.2 of the label 
for RoxyBond Tablets should contain language describing study O-ARIR-002, including results 
from the study supporting an intranasal abuse deterrent claim.  

2. The Division should consider granting RoxyBond Tablets a deterrent claim for intravenous injection.  
Such a claim is supported by the results of the Category 1 injectability/syringeability studies.  The 
claim should be provided in Section 9.2 of the label.

3. Following approval and introduction in the market Sponsor should be required to monitor and 
document actual abuse by oral administration as well as by other routes, such as intranasal and 
intravenous.  Based on the findings of Category 3 study O-ARIR-002, it is predicted that the oral 
route will be the preferred route of abuse of RoxyBond Tablets, and that the product will be the 
subject of actual oral abuse.  

II. DISCUSSION

1. Chemistry

1.1 Substance Information

RoxyBond tablets contain oxycodone HCl at dosage strengths of 5 mg, 15 mg, and 30 mg per tablet.  
  The composition of 

RoxyBond tablets is provided in Table 1.  
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Table 1.  Composition of RoxyBond Tablets. (Data obtained from Table 3.2.P.1-1 of NDA 209-777)
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1.3 In Vitro Manipulation and Extraction Studies for Products with Abuse-Deterrent 
Features 

Category 1 assessment of the abuse deterrent properties of RoxyBond Tablets consisted of the 
following:
 Physical manipulation studies using a variety of tools, 
 Particle distribution study for Category 3 Intranasal Human Abuse Potential Study O-ARIR-002 
 Large volume (30 mL) extraction studies, 
 Small volume (5 mL and 10 mL) syringeability/extractability studies. 

In these studies RoxyBond Tablets 30 mg were compared to Roxicodone 30 mg tablets. The 30 mg 
strength of RoxyBond Tablets was selected because it contains  ratio 
compared to the other dosage strengths (5 mg and 15 mg).  

No simulated inhalation studies were conducted as part of the Category 1 assessment.  No studies were 
conducted attempting to isolate the free base of oxycodone from RoxyBond Tablets.  

Physical Manipulation Using Various Tools

The following reports listed below were submitted regarding physical manipulation of RoxyBond 
Tablets and Roxicodone Tablets.
 Cerovene Abuse-Resistant Study Report ARS-122-05-01 entitled "Characterization of the Physical 

Attributes of the Oxycodone ARIR Tablets, 30 mg After Coffee Grinding at Various Times by 
Performing Particle Size Distribution of the Grinded Tablet Powder.
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 Cerovene Abuse-Resistant Study Report ARS-122-06 entitled "Characterization of Physical 
Attributes of the Tablets Regarding Difficulty of Manipulation and Particle Size for Non-Pre-Treated 
and Pre-Treated Oxycodone ARIR and Roxicodone Tablets, 30 mg.

Assessment of physical manipulation was conducted using 30 mg RoxyBond tablets and 30 mg 
Roxicodone Tablets.  Household tools used in an attempt to manipulate RoxyBond tablets included 2 
spoons, pill crusher, mortar & pestle, knife, hammer, and coffee grinder.  With use of the coffee grinder, 
grinding times included 30, 60, 120, 300, and 600 seconds.

RoxyBond tablets (N=5) were either (a) not pretreated, (b) frozen in household freezer at ≤ 0°C for 30 
minutes, (c) microwaved (oven 800W) for 1 minute, or (d) heated in a 150°C oven for 30 minutes, then 
immediately subjected to the physical manipulations using the tools.  For each tool there were five 
repetitions (5 tablets).

Roxicodone 30 mg tablets did not provide any deterrent effect to physical manipulations.  Tablets were 
effectively ground into a fine powder using a mortar & pestle and were not subjected to other tools for 
manipulation or to pretreatments.

Particle same distribution was determined using sieve analyses in which manipulated tablets were 
consecutively passed through a series of mesh screens: 2000 µm, 425 µm, 150 µm, and 53 µm.  

As documented in Cerovene Abuse-Deterrent Study Report ARS-122-06, five minutes manipulation of 
non-pretreated RoxyBond tablets with either two spoons or a pill crusher resulted in greater than 90% of 
the tablet mass greater than 2000 µm.  Using a knife to cut the tablet into pieces for 5 minutes produced 
a powder with 74.9% by weight greater than 2000 µm.  With use of a hammer for 1 minute, 55.7% of 
the resulting sample was greater than 2000 µm.  Manipulation of non-pretreated RoxyBond tablets with 
a mortar and pestle over a range of 90 to 150 seconds resulted in a powder in which 36.4% by weight of 
particles was greater than 2000 µm while 57.3% was below 425 µm.

According to the Sponsor, as documented in Cerovene Abuse-Deterrent Study Report ARS-122-05-01, 
the coffee grinder was the best tool for producing a particle size reduction of non-pretreated RoxyBond 
tablets suitable for intranasal administration.  Use of the coffee grinder for 30 seconds resulted in a 
powder in which 8% by weight was greater than 2000 µm, 64% was between 2000 µm and 425 µm, and 
28% was less than 425 µm.  Increasing the length of grinding caused only minor further reductions in 
particle size.  Grinding for 30 seconds with the coffee grinder was also used to produce crushed 
RoxyBond samples for use in other Category 1 studies.  

As documented in Cerovene Abuse-Deterrent Study Report ARS-122-06, pre-treatment of RoxyBond 
tablets by freezing or by heating (microwave and oven) was not successful in providing further 
reductions in particle size using any of the tools examined.  

Particle distribution study for Category 3 Intranasal Human Abuse Potential Study O-ARIR-002

Data on the particle size distribution for the treatments used in intranasal human abuse potential study 
O-ARIR-002 was reported in Cerovene Abuse-Resistant Study Report ARS-122-01 entitled "Particle 
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Size Determination for Likability Testing Studies for Oxycodone ARIR Tablets 30 mg, Roxicodone 
Tablets 30 mg, Placebo for RoxyBond Tablets, 30 mg, and Avicel PH-200."  

RoxyBond Tablets 30 mg tablets were ground for 30 sec or 60 seconds using a Cuisinart DCG-20 coffee 
grinder.  RoxyBond Tablet placebos were ground for 30 seconds using a Cuisinart DCG-20 coffee 
grinder.  Roxicodone was crushed using a mortar and pestle.  Particle size analyses were conducted 
using a GEOTECH Tray Sieve with 2000 micron, 425 micron, 150 micron, and 53 micron screens.  

There was little difference in particle size distribution following grinding of RoxyBond Tablets 30 mg 
for 30 seconds or 60 seconds using the coffee grinder.   On average, with respect to ground (30 seconds) 
RoxyBond Tablets 8 % by weight was greater than 2000 µm, 64% was between 2000 µm and 425 µm, 
and 28% was less than 425 µm.  On average, with respect to ground (30 seconds) RoxyBond placebo 
tablets, 0.3 % by weight was greater than 2000 µm, 57% was between 2000 µm and 425 µm, and 42% 
was less than 425 µm.  On average, with respect to crushed Roxicodone 30 mg tablets, 0.0 % by weight 
was greater than 2000 µm, 11.4% was between 2000 µm and 425 µm, and 87% was less than 425 µm.  
This data demonstrates that in the Category 3 intranasal study O-ARIR-002 the particle size distribution 
of ground RoxyBond was larger than that for crushed Roxicodone. 

Large Volume (30 mL) Extraction Studies

The results of large volume (30 mL) extractability studies on RoxyBond 30 mg Tablets was provided in 
Cerovene Abuse-Resistant Study Report ARS-122-07 entitled "Assessment of the Extractability of the 
Intact and Grinded Oxycodone ARIR Tablets 30 mg and Roxicodone Tablets 30 mg in Various Aqueous 
and Organic Solvents."  

The extractability of oxycodone from intact and ground (60 seconds with Cuisinart DCG-20N coffee 
grinder) 30 mg RoxyBond Tablets was evaluated using 30 milliliters of each of the following solvents: 
tap water, pH 2 buffer, pH 4 buffer, pH 6 buffer, pH 10 buffer, methanol, isopropyl alcohol, acetone, 
20% ethanol, 40% ethanol, and 100% ethanol.  In the case of non-volatile solutions, solvent 
temperatures were room temperature and 90°C.  Specifically, just for pH 2 and pH 4 solvents, extraction 
time points included 1, 5, 15, 30, and 60 minutes.  For the remaining solvents, extraction of oxycodone 
was determined just at the 30 minutes time point.  Extractions were conducted in triplicate.  Data was 
expressed in terms of the percentage of label claim (% LC) of oxycodone extracted (recovered).  

Extraction of oxycodone was also evaluated from intact and crushed (mortar and pestle) Roxicodone 30 
mg. Due to the ease of extraction of oxycodone from Roxicodone in water alone, extractability using 
solvents other than water was not conducted on Roxicodone tablets.   Extractions were conducted in 
triplicate.  Percentage of label claim was determined.  

Extractability of Oxycodone from Roxicodone 30 mg Tablets

Table 2 demonstrates the rapid and complete extractability of oxycodone from intact and crushed 30 mg 
Roxicodone tablets.  Under intact conditions at room temperature, extraction of oxycodone was above 
80% in water within about 15 minutes, demonstrating the immediate release characteristics of the 
formulation.  Either crushing the Roxicodone tablet or increasing the water temperature to 90°C 
substantially increased the rate of release of oxycodone over just the first 5 minutes.  These results 
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demonstrate the ease with which oxycodone can rapidly be extracted from Roxicodone tablets by 
physical manipulation of the tablets or by increasing the water temperature.  

Table 2.  Extraction of Oxycodone, Expressed in Terms of Percentage Label Claim (%LC) Extracted, 
From Intact and Crushed Roxicodone 30 mg Tablets.  (Data Source: Cerovene Abuse-Resistant Study 
Report ARS-122-07).

Mean Percent Label Claim of Oxycodone Extracted from Roxicodone 30 mg Tablets – (N=3)
Room Temperature – 30 mL Tap Water 90°C – 30 mL Tap Water

Extraction 
Time Point
(Minutes) Intact Crushed Intact Crushed

1 12.7 108.7 27.6 99.8
5 40.6 103.2 96.5 101.1
15 87.8 91.2 103.3 99.7

Extractability of Oxycodone from RoxyBond  Tablets in pH 2 and pH 4 Solutions

Table 3 provides oxycodone extraction data from RoxyBond tablets using pH2 and pH 4 solvents.  
Extraction of oxycodone from intact or ground RoxyBond tablets was limited when using pH 2 and pH 
4 solvents held a room temperature with less than 26% LC of oxycodone extracted at 30 minutes.  
Simply grinding the tablet did not have a clear effect upon the rate of release of oxycodone when these 
two solvents were held at room temperature.  Increasing the temperature to 90°C for either solvent 
caused an increase in the rate of release of oxycodone from the RoxyBond tablets as evidenced by the 
%LC of oxycodone recovery of 85.8% and 44.7% using pH 2 and pH 4 solvents, respectively.  

Table 3.  Extraction of Oxycodone, Expressed as Mean Percentage Label Claim (%LC), from Intact and 
Ground RoxyBond 30 mg Tablets using pH 2 and pH 4 Solvents.  (Data Source:  Cerovene Abuse-
Resistant Study Report ARS-122-07).

Mean %LC of Oxycodone Extracted  (N = 3)
Extraction Duration Solvent

(with agitation 
100 rpm)

RoxyBond 
Tablets
30 mg

Solvent
Temperature 1 

Minute
5 

Minutes
15 

Minutes
30 

Minutes
60 

Minutes
Intact 0.0 1.0 2.5 25.4 66.2

Ground
Room 

Temperature 1.3 3.2 10.4 19.7 26.1
Intact 0.5 9.6 85.8 93.8 93.4

pH 2 
Solution
(30 mL) Ground 90°C 8.1 43.1 70.0 69.7 77.7

Intact 0.0 0.2 1.9 8.3 55.4
Ground

Room 
Temperature 1.4 2.7 17.9 21.2 31.9

Intact 0.6 5.3 44.7 77.8 92.2

pH 4 
Solution
(30 mL) Ground 90°C 20.6 26.1 42.2 56.6 56.8

Extractability of Oxycodone from RoxyBond Tablets30 mg Using Tap Water and Other Solvents

Tap water was not an effective solvent for the extraction of oxycodone from RoxyBond 30 mg tablets 
(Table 4 below).   With tap water held at room temperature, %LC of oxycodone extracted was less than 
5% from either intact or ground RoxyBond tablets.  With tap water held at 90°C, maximum extraction 
did not exceed 24% LC at 30 minutes.  
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Both pH 6 and pH 10 solvents also performed poorly with respect to extraction of oxycodone from 
RoxyBond tablets (Table 4).  Either crushing the tablets or increasing solvent temperature had only 
modest effects in increasing the %LC of oxycodone released.  Under the best conditions, namely ground 
tablets in solvent at 90°C, there was 39% LC and 28% LC oxycodone extracted within 30 minutes at pH 
6 and pH 10, respectively.  

Table 4.  Extraction of Oxycodone, Expressed as Mean Percentage Label Claim (%LC) from Intact and 
Ground RoxyBond 30 mg Tablets using Aqueous/Organic Solvents.  (Data Source:  Cerovene Abuse-
Resistant Study Report ARS-122-07).

% LC of Oxycodone Extracted at 30 Minutes (N=3)Solvent
(30 mL)

(100 rpm)

Solvent 
Temperature Intact 

RoxyBond 30 mg
Ground

RoxyBond 30 mg
Tap Water Room Temperature 1.2 4.7

90°C 23.2 22.6
pH 6 Room Temperature 4.3 12.2

90°C 34.4 38.8
pH 10 Room Temperature 1.0 13.0

90°C 14.4 28.0
Methanol Room Temperature 14.1 17.3

Ethyl Alcohol 20% Room Temperature 1.3 8.3
Ethyl Alcohol 40% Room Temperature 1.9 14.3
Ethyl Alcohol 100% Room Temperature 1.0 4.3
Isopropyl Alcohol Room Temperature 0.0 0.4

Acetone Room Temperature 0.1 4.6

Due to flammability issues, methanol, isopropyl alcohol, acetone, and the aqueous/ethanolic solvents 
were evaluated only at room temperature.  As evident from Table 4, with use of each of these solvents 
the extraction of oxycodone from RoxyBond 30 mg tablets, intact or crushed, was low at 30 minutes 
(<18% LC recovered).  

Small Volume Extractability/Syringeability Studies

RoxyBond 30 mg tablets and Roxicodone 30 mg tablets were evaluated in extractability/syringeability 
studies as documented in Cerovene Abuse-Resistant Study Report ARS-122-08-1 entitled 
"Syringeability Study for Extraction of Oxycodone From Oxycodone ARIR Tablets, and Roxicodone 
Tablet, 30 mg After Physical Manipulation."  

For purposes of this review, data generated from the extractability/syringeability studies will be 
evaluated in light of producing injectable solutions that will, upon injection, likely result in significant 
reinforcing effects.   Using a single center, double-blind, randomized, placebo-controlled, active-
controlled, crossover study design, Colucci et al., (2014)2 3 demonstrated that a 1 minute infusion of 4.9 

2 Colucci SV, Perrino PJ, Shram M, Bartlett C, Wang Y, and Harris SC (2014).  Abuse potential of intravenous 
oxycodone/naloxone solution in nondependent recreational drug users.  Clinical Drug Investigation, 34: 421-429.
3 Targiniq  NDA 205-777 - Study ONU1001 entitled "A Single-Center, Randomized, Double-blind, Study in Recreational 
Opioid Users to Evaluate the Abuse Potential, Pharmacokinetics, and Safety of Oxycodone/Naloxone (ONU) Tablets 
Administered via the Oral, Intranasal, and Intravenous Routes."
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mg (0.07 mg/Kg in 70 Kg individual) of oxycodone HCl in solution, serving as the active control, 
resulted in peak scores (Emax) of 96 mm, 92 mm, and 82 mm for Drug Liking VAS, High VAS, and 
Take Drug Again VAS, respectively.   These scores were statistically significantly (p<0.001) higher than 
that of intravenous injection of placebo.  These data show that a solution intended for intravenous 
injection and containing approximately 5 mg of oxycodone can upon intravenous injection over 1 
minute result in high levels of subjective reinforcing effects. This is only one point on the dose-response 
curve with regard to subjective effects, such as Drug Liking, High, and Take Drug Again, following 
intravenous injection of oxycodone HCl.  Considering the high levels of subjective effects observed at 
the approximate 5 mg dose it is likely, but has not been definitely demonstrated, that the intravenous 
injection of lower doses of oxycodone HCl, such as 1 mg to 4 mg, will also result in significant levels of 
subjective reinforcing effects.  It should be noted that an additional factor that has not been adequately 
addressed in the effect of intravenous injection rate on subjective reinforcing effects for oxycodone HCl.  
At the same time there is a  lack of information on the rates of intravenous injection by abusers of 
oxycodone solutions prepared using manipulated pharmaceutical opioid products.

One and two tablets of crushed (pestle) 30 mg Roxicodone were placed in 5 mL of water at room 
temperature and 90°C with or without agitation (100 RPM) at 1, 5, 10, 30 min (N=5).  For each set of 
conditions there were 5 replicates.

One intact Oxycodone or one and two manipulated RoxyBond 30 mg tablets were placed in 5 mL and 
10 mL of room temperature and 90°C water with and without agitation for 1, 5, 10, and 30 minutes.  
Manipulations included cutting the tablets into pieces or grinding each tablet for 60 seconds with a 
Cuisinart DCG-20 coffee grinder.  For each set of conditions there were 5 replicates.

Intravenous Injectable Solutions Using Roxicodone 30 mg Tablets – Water as Solvent

Sponsor demonstrated that Roxicodone 30 mg tablets can be used to produce suitable intravenous 
solutions.  As evident from Table 5, exposure of one or two crushed Roxicodone 30 mg tablets for just 
one minute to 5 mL of water held at room temperature and without agitation, resulted in essentially full 
recovery (5 mL) of a fluid (water) containing 5.8 mg/mL and 10.6 mg/mL, respectively.  These solutions 
were recovered using small bore syringe needles (27 gauge) indicating that the solutions were of low or 
little viscosity.  Heating the water to 90°C or conducting the extraction under agitated conditions (100 
rpm), as might be expect, had little effect on further recovery of oxycodone.  Based on the results of 
Colucci et al. (2014), injection of 1 mL, or in some cases less than 1 mL, may be expected to produce 
significant subjective reinforcing effects in recreational opioid abusers. Both solutions would most likely 
allow for multiple injections by a single individual or for use by multiple individuals.  In addition, 
assuming more than one mL was injected, higher doses of oxycodone HCl could be administered.       
Although the Sponsor did not document the use of lower water volumes (e.g., 1, 2 or 3 mL), it is 
probable that with such lower volumes, suitable injectable solutions using crushed Roxicodone would be 
obtained with higher oxycodone concentrations thereby allowing individuals who are currently opioid 
tolerant to inject higher doses of oxycodone HCl and experience subjective reinforcing effects.  It is 
evident that Roxicodone 30 mg tablets do not display a deterrent effect to abuse by intravenous 
injection. 
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Table 5.  Preparation of Intravenous Solutions Using One and Two Crushed Tablets of Roxicodone 30 
mg.  (Source:  Data obtained from Cerovene Abuse-Resistant Study Report: ARS-122-08-1).

1 Minute Extraction in 5 mL of Water – Room Temperature - No AgitationNo. of 30 mg 
Crushed 

Roxicodone
Tablets

Syringe 
Gauge 
Used

Volume 
Recovered

(mL)

Oxycodone 
Recovered

(% LC)

Oxycodone 
Recovered

(mg)

Oxycodone 
Concentration

(mg/mL)

1 27 5 97.7 29.3 5.8
2 27 5 85.2 51.1 10.6

Intravenous Injectable Solutions Using a Single Intact RoxyBond Tablets – Water as Solvent

Single intact RoxyBond 30 mg Tablets extracted for up to 30 minutes in 5 mL or 10 mL water held at 
either room temperature or 90°C did not result is suitable intravenous solutions (Data not Shown).  
Although fluid recovery was high using small bore needles (27 gauge), thereby indicating little if any 
viscosity, there was minimal extraction of oxycodone over the 30 minute extraction period.  With water 
held a room temperature, a mean of less than 3% LC of oxycodone was recovered from single intact 
tablets resulting is solutions with oxycodone concentrations less than 0.18 mg/mL.  Mean maximum 
oxycodone extraction of 12.8% LC was achieved using 10 mL of water at 90°C, resulting in solutions 
with oxycodone concentrations less than 0.38 mg/mL.  

Intravenous Injectable Solutions Using Single Ground or Cut RoxyBond 30 mg Tablets – Water as 
Solvent

Table 6 below provides information on the milliliters of fluid and milligrams of oxycodone recovered 
following extraction of ground and cut single RoxyBond 30 mg tablets in either 5 mL or 10 mL of 
water.  For each solution the resulting oxycodone concentration is also provided.   

With use of 5 mL of water for extraction from ground or cut RoxyBond tablets, an 18 gauge needle was 
required to aspirate the resulting solution, thereby indicating an increased viscosity of the resulting 
solutions.  To what extent drug abusers would use an 18 gauge needle to inject these solutions is not 
known.  Some of the resulting solutions, if possible to inject, could conceivably result in subjective 
reinforcing effects.  For example, resulting oxycodone concentrations for solutions prepared from 
exposing cut RoxyBond tablets to hot (90°C) water for 5, 10, and 30 minutes were 4.89 mg/mL, 3.75 
mg/mL, and 3.13 mg/mL, respectively.  Based on the results by Colucci et al., (2014) injection of these 
solutions might be expected to result in subjective reinforcing effects.  

Due to both the larger volume of fluid recovered and to the limited recovery of oxycodone, the use of 10 
mL of water for oxycodone extraction from ground or cut RoxyBond 30 mg tablets was generally 
associated with generation of solutions of low oxycodone concentration.  With the exception of two 
solutions having oxycodone concentrations of 1.28 mg/mL and 1.81 mg/mL, all solutions were below 
1.0 mg/mL in oxycodone concentration.  It is feasible that injection of the 1.28 mg/mL or 1.81 mg/mL 
solutions could result in subjective reinforcing effects; however the injection of either solution might be 
difficult considering that an 18 gauge needle was required to recover each solution.    
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Table 6.  Preparation of Intravenous Solutions From a Single Ground (Coffee Grinder) or Cut (Knife) 
RoxyBond 30 mg Tablet Using 5 and 10 Milliliters of Water Held at Room Temperature (RT) and 90°C.  
(Source:  Cerovene Abuse-Resistant Study Report ARS-122-08-1). 

Extraction Times in Water
5 Minutes 10 Minutes 30 MinutesOxycodone

(OC) 
ARIR 30 
mg Tablet

Water 
Temp Vol. of

 Fluid
(mL)

Mg
OC

OC 
Conc.

Mg/mL

Vol. of
Fluid
(mL)

Mg 
OC

OC
Conc.

Mg/mL

Vol. of 
Fluid
 (mL)

 Mg 
OC

OC
Conc.

Mg/mL
Starting Volume - 5 mL Water 

RT 1.2 1.53 1.27 2.2 2.58 1.17 1.2 2.25 1.87Ground
(18 gauge 

needle)
90° C 2.2 3.5 1.59 2 4.83 2.01 2.2 2.97 1.35

RT 2 2.25 1.12 2.4 3.06 1.27 1.2 5.67 4.72Cut (18 
gauge 

needle)
90° C 2 9.78 4.89 2 7.5 3.75 2.1 6.57 3.13

Starting Volume – 10 mL Water
RT 5.2 2.04 0.39 5.2 1.41 0.27 4.4 3.72 0.85Ground

(18 gauge 
needle)

90° C 3.2 4.11 1.28 5.0 1.44 0.29 3.2 5.79 1.81

RT 6.2 1.68 0.27 6.6 1.32 0.2 5.4 3.33 0.61Cut
(24 gauge 

needle)
90° C 6.6 3.09 0.47 6.6 5.76 0.87 5.4 4.98 0.92

It is obvious from the data presented in Tables 5 and 6 that it is more difficult to prepare intravenous 
solutions using RoxyBond 30 mg tablets than using Roxicodone 30 mg Tablets using water held at room 
temperature or elevated temperature.  With using of Roxicodone tablets the recovery of both fluid and 
oxycodone is high resulting in solutions with little, if any, viscosity.  When using RoxyBond tablets, 
recovery of fluid and oxycodone is limited with any solution tending to be viscous as indicated by the 
use of large bore needles (18 gauge needles).

Intravenous Injectable Solutions Using Two RoxyBond Tablets – Water as Solvent

It was not possible to produce suitable injectable solutions using two ground RoxyBond tablets placed in 
5 or 10 mL of water, under any conditions.  With use of a large bore 18 gauge needle there was no 
recovery of fluid due to gelling.  

It was not possible to produce suitable injectable solutions using two RoxyBond tablets cut into pieces 
followed by extraction in either 5 mL or 10 mL of water.  With the use of 5 mL of water there was no 
recovery of fluid due to gelling.  With the use 10 mL of water, there was limited recovery of fluid (2 to 6 
mL), but the %LC of oxycodone recovered was less than 7% (> 2.1 mg), even following 30 minutes of 
extraction.  Such poor recovery, resulting in very low oxycodone concentrations (< 1 mg/mL) would not 
be expected, upon intravenous injection to produce subjective reinforcing effects.

The difficulty of using 2 tablets of RoxyBond 30 mg to produce intravenous solutions is in marked 
contrast to the use of 2 tablets of Roxicodone 30 mg which results in solutions of high oxycodone 
concentration (10.6 mg/mL) and with little viscosity as indicated by syringeability with small bore (27 
gauge needles.  With the use of Roxicodone solutions can be prepared using water that can be used by 
multiple drug users and by drug users requiring higher oxycodone levels to overcome tolerance.
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Intravenous Injectable Solutions Using One RoxyBond Tablet – pH 2, 3.5 and 5 Solvents

In response to an Information Request from FDA/CMC/OPQ, Sponsor conducted additional 
syringeabilility/extractability studies documented in Cerovene Abuse-Resistant Study Report ARS-122-
16 entitled "Assessment of the Syringeability and Extractability of the Intact, Grinded, and Without the 
Core Oxycodone ARIR Tablet 30 mg With and Without Pretreatment by 1200 Watt Microwave in pHs 
2, 3.5, and 5 in the Same Conditions Outlined in Report ARS-122-14."  

Specific objectives of study ARS-122-16 included:
 Determining if 10 mL of pH 2, 3.5, or 5 solvents could be used to enhance the extractability of 

oxycodone from whole, ground, and core extracted RoxyBond tablets. 
 Determining the effect of pretreating RoxyBond tablets for 1 minute with maximum (1200 Watt) 

microwave exposure on syringeability and oxycodone extraction from RoxyBond tablets.  
 Determining the effect of removing the core of the RoxyBond tablet formulation on the 

syringeability and extractability of oxycodone from the manipulated RoxyBond tablet. 

RoxyBond tablets were ground for 60 seconds using a Cuisinart DCG-20N coffee grinder.  To remove 
the core, a RoxyBond 30 mg tablet was placed on a cutting board followed by cutting the tablet in half.  
Using a small knife, the inner core of the tablet was removed and discarded.  The remaining tablet 
formulation without the core was subjected to extraction studies without prior grinding. Tablets were 
pretreated with microwave heating prior to being placed into the 10 mL extraction solutions.  

Results of the study are shown in Table 7 below.  With use of the three solvents, the extractability of 
oxycodone from intact RoxyBond tablets was limited generally resulting in solutions with oxycodone 
concentrations below 1 mg/mL.  Two of the solutions, one resulting from use of pH 2 solvent and the 
other using pH 3.5 solvent, resulted in oxycodone concentrations of 1.42 mg/mL and 1.76 mg/mL 
respectively.  Intravenous injection of one milliliter or more of these solutions injected may result in 
some subjective reinforcing effects.  Pretreatment of tablets with maximum microwave heating (1200 
Watts) for 1 minute prior to initiating extraction, did not impact the extraction of oxycodone. The fact 
that there was full recovery of fluid (10 mL) using 27 gauge needles indicates that the resulting solutions 
had little, if any, viscosity.  
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Table 7.  Syringeability and Extractability of Oxycodone from Intact and Manipulated RoxyBond 30 mg 
Tablets Using Selected Solvents (pH 2, pH 3.5, and pH 5) With and Without Microwave Pretreatment.  
(Data  Source:  Cerovene Abuse-Resistant Study Report ARS-122-16)

RoxyBond Tablets 30 mg
Intact 

(27 gauge needle)
Ground

(18 gauge needle)
Without Core 

(27 gauge needle)Extraction 
Time

(Minutes)
Volume
Of Fluid

(mL)
(N = 3)

OC  
Extracted

(mg)
(N = 3)

OC
Conc.

(mg/mL)

Volume
Of Fluid

(mL)
(N = 3)

OC
 Extracted

(N = 3)

OC
Conc.

(mg/mL)

Volume 
Of Fluid

(mL)
(N = 3)

 OC  
Extracted

(mg)
(N =3)

OC
Conc.

(mg/mL)

No Microwave Pretreatment – 10 mL of pH 2 Solvent

1 10 0.0 0.00 2 0.36 0.18 10 1.11 0.11
5 10 0.06 0.00 2 0.66 0.33 10 2.46 0.25
10 10 0.51 0.05 2 0.99 0.48 10 4.41 0.44
30 10 3.21 0.32 2 2.46 1.23 10 14.2 1.42

Microwave Pretreatment for 1 Minute (1200 Watts) – 10 mL of pH 2 Solvent

1 10 0.09 0.01 2 0.42 0.21 10 1.68 0.17
5 10 0.24 0.02 2 0.99 0.48 10 4.11 0.41
10 10 1.02 0.10 2 1.02 .51 10 2.34 0.23

No Microwave Pretreatment – 10 mL of pH 3.5 Solvent

30 10 1.95 0.2 2 3.51 1.76 10 12.24 1.22

No Microwave Pretreatment – 10 mL of pH 5 Solvent

30 10 2.16 0.22 2 1.47 0.74 10 9.45 0.95

4. Clinical Studies 

In addition to human abuse potential study O-ARIR-002, discussed below, the clinical development 
program for RoxyBond Tablets involved five Phase 1 pharmacokinetic studies.  No Phase 3 efficacy 
studies were conducted for RoxyBond Tablets.  

Phase 1 pharmacokinetic studies constituted bioavailability, bioequivalence, and dose proportionality 
studies all conducted under naltrexone blockage.  All studies were open-label and single-dose per 
treatment period with treatments administered in a clinical setting.   Studies demonstrated 
bioequivalence to Roxicodone, supporting the 505(b)(2) pathway for the application.  Studies are listed 
below. 

 Study O-ARIR-001 entitled “A 4-Way Crossover Study to Evaluate the Relative Bioavailability of 
RoxyBond 30 mg Tablets, RoxyBond-C 30 mg Tablets, and Roxicodone 30 mg Tablets 
Administered Under Fasted Conditions and RoxyBond 30 mg Tablets Administered Under Fed 
Conditions.."

 Study O-ARIR-003 entitled "A 3-Way Crossover Relative Bioavailability Study of RoxyBond 
(Abuse Resistant Immediate Release) 30 mg Tablets in Fasted State Versus Roxicodone® 30 mg 
Tablets in Fasted State Versus RoxyBond 30 mg Tablets in Fed State."
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 Study O-ARIR-004 entitled "A Randomized, Open-Label, Single-Dose, Four-Period, Crossover 
Study in Healthy Adults to Assess the Relative Bioavailability and Dose Proportionality of 
RoxyBond Tablets."

 Study O-ARIR-006 entitled "A Pharmacokinetic Study to Evaluate the Dose Proportionality of 
Three Test Formulations of RoxyBond (Oxycodone Hydrochloride Immediate-Release) Tablets (5 
mg, 15 mg, 30 mg) (Inspirion Delivery Technologies LLC) in Healthy Adult Subjects under Fasted 
Conditions."

 Study BE-09-035 entitled "A Randomized, Single Dose, Open Label, Comparative Pharmacokinetic 
Study of Ground Oxycodone Hydrochloride 20 mg IR Tablets  (By Snorting the Ground Tablet ) in 
Healthy Human Subjects"

Study BE-09-035 - Category 2 Intranasal Study

Study BE-09-035 constitutes a Category 2 abuse deterrent intranasal study.  This was a pilot study 
conducted in 2009 utilizing six healthy subjects.  Study design was that of an open label, randomized, 2-
period, 2-treatments, 2-sequence comparative, 2-way crossover study conducted under naltrexone 
blockade and fed conditions.  Objective was to compare the oxycodone plasma pharmacokinetics 
following intranasal ground 20 mg RoxyBond versus crushed Roxicodone 20 mg (4 x 5 mg Tablets)). 
Subjects were allowed up to 10 minutes to snort each treatment using a straw.  Blood samples were 
taken pre-dose and at selected times out to 6 hours post-dosing.  

The mean (SD) maximum plasma oxycodone concentration (Cmax) following intranasal RoxyBond 20 
mg (30.50 (11.06) ng/mL) was only 43% of the mean (SD) Cmax following intranasal Roxicodone 20 
mg.   It took approximately twice as long to achieve Cmax (Tmax) following intranasal RoxyBond 
compared to following intranasal Roxicodone (median Tmax of 1.12 versus 0.5 hours, respectively).   
This pilot study provides limited pharmacokinetic data in support of a possible abuse-deterrent effect of 
RoxyBond Tablets to intranasal abuse.  The pivotal intranasal study O-ARIR-002 was conducted in 
2014 and is described in detail below.  

4.1 Human Abuse Potential Studies

Intranasal Human Abuse Potential Study O-ARIR-002

In support of NDA 209-777 the Sponsor submitted intranasal human abuse potential study O-ARIR-002 
entitled “A Randomized, Double-Blind, Double-Dummy, Active- and Placebo-Controlled, Four-Way 
Crossover Study to Assess the Relative Bioavailability and Abuse Potential of Intranasal Administration 
of Ground RoxyBond Tablets (Abuse Deterrent) versus an Equivalent Dose of Crushed Roxicodone in 
Nondependent Recreational Opioid Users.”  This study was conducted at PRA Health Sciences, in Salt 
Lake City, Utah between February 10, 2014 and August 1, 2014.

Study O-ARIR-002 was a randomized, double-blind, double-dummy, active- and placebo-controlled, 
single-dose, four-way crossover, single-center study. The study consisted of a Screening Period, 
Qualification Period, Treatment Period, and Follow-up Period.  During the qualification period a 
naloxone challenge test and drug discrimination test were conducted.  The Treatment Period consisted of 
an 11-night inpatient treatment session with a minimum 72-hour washout period between treatments. A 
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post-treatment Follow-up Period was performed 7- 10 days after the last dose of the Treatment Period 
and consisted of safety assessments.

The subject population for this study consisted of opioid experienced, non-dependent volunteers.  
Subjects had experience with intranasal drug administration, defined as intranasal use on at least 3 
occasions within the last year prior to the Screening Period.

Methodology – Qualification Phase

In order to advance to the Treatment Period, subjects were required to successfully complete a drug 
discrimination test.  In a 3-way crossover, 1:1:1 ratio, double-blind, randomized design, subjects 
received a single, intranasal dose each of Roxicodone (15 mg crushed tablet), Roxicodone (30 mg 
crushed tablet) and placebo powder (microcrystalline powder).  There was a 24 hour washout between 
treatments.  Subjects were required to satisfy the following criteria:
 A minimum Emax score of Drug Liking VAS of 75 mm in response to Roxicodone 30 mg in the 

first 2 hours following dosing.
 A ≥20 mm difference in Emax of Drug Liking between the crushed Roxicodone 30 mg and placebo 

in the first 2 hours following dosing.
 A ≥15 mm difference in Emax of Drug Liking between the crushed Roxicodone 30 mg and crushed 

Roxicodone 15 mg in the first 2 hours following dosing.
 A crushed Roxicodone 15 mg Emax of Drug Liking score that is greater by any amount (i.e., > 0 

mm) than placebo in the first 2 hours following dosing.
 A placebo response of Drug Liking ≥ 40 and ≤ 60 mm during the first 2 hours following dosing.
 The ability to tolerate crushed 15 mg Roxicodone and crushed Roxicodone 30 mg administered 

intranasally as assessed by no emesis within 2 hours following dosing, ability to insufflate the entire 
volume of crushed treatments, and as otherwise judged by the Investigator.

 Acceptable response to other study assessments, as determined by the Investigator.
 Ability to successfully complete the study as judged by the Investigator.

Methodology – Treatment Phase

During the Treatment Period, subjects received each of 4 treatments in a randomized, four-way
crossover, double-blind, double-dummy, 1:1:1:1 ratio design.  Each dose was separated by
at least a 72-hour period. The treatments administered are described in Table 8 below.  

Manipulations of drug products in preparations of each treatment were described in a pharmacy manual.  
Crushed RoxyBond tablets 30 mg were prepared using a Cuisinart DCG-20 coffee grinder with a 1 
minute grinding time.  Roxicodone was crushed using a mortar and pestle. As demonstrated in the 
Category 1 studies, the particle size distribution for ground RoxyBond 30 mg was higher than that for 
crushed Roxicodone 30 mg (See page 8, for particle size distribution).
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Table 8.  Treatments Administered During the Treatment Phase.  (Source: Table 9.4.1-1 on page 25 of 
the Clinical Study Report)

Treatment Tampered Intranasal Dose
(Weight  mg) Intact Oral Dose

Placebo Ground placebo RoxyBond tablet (high 
volume, 587 mg)

Placebo tablet matching 30 mg 
RoxyBond

Crush Roxicodone 30 mg Crushed 30 mg Roxicodone table (low 
volume, 100 mg)

Placebo tablet matching 30 mg 
RoxyBond

Ground RoxyBond, 30 mg Ground 30 mg Roxybond tablet (high 
volume, 587 mg)

Placebo tablet matching 30 mg 
RoxyBond

Intact RoxyBond, 30 mg
Placebo powder (microcrystalline 

cellulose) matching Roxicodone (low 
volume, 100 mg)

Intact 30 mg RoxyBond

For each treatment, the intact tablet (placebo or active) taken orally preceded the crushed tablet 
administered intranasally. The subject swallowed the tablet directly from the amber vial with 
approximately 240 mL of room temperature water. The lights in the room were then turned off, the light 
box was turned on, and the privacy screen removed from the light box. Subjects were instructed to 
inhale directly from the vial using a 3 inch clear plastic straw.  All dosing procedures were to be 
completed within 5 minutes, however an additional 5 minutes was allowed, if needed. If administration 
was not fully completed within 10 minutes, dosing was stopped and the weight of the vial and any 
powder not administered was recorded. The amount of time needed for intranasal administration was 
recorded.  Subjects were not allowed to blow their nose within 1 hour of dosing.

Methodology – Pharmacokinetics of Oxycodone in Plasma as a Function of Treatment

To evaluate the pharmacokinetics of oxycodone in plasma, blood samples were obtained during each 
Treatment Period within 1 hour pre-dose and at 0.25, 0.5, 1, 1.25, 1.5, 1.75, 2, 2.5, 3, 4, 6, 8, 12, and 24 
hours post-dose. Subjects who experienced emesis within 1 hour following dosing in the Treatment 
Period did not have PK samples collected for the duration of that Treatment Period.  For purposes of this 
review, the pK parameters evaluated for plasma oxycodone included:
 Cmax: maximum achieved oxycodone plasma level
 Tmax:  time to achieve Cmax
 AUC1hour: area under the oxycodone concentration versus time curve over the first hour post-

dosing representing total oxycodone exposure over the first hour following treatment.

Methodology – Pharmacodynamic Measures Utilized

For purposes of this review, pharmacodynamic measures evaluated included the primary measure of 
bipolar Drug Liking VAS, as well as the secondary measures of unipolar High VAS, Take Drug Again 
VAS, and Overall Drug Liking VAS.  During the Treatment Period Drug Liking VAS and High VAS 
were evaluated post-dose at 0.25, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 10, 12, and 24 hours.  In the case of High 
VAS, there was also a pre-dose measurement.   Overall Drug Liking and Take Drug Again VAS were 
administered at 12 and 24 hours post-dose in the Treatment Period.

Specific pharmacodynamic measures used in this review included:
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 Emax = Maximum (peak) effect
 TEmax – Time to achieve Emax
 AUE0-1hr – Area under the effect versus time curve for the first hour post-dosing, reflecting total 

Drug Liking experience over that first hour following treatment.  (Evaluated only for  Drug Liking 
VAS)

Ease of Snorting Assessment (VAS) was administered within 5 minutes of completing intranasal 
administration of study drug during the Treatment Period.

During the Treatment Period the Nasal Effects assessment was collected pre-dose and post-dose within 5 
minutes and at 0.25, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 10, 12, and 24 hours.

Methodology - Statistical Analyses of Pharmacodynamic Measures

Statistical analyses for the pharmacodynamic measures of Drug Liking VAS, High VAS, Take Drug 
Again VAS, and Overall Drug Liking were conducted by the FDA CDER/Office of Translational 
Science/ Office of Biostatistics in response to a consult request from CSS (DARRTS, NDA 209777, 
November 17, 2016, Author:  Sandra Saltz).     The statistical review was completed in February, 2017 
(DARRTS, NDA 209777, February 22, 2017, Anna Sun, Ph.D.).  Descriptive statistics for all four 
measures as originally determined by the Sponsor were replicated and thus, confirmed.  Statistical 
analyses were conducted using a mixed-effect model, with period, sequence, and treatment as fixed 
effects and subject nested within treatment sequence as a random effect.  The normality assumption was 
satisfied with respect to Drug Liking VAS and High VAS allowing comparisons of Least Square (LS) 
means between treatments.  For Overall Drug Liking VAS and Take Drug Again VAS, the normality 
assumption was not satisfied, thereby requiring a non-parametric method for statistical analysis, with use 
of difference in median values of the various treatments.

The primary comparison was intranasal crushed 30 mg Roxicodone versus intranasal ground RoxyBond 
30 mg.  Validation of each measure was determined by comparing intranasal crushed 30 mg Roxicodone 
to placebo.  

Methodology – Statistical Analyses of Oxycodone Pharmacokinetic Parameters in the Pharmacokinetic 
Population (N = 31)

With respect to statistical analyses for plasma oxycodone pharmacokinetic parameters, Sponsor 
evaluated relative bioavailability comparisons by calculating the ratio of the geometric means and the 
90% confidence intervals of the log-transformed values.  A mixed effect linear model was used in which 
sequence, period, and treatment were fixed effects, with subject nested within sequences as a random 
effect.  The endpoints of the CIs were back-transformed to obtain CIs for the test-to-reference ratio of 
geometric means of each parameter on the original scale. Least-squares geometric means for Cmax and 
AUCs were provided for each treatment and each treatment comparison along with 90% CIs for the 
treatment comparisons.

Results – Subject Disposition
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All 214 subjects who entered the study passed the Naloxone Challenge Test after which three subjects 
withdrew from the study.  Of the 211 subjects who entered the Drug Discrimination Test, 180 subjects 
were withdrawn from the study prior to the Treatment Phase (158 subjects failed the Drug 
Discrimination Test; 11 experienced emesis within 2 hours of dosing in the Drug Discrimination Test 
and were withdrawn due to protocol-mandated criterion; 5 withdrew consent; 3 experienced adverse 
events other than emesis; 2 had protocol deviations; and 1 was non-compliant and withdrawn due to 
Investigator decision.). Of the 31 subjects who entered the Treatment Period, 29 completed the study (2 
subjects withdrew consent during the Treatment Phase, both citing family emergencies).  So the 
pharmacodynamic completer population consisted of 29 subjects.  The pharmacokinetic population 
consisted of 31 subjects.

Results – Time to Insufflate Treatments

All subjects within the pharmacodynamic population (N = 29 subjects), completely insufflated 
treatments within 5 minutes.  The mean number of minutes required for intranasal administration of the 
ground placebo RoxyBond and ground RoxyBond tablets (1.8 and 1.5 minutes, respectively) were 
approximately double the time for the crushed Roxicodone and placebo powder matching Roxicodone 
(0.8 minutes for both treatments), which may have reflected the difference in the volumes of the 
treatments.

Results – Ease of Snorting VAS

Ease of Snorting VAS was administered within 5 minutes of completing intranasal administration of 
study drug.  Subjects respond to the statement “Snorting the drug was:” by marking a single vertical line 
on the VAS. The question was scored using a 0-100 point unipolar VAS anchored on the left with “very 
easy (score of 0) and anchored on the right with “very difficult” (score of 100).

Within the pharmacodynamic population, the mean scores for Ease of Snorting VAS were 66.6 mm 
following ground RoxyBond placebo, 72.2 mm following ground RoxyBond, and 8.9 mm following 
ground Roxicodone.  Statistical analyses conducted by Sponsor using a rank transformation test based 
on median differences, demonstrated that it was statistically (p<0.0001) more difficult to snort ground 
RoxyBond than ground Roxicodone.  This may be due to the larger amount of powder for ground 
RoxyBond (̴ 587 mg) compared to that for crushed Roxicodone (̴ 100 mg).  

Results – Oxycodone Plasma Pharmacokinetics

Plasma oxycodone pharmacokinetic parameters are shown in Table 9.  Intranasal RoxyBond and 
Roxicodone produced mean plasma oxycodone Cmax of 42.7 ng/mL and 56.5 ng/mL, respectively.  
Both treatments were shown not to be bioequivalent with respect to Cmax, with intranasal RoxyBond 
resulting in an approximate 28% lower Cmax of oxycodone compared to intranasal Roxicodone.  
The time to achieve Cmax was longer following intranasal RoxyBond compared to following intranasal 
Roxicodone (2.3 hours versus 1.7 hours, respectively).  Bioequivalence was not achieved between 
intranasal RoxyBond and intranasal Roxicodone with respect to total oxycodone exposure over the first 
hour post-dosing as indicated by AUC1hour.  Oxycodone exposure over first hour following intranasal 
RoxyBond was about one-half that following intranasal Roxicodone.
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Oral administration of intact RoxyBond resulted in oxycodone plasma Cmax of 58.4 ng/mL.  This was 
bioequivalence to the Cmax produced by intranasal Roxicodone, but represented a 30% increase in 
Cmax compared to intranasal RoxyBond.  Of interest was the shorter time to achieve Cmax following 
oral RoxyBond (median Tmax of 1.3 hours) compared to following intranasal administration of either 
RoxyBond (median Tmax of 2.3 hours) or Roxicodone (median Tmax of 1.7 hours).  Total systemic 
exposure to oxycodone over the first hour post-dosing, as evidenced by AUC1hour following oral 
RoxyBond was approximately half that following intranasal Roxicodone.  

Table 9.  Pharmacokinetic Parameters for Plasma Oxycodone Following Treatments in the 
Pharmacokinetic Population (N = 31).  (Source:  Table 11.4.1-1 on page 72 of the Clinical Study Report 
for Study O-ARIR-002)

Active TreatmentsPlasma Oxycodone 
Pharmacokinetic 

Parameter

Statistical
Parameter RoxyBond 30 mg

 Intact, Oral
RoxyBond 30 mg

  Intranasal
Roxicodone 30 mg

Intranasal

Cmax  (ng/mL) Mean  (SD) 58.4  (13.1) 42.7  (13.5) 56.5  (11.5)
Tmax  (hours) Median (Range) 1.3  (0.6, 3.1) 2.3  (1.1, 4.1) 1.7  (0.6, 6.1)
AUC1hour (ng*hr/mL) Mean  (SD) 18.5  (11.2) 17.0  (7.9) 30.8  (7.6)

Overall the pharmacokinetic data of plasma oxycodone support a possible deterrent effect of RoxyBond 
to intranasal abuse.  At the same time, the data suggest that intact RoxyBond tablets will be orally 
abused. 

Results – Drug Liking VAS – Primary Measure

For the bipolar Drug Liking VAS, subjects responded to the statement “Do you like the drug effect you 
are feeling now?”  The question was scored using a 0-100 point bipolar VAS anchored on the left with 
“strong disliking” (score of 0); “neither like nor dislike” (score of 50) in the middle; and anchored on the 
right with “strong liking” (score of 100).

Table 10 provides the descriptive statistics for Emax of Drug Liking VAS in the pharmacodynamic 
population (N = 29 subjects).  The means and standard deviations (SD) of Emax of Drug Liking, 
following the intranasal treatments of placebo, crushed Roxicodone 30 mg, and ground RoxyBond 30 
mg, were 53.41 (6.34) mm, 82.86 (11.55) mm, and 71.14 (12.01) mm, respectively.  An Emax of 53.41 
mm is consistent with a placebo response using the bipolar Drug Liking VAS.  Oral administration of 
intact RoxyBond 30 mg resulted in a mean (SD) of Emax of Drug Liking of 81.48 (11.49) mm.

The median times, expressed in hours, for reaching Emax for Drug Liking were 1.0, 1.5, and 1.5 hours 
following intranasal Roxicodone 30 mg, intranasal RoxyBond 30 mg, and oral RoxyBond 30 mg, 
respectively.  

The mean Drug Liking experience over the first hour, post-dosing, as reflected in the AUE0-1hr was 
19.42 following intranasal Roxicodone, which was significantly higher than that following intranasal 
RoxyBond (6.27) or oral RoxyBond (7.07).  The significance of the greater Drug Liking experience over 
the first hour post-dosing produced by intranasal Roxicodone compared to oral intact RoxyBond is not 

Reference ID: 4077000



[RoxyBond Tablets] 
[NDA 209-777]

Page 23 of 30

clear considering that for these two treatments there were no differences in Emax with respect to Take 
Drug Again or to Overall Drug Liking (see Tables 16 and 18 below).  
 
Table 10.  Descriptive Statistics for Emax of Drug Liking VAS in the Pharmacodynamic Population (N 
= 29).  (Data obtained from statistical review completed by the CDER Office of Biostatistics.)

VAS
Treatment
(IN – Intranasal) Mean

Standard
Deviation Minimum

First 
Quartile Median

Third 
Quartile Maximum

Placebo IN 53.41 6.34 50.00 50.00 51.00 52.00 77.00

Roxicodone 30 mg IN 82.86 11.55 50.00 79.00 82.00 91.00 100.00

RoxyBond 30 mg IN 71.14 12.01 50.00 65.00 71.00 78.00 100.00

Bipolar 
Drug 

Liking 

Intact RoxyBond 30 mg Oral 81.48 11.49 56.00 75.00 82.00 89.00 100.00

Table 11 below provides the parametric statistical analyses for Emax of Drug Liking in the 
pharmacodynamic population for the four treatments.  Emax of Drug Liking produced by intranasal 
crushed Roxicodone 30 mg (positive control) was significantly (p<0.0001) greater than that produced by 
placebo, thereby validating the Drug Liking VAS.   Intranasal RoxyBond 30 mg produced significantly 
(p<0.0001) lower maximum Drug Liking than that produced by intranasal crushed Roxicodone 30 mg 
but significantly (p<0.0001) higher maximum Drug Liking compared to placebo.  This suggest a 
possible abuse deterrent effect of ground RoxyBond 30 mg to intranasal abuse; however, there is still 
some abuse potential as indicated by the higher maximum Drug Liking compared to placebo.  Of 
interest was the fact that oral intact RoxyBond 30 mg produced a maximum level of Drug Liking that 
was not statistically significantly (p=0.51) different from crushed Roxicodone 30 mg intranasal.  This 
suggests a significant abuse potential for oral intact RoxyBond 30 mg.  

Table 11.  Parametric Analysis Results for Emax of Drug Liking, Pharmacodynamic Population (N = 
29).  (Data obtained from statistical review completed by the CDER Office of Biostatistics.)

LS 
Mean

Standard 
Error

Pr > |t| Lower 
Confidence 

Limit

Upper 
Confidence 

Limit

Treatments
Placebo IN 53.16 1.98 <.0001 49.23 57.09
Roxicodone 30 mg IN 82.67 1.98 <.0001 78.74 86.60
RoxyBond 30 mg IN 70.74 1.98 <.0001 66.81 74.67
Intact RoxyBond 30 mg IN 81.16 1.98 <.0001 77.23 85.09

Treatment Contrasts  (LSmean Difference)
Roxicodone 30 mg IN vs. RoxyBond 30 mg  – Primary 11.93 2.40 <.0001 7.16 16.70
Roxicodone 30 mg IN vs. Placebo IN - Validation 29.50 2.40 <.0001 24.74 34.27
Intact RoxyBond 30 mg Oral vs. RoxyBond 30 mg IN 10.42 2.40 <.0001 5.65 15.18
Roxicodone 30 mg IN vs. Intact RoxyBond 30 mg Oral 1.51 2.40 0.53 -3.26 6.28
RoxyBond 30 mg IN vs. Placebo IN 17.58 2.40 <.0001 12.81 22.34
Intact RoxyBond 30 mg oral vs. Placebo IN 27.99 2.40 <.0001 23.22 32.77

Percentage reduction analyses for Drug Liking VAS, as conducted by the FDA CDER/Office of 
Translational Science/ Office of Biostatistics is shown in Table 12.  For this analysis, ground RoxyBond 
intranasal is compared to crushed Roxicodone 30 mg intranasal.  Out of the 29 subjects who completed 
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the study, 25 (~86%) had some reduction in Drug Liking with ground RoxyBond compare to crushed 
Roxicodone, while 14% subjects had no reduction or negative reduction. Seventeen subjects (~59%) had 
at least 30% reduction and 6 subjects (~21%) had at least 50% reduction in Drug Liking with ground 
RoxyBond compare to crushed Roxicodone. 

Table 12.  Percentage Reduction, Emax of Drug Liking VAS, Following Ground RoxyBond 30 mg 
Intranasal Compared to Crushed Roxicodone 30 mg Intranasal.  (Data obtained from statistical review 
completed by the CDER Office of Biostatistics.)

Percentage of 
Reduction (%)

Frequency Percentage of 
Subjects (%)

>0 25 86.21
>10 25 86.21
>20 23 79.31
>30 17 58.62
>40 10 34.48
>50 6 20.69
>60 5 17.24
>70 3 10.34
>80 3 10.34
>90 1 3.45
>100 0 0.00

Results – High VAS – Secondary Measure

For the unipolar High VAS, subjects responded to the question “How High are you now?” The question 
was scored using a 0-100 point unipolar VAS anchored on the left with “None” (score of 0) and 
anchored on the right with “Extremely” (score of 100).

Table 13 provides the descriptive statistics for Emax of High VAS in the pharmacodynamic population 
(N = 29 subjects).  The means and standard deviations (SD) of Emax of High, following the intranasal 
treatments of placebo, crushed Roxicodone 30 mg, and ground RoxyBond 30 mg, were 7.52 (14.93) 
mm, 66.34 (25.69) mm, and 39.38 (25.88) mm, respectively.  An Emax of 7.52 mm is consistent with a 
placebo response using the unipolar High VAS.  Oral administration of intact RoxyBond 30 mg resulted 
in a mean (SD) of Emax of Drug Liking of 66.66 (25.92) mm.  For all three active treatments, the 
median TEmax for High VAS was 1.5 hours.  

Table 13.  Descriptive Statistics for Emax of High VAS in the Pharmacodynamic Population (N = 29).  
(Data obtained from statistical review completed by the CDER Office of Biostatistics.)
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VAS
Treatment
(IN – Intranasal) Mean

Standard
Deviation Minimum

First 
Quartile Median

Third 
Quartile Maximum

Placebo IN 7.52 14.93 0.00 0.00 1.00 5.00 57.00

Roxicodone 30 mg IN 66.34 25.69 0.00 56.00 74.00 84.00 96.00

RoxyBond 30 mg IN 39.38 25.88 0.00 18.00 40.00 57.00 100.00

Unipolar 
High 

Intact RoxyBond 30 mg Oral 66.66 25.92 1.00 49.00 72.00 85.00 100.00

Table 14 below provides the parametric statistical analyses for Emax of High.  The High VAS was 
validated by the observation that Emax of High produced by intranasal crushed Roxicodone 30 mg 
(positive control) was significantly (p<0.0001) greater than that produced by placebo.   Intranasal 
RoxyBond 30 mg produced significantly (p<0.0001) lower maximum High than that produced by 
intranasal crushed Roxicodone 30 mg but significantly (p<0.0001) higher maximum High compared to 
placebo.  This suggest a possible abuse deterrent effect of ground RoxyBond 30 mg to intranasal abuse; 
however, there is still some abuse potential as indicated by the higher maximum High compared to 
placebo.  

Of interest was the fact that oral intact RoxyBond 30 mg produced a maximum level of High that was 
not statistically significantly (p=0.91) different from crushed Roxicodone 30 mg intranasal.  This 
provides further evidence of a significant abuse potential for oral intact RoxyBond 30 mg.  

Table 14.  Analysis Results for Emax of High VAS in the Pharmacodynamic Population (N = 29)  (Data 
obtained from statistical review completed by the CDER Office of Biostatistics.)

Unipolar High VAS LS 
Mean

Standard 
Error

Pr > |t| Lower 
Confidence 

Limit

Upper 
Confidence

Limit

Treatments
Placebo IN 7.26 4.37 0.10 -1.44 15.96
Roxicodone 30 mg IN 66.41 4.37 <.0001 57.70 75.11
RoxyBond 30 mg IN 38.65 4.37 <.0001 29.94 47.35
Intact RoxyBond 30 mg Oral 66.09 4.37 <.0001 57.38 74.79

Treatment Contrasts  (LSmean Difference)
Roxicodone 30 mg IN vs. RoxyBond 30 mg IN – Primary 27.76 5.47 <.0001 16.88 38.63
Crushed Roxicodone vs. Ground Placebo (B-A) - Validation 59.15 5.46 <.0001 48.28 70.01
Intact RoxyBond 30 mg Oral vs. Oxycodone  ARIR 30 mg IN 27.44 5.46 <.0001 16.57 38.30
Roxicodone 30 mg IN vs. Intact RoxyBond 30 mg Oral 0.32 5.46 0.95 -10.55 11.18
RoxyBond 30 mg IN vs. Placebo IN 31.39 5.46 <.0001 20.52 42.25
Intact RoxyBond 30 mg Oral vs. Placebo IN 58.83 5.47 <.0001 47.95 69.70

Results – Take Drug Again VAS

Subjects responded to the statement “Would you want to take the drug you just received again, if given 
the opportunity?” by marking a single vertical line on the VAS. The question was scored using a 0-100 
point bipolar VAS anchored on the left with “definitely would not” (score of 0); “do not care” (score of 
50) in the middle; and anchored on the right with “definitely would” (score of 100).
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The descriptive statistics for Emax of Take Drug Again VAS is shown in Table 15.   Mean Emax was 
lowest for placebo (41.86 mm), followed by intranasal RoxyBond (62.24 mm) and oral RoxyBond 
(77.31 mm), while intranasal Roxicodone had the highest mean Emax score (82.14 mm).   

Table 15.  Descriptive Statistics for Emax of Take Drug Again VAS and Overall Drug Liking VAS in 
the Pharmacodynamic Population (N = 29).  (Data obtained from statistical review completed by the 
CDER Office of Biostatistics.)

VAS Treatment
Mean 
Emax

Standard
Deviation Minimum

First
Quartile Median

Third 
Quartile Maximum

Placebo IN 41.86 20.09 0.00 49.00 50.00 50.00 78.00

Roxicodone 30 mg IN 82.14 16.44 37.00 73.00 86.00 95.00 100.00

RoxyBond 30 mg IN 62.24 24.51 3.00 50.00 62.00 81.00 99.00

Bipolar 
Take 
Drug 
Again

Intact RoxyBond 30 mg Oral 77.31 18.11 13.00 70.00 81.00 89.00 100.00

Inferential statistics using nonparametric analyses for Emax of Take Drug Again are shown in Table 16 
below.  Intranasal Roxicodone produced Emax of Take Drug Again significantly (p<0.0001) above that 
following intranasal placebo, thereby validating the Take Drug Again measure.  With respect to the 
primary comparison, intranasal RoxyBond was associated with a significantly (p<0.0001) lower 
maximum level of Take Drug Again compared to intranasal Roxicodone.  This suggests that subjects 
would be more willing to take again intranasal Roxicodone compared to intranasal RoxyBond if given 
the opportunity to do so, thereby supporting a possible deterrent effect of RoxyBond to intranasal abuse.

It is worth noting that there was no statistically significant difference (p = 0.2587) between intranasal 
Roxicodone and oral intact RoxyBond with respect to willingness to take again these treatments if given 
the opportunity to do so.  

Table 16.  Nonparametric Analyses for Emax of Take Drug Again VAS, Pharmacodynamic Population 
(N=29).  ((Data obtained from statistical review completed by the CDER Office of Biostatistics.)

Treatment Difference Median
Difference

Standard 
Deviation

Interquartile 
Range

P-value

Roxicodone 30 mg IN vs. RoxyBond 30 mg IN – Primary Test 21 4.54 31 <.0001
Roxicodone 30 mg IN vs. Placebo IN - Validation Test 43 4.64 24 <.0001
Intact RoxyBond 30 mg Oral vs. RoxyBond 30 mg IN 10 5.26 26 0.0049
Roxicodone 30 mg IN vs. Intact RoxyBond 30 mg Oral 3 4.09 21 0.2587
RoxyBond 30 mg IN vs. Placebo IN 19 5.43 40 0.0005
Intact RoxyBond 30 mg Oral vs. Placebo IN 37 5.48 21 <.0001

Results – Overall Drug Liking VAS
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Using the Overall Drug Liking VAS subjects responded to the statement “Overall, my liking for this 
drug is:” The question was scored using a 0-100 point bipolar VAS anchored on the left with “strong 
disliking” (score of 0); “neither like nor dislike” (score of 50) in the middle; and anchored on the right 
with “strong liking” (score of 100).

The Emax descriptive statistics for Overall Drug Liking VAS is shown in Table 17.   Mean Emax was 
lowest for placebo (47.59 mm), followed by intranasal RoxyBond (64.21 mm) and oral RoxyBond 
(78.55 mm), while intranasal Roxicodone had the highest mean Emax score (80.86 mm).   

Table 17.  Descriptive Statistics for Emax of Overall Drug Liking VAS in the Pharmacodynamic 
Population (N = 29).  (Data obtained from statistical review completed by the CDER Office of 
Biostatistics.)

VAS
Treatment
(IN = Intranasal)

Mean 
Emax

Standard
Deviation Minimum

First 
Quartile Median

Third 
Quartile Maximum

Ground Placebo IN 47.59 15.73 0.00 50.00 50.00 50.00 85.00

Roxicodone 30 mg IN 80.86 14.60 35.00 73.00 85.00 90.00 100.00

RoxyBond 30 mg IN 64.21 21.64 4.00 52.00 70.00 77.00 99.00

Bipolar 
Overall 
Drug 

Liking
Intact RoxyBond 30 mg Oral 78.55 17.41 13.00 73.00 83.00 89.00 100.00

Inferential statistics using nonparametric analyses for Emax of Overall Drug Liking are shown in Table 
18 below.  Intranasal Roxicodone 30 mg produced Emax of Overall Drug Liking significantly 
(p<0.0001) above that following intranasal placebo, thereby validating the Overall Drug Liking VAS.   
With respect to the primary comparison, intranasal RoxyBond 30 mg was associated with a significantly 
(p<0.0001) lower maximum level of Overall Drug Liking compared to intranasal Roxicodone.  So upon 
retrospect, subjects perceived a significantly lower level of Drug Liking when treated with intranasal 
RoxyBond 30 mg compared to treatment with intranasal Roxicodone 30 mg.  This finding supports a 
Table 18.  Nonparametric Analyses Emax of Overall Drug Liking VAS, Pharmacodynamic Population 
(N=29).  ((Data obtained from statistical review completed by the CDER Office of Biostatistics.)

Treatment Difference
(IN = Intranasal)

Median
Difference

Standard 
Error

Interquartile 
Range

P-value

Roxicodone 30 mg IN vs. RoxyBond 30 mg IN – Primary Test 16 4.30 27 0.0004
Roxicodone IN 30 mg vs. Placebo IN -  Validation Test 32 4.32 23 <.0001
Intact RoxyBond 30 mg Oral vs. RoxyBond 30 mg IN 9 4.67 22 0.0021
Roxicodone IN 30 mg vs. Intact RoxyBond 30 mg Oral 1 3.59 18 0.6313
RoxyBond IN vs. Placebo IN 20 4.83 24 0.0006
Intact RoxyBond 30 mg Oral vs. Placebo IN 36 4.72 16 <.0001

possible abuse deterrent effect of RoxyBond Tablets to intranasal abuse.  At the same time, the lack of 
any statistically significant (median difference of 1 mm, p= 0.6300) difference in Emax of Overall Drug 
Liking between intact oral RoxyBond 30 mg and intranasal Roxicodone 30 mg suggest a substantial 
potential for abuse of RoxyBond Tablets by oral administration.
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Results – Nasal Effects Assessment

Nasal Effects Assessment consisted of a 4-point Likert scale (0 = none, 1 = mild, 2 = moderate, and 3 = 
severe) used by subjects to evaluate the following clinical symptoms: “nasal irritation”; “nasal burning”; 
“runny nose/nasal discharge”; “facial pain/pressure”; “nasal congestion”; and “need to blow nose.”

Intranasal ground Roxicodone was generally well tolerated.  With the exception of one subject who 
experienced severe "nasal burning", intranasal ground Roxicodone did not produce any severe nasal 
effects.  Moderate effects for each of the six nasal clinical symptoms were observed only over the first 
15 minutes following intranasal ground Roxicodone and only in a few individuals (< 5 subjects).  

As is evident from Table 19, intranasal RoxyBond compared to intranasal Roxicodone resulted in a 
larger number of subjects experiencing moderate or severe nasal effects.  Following intranasal 
RoxyBond at least some subjects reported "severe" effects for all six nasal symptoms.  So, for example 
at 5 minutes post-dosing, 9, 8, and 5 subjects reported severe "Need to Blow Nose," Nasal Congestion," 
and "Nasal Irritation," respectively.  The severe nasal effects were generally gone by 2 hours, post-
dosing.  For all six nasal symptoms at least some subjects experienced "moderate" effects generally 
during the first 30 minutes following intranasal RoxyBond.  The most common symptoms rated as 
moderate at a given time point were "Nasal Congestion" (12 subjects at 13 and 30 minutes), "Nasal 
Burning" (11 subjects at 5 minutes), and "Intranasal Irritation" (10 subjects at 5 minutes).  

Table 19.  Numbers of Subjects Experiencing Moderate or Severe Nasal Effects following Intranasal 
Administration of Ground Oxycodeone ARIR 30 mg Tablets and Crushed Roxicodone 30 mg in the 
Safety Population (N = 31 Subjects)

Ground RoxyBond  (N=31) Crushed Roxicodone  (N=31)Time 
Post-Dosing

(Minutes)
No. of Subjects with 

Moderate Nasal 
Effects

No. of Subjects with 
Severe Nasal Effects

No. of Subjects with 
Moderate Nasal 

Effects

No. of Subjects with 
Severe Nasal Effects

Intranasal Irritation
5 10 5 2 0
15 6 2 1 0
30 5 2 0 0
60 2 1 0 0
90 3 0 0 0
120 0 0 0 0

Facial Pain/Pressure

5 5 4 2 0
15 5 2 1 0
30 3 3 0 0
60 6 0 0 0
90 3 0 0 0
120 1 0 0 0

Runny Nose/Nasal Discharge

5 5 0 2 0
15 4 1 2 0
30 4 1 2 0
60 3 1 0 0

Reference ID: 4077000



[RoxyBond Tablets] 
[NDA 209-777]

Page 29 of 30

90 5 0 0 0
120 2 0 0 0

Need to Blow Nose

5 6 9 4 0
15 7 5 1 0
30 8 4 0 0
60 5 3 0 0
90 4 1 0 0
120 4 0 0 0

Nasal Burning
5 11 3 2 1
15 5 1 2 0
30 2 2 0 0
60 2 0 0 0
90 1 0 0 0
120 0 0 0 0

Nasal Congestion
5 9 8 2 0
15 12 3 1 0
30 12 3 0 0
60 6 3 0 0
90 7 1 0 0
120 6 0 0 0

4.2 Adverse Event Profile Through all Phases of Development 

This application involves oxycodone, an established analgesic known to have an adverse events (AEs) 
profile similar to that of other opioids.  

No Phase 3 efficacy studies were conducted for this application.  Clinical program consisted of 5 Phase 
1 single-dose pharmacokinetic studies.  Considering that these studies were conducted under naltrexone 
blockage, assessment of the AEs profiles for these studies do not provide an accurate measure of the 
incidence of adverse events for RoxyBond tablets.  Across all five studies there was only one AE 
indicative of abuse potential.  In the pivotal dose proportionality study, O-ARIR-006, one subject, out of 
51 completers, reported "Euphoria" following administration of 30 mg RoxyBond Tablets.  

4.3 Safety Profile 

During the clinical development program for RoxyBond tablets there were no accidental overdose or 
unintended pediatric exposures to the product.  For all Phase 1 studies, treatments, including treatment 
with RoxyBond Tablets, occurred under controlled conditions within a clinical setting.  

4.4 Evidence of Abuse, Misuse and Diversion in Clinical Trials 

In the clinical development program for RoxyBond tablets there was no evidence of actual abuse, 
misuse, diversion, or accountability issues.  No long-term Phase 3 clinical efficacy studies were 
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conducted.  Phase 1 pharmacokinetic studies were single dose studies conducted in a clinical setting 
with monitoring of treatment administrations.  

5. Regulatory Issues and Assessment 

RoxyBond Tablets, as a product containing oxycodone, is in Schedule II of the federal Controlled 
Substances Act.  Sponsor did not propose any rescheduling for RoxyBond Tablets. 

The FDA Advisory Committee Meeting to discuss RoxyBond Tablets is scheduled for April 5, 2017, 
which is subsequent to the due date for this NDA review set by the Division (DAAAP).

Category 1 syringeability/injectability study results support the placement of intravenous injection abuse 
deterrent claims in Section 9.2 of the label.  In addition, the results of Category 3 intranasal study O-
ARIR-002 supports an abuse deterrent claim for RoxyBond Tablets to intranasal abuse.  A description of 
the study including the most relevant results supporting an intranasal abuse deterrent claim should be 
provided in Section 9.2 of the label.  

Included in the description of study O-ARIR-002 in Section 9.2 of the label should be data on intact, 
oral RoxyBond.  Such a description would alert individuals reading the label of the potential for oral 
intact RoxyBond to be a significant route of abuse.

6. Other Relevant Information

RoxyBond Tablets have not previously been marketed in any countries.  This product has not been 
discussed in the scientific literature.  
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MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: March 28, 2017

Requesting Office or Division: Division of Anesthesia, Analgesia, and Addiction Products 
(DAAAP)

Application Type and Number: NDA 209777

Product Name and Strength: Roxybond (oxycodone hydrochloride) Tablets
5 mg, 15 mg, 30 mg

Submission Date: March 27, 2017

Applicant/Sponsor Name: Inspirion Delivery Technologies

OSE RCM #: 2016-2491-1

DMEPA Primary Reviewer: James Schlick, MBA, RPh

Acting DMEPA Team Leader: Otto L. Townsend, PharmD

1 PURPOSE OF MEMO
The Division of Anesthesia, Analgesia, and Addiction Products (DAAAP) requested that we 
review the revised container labels for Roxybond (Appendix A) to determine if they are 
acceptable from a medication error perspective.  The revisions are in response to 
recommendations that we made during a previous label and labeling review.a 

2  CONCLUSION
The revised container labels for Roxybond are acceptable from a medication error perspective.  
We have no further recommendations at this time.

a Schlick J. Label and Labeling Review for Roxybond (NDA 209777). Silver Spring (MD): Food and Drug 
Administration, Center for Drug Evaluation and Research, Office of Surveillance and Epidemiology, Division of 
Medication Error Prevention and Analysis (US); 2017 JAN 17.  9 p. OSE RCM No.: 2016-2491.
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****Pre-decisional Agency Information**** 

Memorandum 
Date:  March 28, 2017 
  
To:  Taiye Ayoola, Regulatory Project Manager 
  Division of Anesthesia, Analgesia, and Addiction Products (DAAAP) 
 
From:   L. Shenee Toombs, Regulatory Review Officer (OPDP) 
 
CC:   Olga Salis, Senior Regulatory Health Project Manager (OPDP) 
  Michael Wade, Regulatory Health Project Manager (OPDP) 
       
Subject: NDA 209777 

OPDP labeling comments for RoxyBond (oxycodone hydrochloride) 
immediate-release tablets, for oral use CII 
Labeling Review    

   

OPDP has reviewed the proposed package insert (PI), Medication Guide and carton 
and container labeling for RoxyBond (oxycodone hydrochloride) immediate-release 
tablets, for oral use CII (RoxyBond) that was submitted for consult on November 15, 
2016. Comments on the proposed PI and Medication Guide are based on the version 
sent via email from Taiye Ayoola (RPM) on March 13, 2017 entitled “Working Draft-
labeling-text.docx” and the draft carton/container labeling emailed on March 27, 2017. 
 
Comments regarding the PI and Medication Guide are provided on the marked version 
below. 
 
OPDP has no comments on the draft carton and container labeling at this time. 
 
Thank you for the opportunity to comment. 
 
If you have any questions, please contact Shenee’ Toombs at (301) 796-4174 or 
latoya.toombs@fda.hhs.gov. 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
  PUBLIC HEALTH SERVICE 

  FOOD AND DRUG ADMINISTRATION 
   CENTER FOR DRUG EVALUATION AND RESEARCH 

____________________________________________________________________________ 
 
DATE: March 25, 2017 
 
TO: Sharon Hertz, M.D. 
 Director  

Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Office of New Drugs 
 

FROM: Li-Hong Yeh, Ph.D. 
  Division of New Drug Bioequivalence Evaluation (DNDBE) 

Office of Study Integrity and Surveillance (OSIS) 
 

THROUGH: Arindam Dasgupta, Ph.D. 
  Deputy Director 
  Division of New Drug Bioequivalence Evaluation (DNDBE)  

Office of Study Integrity and Surveillance (OSIS) 
 

SUBJECT: Surveillance inspection of PRA Health Science, Salt Lake 
City, UT. 

 
Inspection Summary: 
 
The Office of Study Integrity and Surveillance (OSIS) arranged an 
inspection of in vivo bioavailability Study O-ARIR-003 (Oxycodone 
ARIR, NDA 209777) conducted by PRA Health Sciences, Salt Lake City, 
UT. At the conclusion of the inspection, significant deficiencies 
were observed and Form FDA 483 was issued. The final classification 
for this inspection is Voluntary Action Indicated (VAI).  
 
Please note that this review relies on preliminary inspectional 
findings from the inspection and email communication with the ORA 
investigator.  We have not yet received the establishment inspection 
report (EIR) and the inspected site’s response to Form FDA 483. I 
plan to amend this review after receiving and reviewing these 
documents in the near future. 
 
After reviewing the inspectional findings, I found the data from the 
clinical portion of Study O-ARIR-003 to be reliable and recommend 
that the Agency accepts the data for further review. However, the 
OND reviewer should be aware that the study investigator did not 
collect protocol-required temperatures (Sections 11.3 and 12.4) from 
the 12/27/2012 cohort of subjects during the study exit visit.  
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Audited in vivo bioavailability study: 
 
NDA 209777 
 
Study Number:  O-ARIR-003 
 
Study Title: “A 3-Way Crossover Relative Bioavailability Study of 

Oxycodone ARIR (Abuse Resistant Immediate Release) 30 
mg Tablets in Fasted State Versus Roxicodone® 30 mg 
Tablets in Fasted State Versus Oxycodone ARIR 30 mg 
Tablets in Fed State.” 

Dates of 
Study Conduct: 12-27-2012 – 01-29-2013 
 
 
ORA Investigator Stephen T. Hansen, Ph.D. (DEN-DO) audited the 
clinical portion of Study O-ARIR-003 at PRA Health Sciences 
(previously known as CRI Lifetree), Salt Lake City, UT from 
03/20/2017 - 03/24/2017.  
 
The inspection included a thorough examination of study records, 
informed consent process, protocol compliance, institutional review 
board approvals, sponsor and monitor correspondence, test article 
accountability and storage, randomization, adverse events, and case 
report forms.  
 
At the conclusion of the inspection, investigator Hansen observed 
two deficiencies and issued Form FDA 483 to the site. The form FDA 
483 observations and my evaluation follow.  
 
 
Observation 1. An investigation was not conducted in accordance with 
the investigational plan. 
 
Specifically, the protocol discusses in two separate sections the 
required data to collect at the end of the study: 
 
1. Protocol section 11 STUDY PROCEDURES: 11.3 Study Exit/ Early 

Termination Procedures states, “Study exit/ early termination 
procedures will include general observations, blood pressure, 
heart rate, respiration rate oxygen saturation and temperature 
evaluation…” 

 
2. Protocol section 12 SAFETY ASSESSMENTS: 12.4 Vital Signs and 

Continuous Pulse Oximetry states, “Blood pressure, heart rate, 
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respiratory rate, and temperature will be measured at screening 
and study exit.” 

 
Despite this, temperature data was not collected from the 12/27/2012 
cohort of subjects at the conclusion of their participation in the 
study. 

 
OSIS Evaluation: The finding constitutes a protocol deviation 
because the study investigator was required to measure the 
temperature of subjects during the study exit visit. Thus, I 
recommend that the OND reviewer evaluate the impact of missing 
temperatures on the safety data submitted for study O-ARIR-003.       

 
Observation 2: Failure to prepare or maintain adequate case 
histories with respect to observations and data pertinent to the 
investigation. Specifically, records and documentation of a 
suspected causative agent [naltrexone] of adverse events were not 
available for review. 
 
OSIS Evaluation: Although the site’s investigation documents were 
not available for audit during the inspection, the sponsor did 
report the adverse events related to naltrexone in the report 
submitted to FDA. Therefore, the OND reviewer is likely aware of the 
finding.   
   
 
Recommendations: 
 
Based on the inspectional findings and email communications with the 
ORA investigator, I conclude that the clinical portion of Study O-
ARIR-003 is reliable and recommend that the Agency accepts the data 
for further review. However, the OND reviewer should be aware that 
the study investigator did not collect protocol-required 
temperatures from the 12/27/2012 cohort of subjects during the study 
exit visit.  
 
My recommendation is based on preliminary inspectional findings.  
This review will be amended after receiving the official EIR and the 
site’s response to Form FDA 483. 
 
 
Li-Hong Yeh, Ph.D. 
Chemical Engineer 
DNDBE/OSIS 
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Final Classification: 
Clinical site 
VAI- PRA Health Sciences, Salt Lake City, UT (FEI: 3004777374) 
 
CC: 
OTS/OSIS/Kassim/Taylor/Choe/Kadavil/Turner-Rinehardt/Fenty-
Stewart/Nkah/Miller/Johnson  
OTS/OSIS/DNDBE/Bonapace/Dasgupta/Ayala/Biswas/Yeh 
OTS/OSIS/DGDBE/Cho/Haidar/Skelly/Choi/Au/ 
 
Draft: PY 03/24/2017; 
Edits: RCA 3/24/2017; AD 03/25/2017 
ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 
Laboratory Practice Compliance/INSPECTIONS/BE Program/ 
Clinical Sites/PRA Health Sciences, Salt Lake City, UT 
 
BE File #: 7324 
 
FACTS: 11717853 
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Inspection Assignment Memorandum 
 
User Fee: Yes PDUFA  
Surveillance: Yes  
Directed: No   
 
Application: Yes 
Submission: Premarket Original  
 
Entity: Contract Research Organization (CRO) 
Date: 2/17/2017 
 
From: Li-Hong Paul Yeh 
   Chemical Engineer 
 Division of New Drug Bioequivalence Evaluation (DNDBE) 
 Office of Study Integrity and Surveillance (OSIS) 
 Center for Drug Evaluation and Research 
 10903 New Hampshire Avenue 
 Silver Spring, MD 20993 
 
To: ORADENBIMO@fda.hhs.gov  
 
Preannounce: No 
Priority:  Yes  
ORA Due Date: 3/24/2017 
 
Compliance Program: 7348.001 (BE) 
Program Assignment Code: 48001A (NDA)   
Operation Code:  12 (Domestic) 
   31 (Sample Collection)    
   41 (Sample Analysis)  
 
Application Number: NDA 209777 
Product Name:  Oxycodone ARIR (Abuse Resistant Immediate Release)   
 
Sponsor:   Inspirion Delivery Sciences LLC., NJ, USA 

Tel: 913-451-3955, Fax: 913-451-3846, email: 
debra.webster@cardinalhealth.com 

 
Study/Protocol Number: O-ARIR-003 
 
Center Participation:  ☐Yes or ☒No. 
 
Joint Regulatory Agency Participation: ☐Yes or ☒No.   
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Mrs. Angel Johnson  
Project Specialist 
FDA/CDER/OTS/OSIS 
WO51 RM5331 
10903 New Hampshire Ave. 
Silver Spring, MD 20993-0002 
Fax Number: (301) 847-8748 
 
Important: All post-inspection correspondence must be reviewed prior 
to issuing any post-inspection notification of compliance status. 

 
 
 

BACKGROUND INFORMATION 
This inspection memo provides pertinent information to conduct the inspection of the 
clinical portion of the following bioequivalence (BE) study. Background materials are 
available in ECMS under the ORA folder.  
 
IMPORTANT REMINDERS:  

1. Inspections should be scheduled for no more than one week unless 
otherwise noted. 

2. A 100% audit of the studies is not required unless noted (refer to the 
DATA AUDIT CHECKLIST section of this memo).  If specific audit 
instructions are not provided, please audit as much as possible during 
the one week inspection. 

3. If the assignment contains more than 3 studies, instructions to audit 
specific sections of the study will be included in the DATA AUDIT 
CHECKLIST section of this memo. 

4. Please note that additional studies for the site may be added to the 
assignment no later than 2 weeks prior to the inspection start date.  The 
additional studies may be added because more significant, complex or 
recent studies are received by OSIS, or specific study issues are 
identified after the initial assignment is issued.  Addition of these 
additional studies SHOULD NOT extend the inspection duration at the 
site.  
 

Do not reveal the study to be inspected, drug names, or the study investigators 
to the site prior to the start of the inspection.  You should provide this information 
during the inspection opening meeting. Please note that the inspection will be 
conducted under Bioresearch Monitoring Compliance Program CP 7348.001, not under 
CP 7348.811 (Clinical Investigators). 
 
At the completion of the inspection, please send a scanned copy of completed 
sections A and B of this memo to CDER-OSIS-SCIPOC-BE@fda.hhs.gov. 
 
Required study to be audited (Refer to DATA AUDIT CHECKLIST in Section B-
Clinical Data Audit for additional information.) 
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Application Number NDA 209777 
Study: O-ARIR-003 
Study Title:   “A 3-Way Crossover Relative Bioavailability Study of 

Oxycodone ARIR (Abuse Resistant Immediate Release) 30 mg 
Tablets in Fasted State Versus Roxicodone® 30 mg Tablets in 
Fasted State Versus Oxycodone ARIR 30 mg Tablets in Fed 
State.” 

 
Dates of Study Conduct: 12/27/2012 – 01/29/2013 
 
Site:             PRA Health Sciences  

3838 South 700 East, Suite 202 
Salt Lake City, UT  

Tel: (801) 269-8200 
Email: lwebster@CRIlifetree.com 
Investigator: Lynn R. Webster, M.D. 
# of Subjects: 75 
 
   
Please collect a list of bioequivalence studies performed at the site in the last 5 years. 
The list should include information on test and reference reserve samples retained at 
the site or at a third party for the bioequivalence studies. Refer to Table 1 for an 
example. Please do spot checks to verify that the lot number(s) listed in the table match 
the reserve samples in the clinical site storage. 
 

Table 1 
 

 
 
 
 

SECTION A – RESERVE SAMPLES 
 

Reserve samples must be collected for Study O-ARIR-003.  In addition, verify that 
the lot numbers on the reserve sample containers match those in the study report 
for the study mentioned above. 
 
For the reserve samples you will be collecting, take a photograph of the 
unblinded reserve sample containers (test, reference, and placebo, if applicable) 
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showing the drug name, strength (or concentration), lot number, and expiration 
date, and exhibit in the EIR. 
 
The recommended quantity of reserve samples (test and reference product) to be 
collected from each shipment is based on the dosage formulation and is shown below: 
 

Dosage formulation # of units to collect 
Oral solid dosage forms (e.g., tablets, 

capsules) 
30 units each test and reference 

Topical creams, ointments, and gels 3 units each test and reference 
Inhalers, pumps, and vials for injection 3 units each test and reference 

Any dosage form in block design  1 Block (containing Kits of test and 
reference) 

 
Collect a convenient quantity that has at least the amount specified above. For 
example, if tablets are kept in bottles of 100, collect one bottle. If tablets are kept in 
bottles of 10, collect three bottles. Do not open and subsample bottles. 
 
Because this bioequivalence study is subject to 21 CFR 320.38 and 320.63, the site 
conducting the study (i.e., each investigator site) is responsible for randomly selecting 
and retaining reserve samples from the shipments of drug product provided by the 
Applicant for subject dosing. 
 
The final rule for "Retention of Bioavailability and Bioequivalence Testing Samples" 
(Federal Register, Vol. 58, No. 80, pp. 25918-25928, April 28, 1993) specifically 
addresses the requirements for bioequivalence studies 
(http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ucm120265.htm).  
 
Please refer to CDER's "Guidance for Industry, Handling and Retention of BA and BE 
Testing Samples" (May 2004), which clarifies the requirements for reserve samples 
(http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126836.pdf).   
 

During the clinical site inspection, please: 
 
□ Verify that the site retained reserve samples according to the regulations.  If the site 

did not retain reserve samples or the samples are not adequate in quantity, notify 
the OSIS POC at CDER-OSIS-SCIPOC-BE@fda.hhs.gov immediately. 

 

□ If the reserve samples were stored at a third party site, (1) collect an affidavit to 
confirm that the third party is independent from the applicant, manufacturer, and 
packager; and (2) request the reserve samples to be shipped back to the site so that 
the samples can be collected during the inspection. Additionally, verify that the site 
notified the applicant, in writing, of the storage location of the reserve samples.  

 
□ Obtain written assurance from the clinical investigator or the responsible person at 

the clinical site that the reserve samples are representative of those used in the 
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specific bioequivalence study, and that samples were stored under conditions 
specified in accompanying records.  Document the signed and dated assurance [21 
CFR 320.38(d, e, g)] on the facility's letterhead, or Form FDA 463a Affidavit. 

 
□ Collect and ship samples of the test and reference drug products in their original 

containers to the following address:  
 
  Lucinda (Cindy) Buhse, Ph.D.  

 Acting Director  
 Center for Drug Evaluation and Research 

 Division of Pharmaceutical Analysis (DPA) 
 Center for Drug Analysis (HFH-300) 
 645 S. Newstead Ave 
 St. Louis, MO  63110 

 TEL: 1-240-4024595 
 
 

SECTION B – CLINICAL DATA AUDIT 
 
Please remember to collect relevant exhibits for all findings, including discussion items 
at closeout, as evidence of the findings.   
 
Data Audit Checklist: 
 
□ Confirm that informed consent was obtained prior to the study procedures for at 

least 30 randomly selected subjects enrolled in the study. 
 

□ Audit the study records for at least 30 randomly selected subjects enrolled in Study 
O-ARIR-003. 

 

□ Compare the randomization schedule with the Case Report Forms or dosing records 
and verify that 100% of the subjects received their intended treatment (i.e., test or 
reference) in each period. 

 

□ Compare the study report submitted to FDA with the original documents at the site.  
 

□ Check for under-reporting of adverse events (AEs). 
 

□ Check for evidence of inaccuracy in the electronic data capture system. 
 

□ Check reports for the subjects audited.   
 

o Number of subject records reviewed during the inspection:______  
 

o Number of subjects screened at the site:______ 
 

o Number of subjects enrolled at the site:______ 
 

o Number of subjects completing the study:______ 
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□ Confirm that site personnel conducted clinical assessments in a consistent manner 
and in accordance with the study protocols. 
 

□ Confirm that site personnel followed SOPs during study conduct. 
 

□ Examine correspondence files for any applicant or monitor-requested changes to 
study data or reports. 

 
□ Confirm that adequate corrective actions were implemented for observations cited 

during the last inspection (if applicable). 
 

□ Include a brief statement summarizing your findings including IRB approvals, study 
protocol and SOPs, protocol deviations, AEs, concomitant medications, adequacy of 
records, inclusion/exclusion criteria, drug accountability documents, and case report 
forms for dosing of subjects, etc. 

 

□ Other comments: 
______________________________________________________________
_____________________________________________________ 
______________________________________________________________ 
 

 
Additional instructions to the ORA Investigator: 
 
In addition to the compliance program elements, other study specific instructions may 
be provided by the OSIS scientific POC prior to commencement of the inspection.  
Therefore, we request that the OSIS scientific POC be contacted at CDER-OSIS-
SCIPOC-BE@fda.hhs.gov for any further instructions, inspection related 
questions or clarifications before the inspection and also regarding any data 
anomalies or questions noted during review of study records on site. 
 
If you issue Form FDA 483, please forward a copy to CDER-OSIS-
BEQ@fda.hhs.gov, if electronic or please forward a copy to the OSIS Project 
Specialist contact at the address below, if paper.  If it appears that the 
observations may warrant an OAI classification, send notification to the OSIS 
scientific POC at CDER-OSIS-SCIPOC-BE@fda.hhs.gov and cc CDER-OSIS-
BEQ@fda.hhs.gov, as soon as possible. 
 
Remind the inspected site of the 15 business-day timeframe for submission of a 
written response to the Form FDA 483.  In addition, please forward a copy of the 
written response as soon as it is received to CDER-OSIS-BEQ@fda.hhs.gov, if 
electronic or if paper, forward a copy to the OSIS Project Specialist contact at the 
address below. 
 
If the endorsed EIR and exhibits are in OSAR or submitted in another electronic 
format, send an email to CDER-OSIS-BEQ@fda.hhs.gov for the assignment. 
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If the endorsed EIR and exhibits are submitted in paper format, send the 
endorsed EIR and exhibits to the OSIS Project Specialist at the address below. 
  
OSIS Project Specialist: Ms. Angel Johnson 
    Project Specialist  
            FDA/CDER/OTS/OSIS 
              WO51 RM5331  
              10903 New Hampshire Ave. 
              Silver Spring, MD 20993-0002 
    Tel: 301-796-3374 

Fax: 1-301-847-8748  
 
Email cc: 
ORA DEN-DO BIMO 
OSIS/Kassim/Choe/Taylor/Kadavil/CDER-OSIS-BEQ@fda.hhs.gov 
OSIS/DNDBE/Bonapace/Dasgupta/Biswas/Ayala/Yeh 
OSIS/DGDBE/Cho/Murphy/Choi/Skelly/Au 
 
 
Draft: PY 02/17/2017 
Edit: RCA 02/17/2017 
ECMS: Cabinets/CDER OC/OSI/Division of Bioequivalence & Good Laboratory Practice 
Compliance/INSPECTIONS/BE Program/Clinical Sites/PRA Health Science. Salt Lake City, UT 
 
OSI file #: 7324 
FACTS: 11717853 
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: January 17, 2017

Requesting Office or Division: Division of Anesthesia, Analgesia,  and Addiction Products 
(DAAAP)

Application Type and Number: NDA 209777

Product Name and Strength: Roxybond (oxycodone hydrochloride) Tablets
5 mg, 15 mg, 30 mg

Product Type: Single-Ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Inspirion Delivery Technologies

Submission Date: October 21, 2016

OSE RCM #: 2016-2491

DMEPA Primary Reviewer: James Schlick, MBA, RPh

DMEPA Team Leader: Vicky Borders-Hemphill, PharmD
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1 REASON FOR REVIEW

As part of the approval process for Roxybond, DAAAP requested that we review the proposed 
container labels and package insert labeling for areas that may lead to medication errors. 
Roxybond (oxycodone hydrochloride) is an immediate-release opioid product with abuse-
deterrent properties, and Inspirion uses Roxicodone as their reference listed drug (RLD) in their 
505(b)(2) NDA application.

2 MATERIALS REVIEWED 

We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material reviewed.  
Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section 
(for Methods and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews N/A B

Human Factors Study N/A C

ISMP Newsletters N/A D

FDA Adverse Event Reporting System (FAERS)* N/A E

Other N/A F

Labels and Labeling G

N/A=not applicable for this review
*We do not typically search FAERS for label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance

3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED

Inspirion proposes to introduce an immediate-release oxycodone hydrochloride product 
containing three strengths (5 mg, 15 mg, and 30 mg) for their 505(b)(2) NDA.  These three 
strengths are the same strengths used for the reference listed drug (RLD), Roxicodone NDA 
021011.  Thus, we find the proposed strengths acceptable.

We performed a risk assessment of the proposed container labels and prescribing information 
to identify deficiencies that may lead to medication errors and other areas for improvement.

Container Labels

Based on our risk assessment, we identified areas of the container label that can be improved 
to mitigate the risk of confusion that can lead to medication error. These areas are listed as 
follows:

 The font size of the controlled substance symbol (CII) can distract the reader from the 
proprietary and established names, which should be the most prominent information on 
the label.
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 Based on the information provided by Inspirion in Section 9.2, Risks Specific to Abuse of 
Roxybond, in the Prescribing Information for the drug,  

This important information is not included on 
the container label or other appropriate sections of the Prescribing Information.

 The statement to dispense the drug in a well closed container on the side panel does 
not include information that the container should include a child resistant closure.

We provide recommendations in Section 4.2 to address these concerns.

Prescribing Information
Our review of the Dosage and Administration section in the Highlights section and Full 
Prescribing Information section identified areas of improvement to increase clarity of important 
information. This section did not include the important statement  

as outlined in Section 9.2, Risks Specific to Abuse of 
Roxybond.  Also, this statement is not included in Section 17, Patient Counseling Information.

Our review of Section 16, How Supplied/Storage and Handling noted the lack  
 statement.

Our risk assessment also noted the lack of a statement  

We provide recommendations to mitigate the risk of wrong technique errors and to promote 
safe use of this product in Section 4.1.

4 CONCLUSION & RECOMMENDATIONS

We recommend that Inspirion increase the readability and prominence of important 
information in the proposed container labels and package insert labeling to promote the safe 
use of the product.  We provide recommendations to DAAAP in Section 4.1 and Inspirion in 
Section 4.2 to address these concerns.

4.1 RECOMMENDATIONS FOR THE DIVISION

A. We provide a recommendation to add important administration information to mitigate the 
risk of wrong technique errors in Appendix G.3 for the Highlights of Prescribing Information 
Section and Full Prescribing Information of the Package Insert Labeling.
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4.2 RECOMMENDATIONS FOR INSPIRION

We recommend the following be implemented prior to approval of this NDA: 

Container Labels

1. Decrease the font size of the CII symbol to ensure that the proprietary name, established 
name, and strength are the most prominent information on the label.

2. Include the statement  
on the principal display panel to improve the prominence of important administration 
information and to mitigate the risk of wrong technique errors.

3. Revise the dispensing statement on the side panel to read:  “Dispense in a well-closed 
container as defined in the USP/NF, with a child-resistant closure.”

4. Add updated NDC numbers on the container labels for our evaluation.
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 2 presents relevant product information for Roxybond that Inspirion Delivery 
Technologies submitted on October 21, 2016. 

The product characteristics for the reference listed drug (RLD), Roxicodone NDA 021011, are 
the same as the proposed product characteristics for Roxybond.

Table 2. Relevant Product Information for Roxybond

Initial Approval Date N/A

Active Ingredient Oxycodone Hydrochloride

Indication Management of moderate to severe pain where the use of 
an opioid analgesic is appropriate.

Route of Administration Oral

Dosage Form Tablet

Strength 5 mg, 15 mg, 30 mg

Dose and Frequency 5 mg to mg orally every 4 to 6 hours as needed for pain

How Supplied/ Container 
Closure

100 count bottles that consist of a 100-cc
white, high density polyethylene bottle, a 1gram  
desiccant silica gel packet, and 

induction foil seal.

Storage Room temperature

Reference ID: 4042253
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed

Using the principles of human factors and Failure Mode and Effects Analysis,a along with 
postmarket medication error data, we reviewed the following Roxybond labels and labeling 
submitted by Inspirion Delivery Technologies on October 21, 2016.

 Container label
 Package Insert Labeling

G.2 Label and Labeling Images

a Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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REGULATORY PROJECT MANAGER 
PHYSICIAN LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements

Application: NDA 209777

Application Type: New NDA 

Drug Name(s)/Dosage Form(s): RoxyBond (Oxycodone ARIR) Immediate-Release Oral Tablets 
5 mg, 15 mg, and 30 mg

Applicant: Inspirion Delivery Sciences, LLC

Receipt Date: October 21, 2016

Goal Date: April 21, 2017

1. Regulatory History and Applicant’s Main Proposals
This is an abuse-deterrent formulation of immediate-release oxycodone hydrochloride for the 
management of moderate to severe pain where the use of an opioid analgesic is appropriate. This is a 
505(b)(2) application referencing Roxicodone IR tablet (NDA 21-011): 5 mg, 15 mg and 30 mg. 

2. Review of the Prescribing Information
This review is based on the applicant’s submitted Word format of the prescribing information (PI).  
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed 
in the “Selected Requirements of Prescribing Information (SRPI)” checklist (see Section 4 of this 
review).   

3. Conclusions/Recommendations
SRPI format deficiencies were identified in the review of this PI.  For a list of these deficiencies, see 
Section 4 of this review.  

All SRPI format deficiencies of the PI will be conveyed to the applicant in the 74-day letter. The 
applicant will be asked to correct these deficiencies and resubmit the PI in Word format by January 6, 
2017. The resubmitted PI will be used for further labeling review.

4. Selected Requirements of Prescribing Information

The Selected Requirement of Prescribing Information (SRPI) is a 41-item, drop-down checklist of 
important format elements of the prescribing information (PI) based on labeling regulations (21 CFR 
201.56 and 201.57) and guidances.

Highlights
See Appendix for a sample tool illustrating Highlights format. 
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HIGHLIGHTS GENERAL FORMAT 

1. Highlights (HL) must be in a minimum of 8-point font and should be in two-column format, with 
½ inch margins on all sides and between columns. 
Comment:      

2. The length of HL must be one-half page or less unless a waiver has been granted in a previous 
submission.  The HL Boxed Warning does not count against the one-half page requirement. 
Instructions to complete this item:  If the length of the HL is one-half page or less, select “YES” 
in the drop-down menu because this item meets the requirement.  However, if HL is longer than 
one-half page, select “NO” unless a waiver has been granted.
Comment:  

3. A horizontal line must separate:
 HL from the Table of Contents (TOC), and
 TOC from the Full Prescribing Information (FPI). 

Comment:       
4. All headings in HL (from Recent Major Changes to Use in Specific Populations) must be bolded 

and presented in the center of a horizontal line.  (Each horizontal line should extend over the 
entire width of the column.)  The HL headings (from Recent Major Changes to Use in Specific 
Populations) should be in UPPER CASE letters.  See Appendix for HL format.
Comment:       

5. White space should be present before each major heading in HL.  There must be no white space 
between the HL Heading and HL Limitation Statement.  There must be no white space between 
the product title and Initial U.S. Approval.  See Appendix for HL format. 
Comment:  Comma needed between "for oral use" and "CII" 

6. Each summarized statement or topic in HL must reference the section(s) or subsection(s) of the 
Full Prescribing Information (FPI) that contain more detailed information. The preferred format 

is the numerical identifier in parenthesis [e.g., (1.1)] at the end of each summarized statement or 
topic.
Comment:       

7.  Headings in HL must be presented in the following order: 
Heading Required/Optional

 Highlights Heading Required
 Highlights Limitation Statement Required
 Product Title Required 
 Initial U.S. Approval Required
 Boxed Warning Required if a BOXED WARNING is in the FPI
 Recent Major Changes Required for only certain changes to PI* 
 Indications and Usage Required
 Dosage and Administration Required
 Dosage Forms and Strengths Required
 Contraindications Required (if no contraindications must state “None.”)
 Warnings and Precautions Not required by regulation, but should be present
 Adverse Reactions Required
 Drug Interactions Optional
 Use in Specific Populations Optional

YES

YES

YES

YES

YES

YES

YES
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 Patient Counseling Information Statement Required 
 Revision Date Required

* RMC only applies to five labeling sections in the FPI:  BOXED WARNING, INDICATIONS AND USAGE, 
DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.

Comment:       

HIGHLIGHTS DETAILS

Highlights Heading
8. At the beginning of HL, the following heading, “HIGHLIGHTS OF PRESCRIBING 

INFORMATION” must be bolded and should appear in all UPPER CASE letters.
Comment:       

Highlights Limitation Statement 
9. The bolded HL Limitation Statement must include the following verbatim statement: “These 

highlights do not include all the information needed to use (insert NAME OF DRUG 
PRODUCT) safely and effectively. See full prescribing information for (insert NAME OF 
DRUG PRODUCT).”  The name of drug product should appear in UPPER CASE letters.
Comment:  Consistently use RoxyBond TM or just RoxyBond 

Product Title in Highlights
10. Product title must be bolded.

Comment:       

Initial U.S. Approval in Highlights
11. Initial U.S. Approval must be bolded, and include the verbatim statement “Initial U.S. 

Approval:” followed by the 4-digit year.
Comment:       

Boxed Warning (BW) in Highlights
12. All text in the BW must be bolded.

Comment:       
13. The BW must have a title in UPPER CASE, following the word “WARNING” and other words 

to identify the subject of the warning.  Even if there is more than one warning, the term 
“WARNING” and not “WARNINGS” should be used.  For example: “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”.  If there is more than one warning in the 
BW title, the word “and” in lower case can separate the warnings.  The BW title should be 
centered.
Comment:       

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.”  This statement must be placed immediately beneath the BW title, 
and should be centered and appear in italics.
Comment:  

YES

YES

YES

YES

N/A

N/A

N/A

N/A
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15. The BW must be limited in length to 20 lines. (This includes white space but does not include 
the BW title and the statement “See full prescribing information for complete boxed 
warning.”)  
Comment:       

Recent Major Changes (RMC) in Highlights
16. RMC pertains to only five sections of the FPI:  BOXED WARNING, INDICATIONS AND 

USAGE, DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS 
AND PRECAUTIONS.  Labeling sections for RMC must be listed in the same order in HL as 
they appear in the FPI.    
Comment:       

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date). 
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 8/2015.” 
Comment:       

18. A changed section must be listed under the RMC heading for at least one year after the date of 
the labeling change and must be removed at the first printing subsequent to the one year period. 
(No listing should be one year older than the revision date.)
Comment:    

Dosage Forms and Strengths in Highlights
19. For a product that has more than one dosage form (e.g., capsules, tablets, injection), bulleted 

headings should be used.
Comment:       

Contraindications in Highlights
20. All contraindications listed in the FPI must also be listed in HL.  If there is more than one 

contraindication, each contraindication should be bulleted.  If no contraindications are known, 
must include the word “None.”  
Comment:   

Adverse Reactions in Highlights
21. For drug products other than vaccines, the verbatim bolded statement must be present: “To 

report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number which should be a toll-free number) or FDA at 
1-800-FDA-1088 or www.fda.gov/medwatch.” 
Comment:       

Patient Counseling Information Statement in Highlights
22. The Patient Counseling Information statement must include one of the following three bolded 

verbatim statements that is most applicable:
If a product does not have FDA-approved patient labeling:

N/A

N/A

N/A

N/A

YES

YES

YES
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 See 17 for PATIENT COUNSELING INFORMATION 

If a product has (or will have) FDA-approved patient labeling:
 See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling 
 See 17 for PATIENT COUNSELING INFORMATION and Medication Guide 
 Comment:       

Revision Date in Highlights
23. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 

“Revised: 8/2015 ”).  
Comment:  

Contents: Table of Contents (TOC)
See Appendix for a sample tool illustrating Table of Contents format.

24. The TOC should be in a two-column format.
Comment:       

25. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS.”  This heading should be in all UPPER CASE letters and 
bolded.
Comment:       

26. The same title for the BW that appears in HL and the FPI must also appear at the beginning of 
the TOC in UPPER CASE letters and bolded.
Comment:       

27. In the TOC, all section headings must be bolded and should be in UPPER CASE. 
Comment:  Number 9 under "FPI: Contents" has a period after it e.g. "9."  while other listed 
numbers do not e.g. "1". This should be made consistent for all numbers.     

28. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (for, of, to) and  
articles (a, an, the), or conjunctions (or, and)].
Comment:       

29. The section and subsection headings in the TOC must match the section and subsection headings 
in the FPI.
Comment:       

30. If a section or subsection required by regulation [21 CFR 201.56(d)(1)] is omitted from the FPI, 
the numbering in the TOC must not change.  The heading “FULL PRESCRIBING 
INFORMATION: CONTENTS*” must be followed by an asterisk and the following statement 
must appear at the end of the TOC:  “*Sections or subsections omitted from the full prescribing 
information are not listed.”
Comment:       

YES

YES

YES

N/A

YES

YES

YES

YES
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Full Prescribing Information (FPI)
FULL PRESCRIBING INFORMATION:  GENERAL FORMAT

31. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below.  (Section and subsection headings should 
be in UPPER CASE and title case, respectively.)  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.  

BOXED WARNING
1  INDICATIONS AND USAGE
2  DOSAGE AND ADMINISTRATION
3  DOSAGE FORMS AND STRENGTHS
4  CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS
6  ADVERSE REACTIONS
7  DRUG INTERACTIONS
8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
8.2 Lactation (if not required to be in Pregnancy and Lactation Labeling Rule (PLLR) format, use 

“Labor and Delivery”)
8.3 Females and Males of Reproductive Potential (if not required to be in PLLR format, use 

“Nursing Mothers”)
8.4 Pediatric Use
8.5 Geriatric Use

9  DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence

10  OVERDOSAGE
11  DESCRIPTION
12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.4 Microbiology (by guidance)
12.5 Pharmacogenomics (by guidance)

13  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology

14  CLINICAL STUDIES
15  REFERENCES
16  HOW SUPPLIED/STORAGE AND HANDLING
17  PATIENT COUNSELING INFORMATION

Comment:  Noted that subsections 12.4 Microbiology (by guidance) and 12.5 
Pharmacogenomics (by guidance), and sections 14 CLINICAL STUDIES and 15 REFERENCES 
were omitted but numbering stayed the same i.e. after section 13 NONCLINICAL TOXICOLOGY, 
the next section is numbered as 16 HOW SUPPLIED/STORAGE AND HANDLING. 

 

YES

NO
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32. The preferred presentation for cross-references in the FPI is the section (not subsection) heading 
followed by the numerical identifier.  The entire cross-reference should be in italics and enclosed 
within brackets.  For example, “[see Warnings and Precautions (5.2)].”  
Comment:  For example, [see Lactation (8.2)] should be [see Use in Specific Populations (8.2)] 
in accordance with the preferred presentation of the section heading followed by the numerical 
identifier

33. For each RMC listed in HL, the corresponding new or modified text in the FPI must be marked 
with a vertical line on the left edge.
Comment:       

FULL PRESCRIBING INFORMATION DETAILS

FPI Heading
34. The following heading “FULL PRESCRIBING INFORMATION” must be bolded, must 

appear at the beginning of the FPI, and should be in UPPER CASE.
Comment:       

BOXED WARNING Section in the FPI
35. All text in the BW should be bolded.

Comment:       
36. The BW must have a title in UPPER CASE, following the word “WARNING” and other words 

to identify the subject of the warning.  (Even if there is more than one warning, the term, 
“WARNING” and not “WARNINGS” should be used.)  For example: “WARNING: 
SERIOUS INFECTIONS and ACUTE HEPATIC FAILURE”.  If there is more than one 
warning in the BW title, the word “and” in lower case can separate the warnings.
Comment:       

CONTRAINDICATIONS Section in the FPI
37. If no Contraindications are known, this section must state “None.”

Comment:       
ADVERSE REACTIONS Section in the FPI
38. When clinical trials adverse reactions data are included (typically in the “Clinical Trials 

Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions from clinical trials:

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice.”

Comment:  No clinical trials adverse reactions data presented
39. When postmarketing adverse reaction data are included (typically in the “Postmarketing 

Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions:

N/A

YES

N/A

N/A

N/A

N/A

N/A
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“The following adverse reactions have been identified during post-approval use of (insert drug         
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.”

Comment:  No postmarketing adverse reaction data included

PATIENT COUNSELING INFORMATION Section in the FPI
40. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 

INFORMATION).  The reference statement should appear at the beginning of Section 17 and 
include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Instructions for 
Use, or Medication Guide).  Recommended language for the reference statement should include 
one of the following five verbatim statements that is most applicable:  
 Advise the patient to read the FDA-approved patient labeling (Patient Information). 
 Advise the patient to read the FDA-approved patient labeling (Instructions for Use). 
 Advise the patient to read the FDA-approved patient labeling (Patient Information and 

Instructions for Use). 
 Advise the patient to read the FDA-approved patient labeling (Medication Guide). 
 Advise the patient to read the FDA-approved patient labeling (Medication Guide and 

Instructions for Use).
Comment: No reference statements included in Section 17

41. FDA-approved patient labeling (e.g., Patient Information, Instructions for Use, or Medication 
Guide) must not be included as a subsection under Section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval.
Comment:      

NO

YES
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Appendix:  Highlights and Table of Contents Format
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RPM FILING REVIEW
(Including Memo of Filing Meeting)

To be completed for all new NDAs, BLAs, and Efficacy Supplements [except SE8 (labeling 
change with clinical data) and SE9 (manufacturing change with clinical data)]

Application Information
NDA # 209777
BLA#       

NDA Supplement #: S-      
BLA Supplement #: S-      

Efficacy Supplement Category:
 New Indication (SE1)
 New Dosing Regimen (SE2)
 New Route Of Administration (SE3)
 Comparative Efficacy Claim (SE4)
 New Patient Population (SE5)
 Rx To OTC Switch (SE6)
 Accelerated Approval Confirmatory Study  

(SE7)
 Labeling Change With Clinical Data (SE8)
 Manufacturing Change With Clinical Data 

(SE9)
 Animal Rule Confirmatory Study (SE10) 

Proprietary Name:  RoxyBond
Established/Proper Name:  Oxycodone Hydrochloride
Dosage Form:  Immediate-Release Tablets
Strengths:  5 mg, 15 mg, and 30 mg
Applicant:  Inspirion Delivery Sciences, LLC
Agent for Applicant (if applicable):  Debra Aub Webster, PhD
Date of Application:  October 21, 2016
Date of Receipt:  October 21, 2016
Date clock started after Unacceptable for Filing (UN):       
PDUFA/BsUFA Goal Date: April 21, 2017 Action Goal Date (if different):      
Filing Date:  December 20, 2016 Date of Filing Meeting:  November 21, 2016
Chemical Classification (original NDAs only) : 

 Type 1- New Molecular Entity (NME); NME and New Combination
 Type 2- New Active Ingredient; New Active Ingredient and New Dosage Form; New Active Ingredient and New 

Combination
 Type 3- New Dosage Form; New Dosage Form and New Combination
 Type 4- New Combination
 Type 5- New Formulation or New Manufacturer
 Type 7- Drug Already Marketed without Approved NDA
 Type 8- Partial Rx to OTC Switch
 Type 9-New Indication or Claim (will not be marketed as a separate NDA after approval)  
 Type 10-New Indication or Claim (will be marketed as a separate NDA after approval)

Proposed indication(s)/Proposed change(s): Management of moderate to severe pain where the use of an 
opioid analgesic is appropriate.

 505(b)(1)     
 505(b)(2)

Type of Original NDA:        
AND (if applicable)

Type of NDA Supplement:

If 505(b)(2)NDA/NDA Supplement: Draft the “505(b)(2) Assessment” 
review found at:  
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027499. 

 505(b)(1)        
 505(b)(2)

1
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Type of BLA

If 351(k), notify the OND Therapeutic Biologics and Biosimilars Team

 351(a)        
 351(k)

Review Classification:         

The application will be a priority review if:
 A complete response to a pediatric Written Request (WR) was 

included (a partial response to a WR that is sufficient to change 
the labeling should also be a priority review – check with DPMH)  

 The product is a Qualified Infectious Disease Product (QIDP)
 A Tropical Disease Priority Review Voucher was submitted
 A Pediatric Rare Disease Priority Review Voucher was submitted

  Standard     
  Priority

  Pediatric WR
  QIDP
  Tropical Disease Priority 

Review Voucher 
  Pediatric Rare Disease Priority 

Review Voucher 
Resubmission after withdrawal?    Resubmission after refuse to file?  
Part 3 Combination Product? 

If yes, contact the Office of 
Combination Products (OCP) and copy 
them on all Inter-Center consults 

 Convenience kit/Co-package 
 Pre-filled drug delivery device/system (syringe, patch, etc.)
 Pre-filled biologic delivery device/system (syringe, patch, etc.)
 Device coated/impregnated/combined with drug
 Device coated/impregnated/combined with biologic
 Separate products requiring cross-labeling
 Drug/Biologic
 Possible combination based on cross-labeling of separate 

products
 Other (drug/device/biological product)

  Fast Track Designation
  Breakthrough Therapy Designation 

(set the submission property in DARRTS and 
notify the CDER Breakthrough Therapy 
Program Manager)

  Rolling Review
  Orphan Designation 

  Rx-to-OTC switch, Full
  Rx-to-OTC switch, Partial
  Direct-to-OTC 

Other:      

 PMC response
 PMR response:

 FDAAA [505(o)] 
 PREA deferred pediatric studies (FDCA Section 

505B)
  Accelerated approval confirmatory studies (21 CFR 

314.510/21 CFR 601.41) 
 Animal rule postmarketing studies to verify clinical 

benefit and safety (21 CFR 314.610/21 CFR 601.42)

Collaborative Review Division (if OTC product):      

List referenced IND Number(s):  105951, 115822
Goal Dates/Product Names/Classification Properties YES NO NA Comment
PDUFA/BsUFA and Action Goal dates correct in the 
electronic archive? 

If no, ask the document room staff to correct them immediately. 
These are the dates used for calculating inspection dates.
Are the established/proper and applicant names correct in 
electronic archive? 

If no, ask the document room staff to make the corrections. Also, 
ask the document room staff to add the established/proper name 

     

2
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to the supporting IND(s) if not already entered into electronic 
archive.
Is the review priority (S or P) and all appropriate 
classifications/properties entered into tracking system (e.g., 
chemical classification, combination product classification,  
orphan drug)? Check the New Application and New Supplement 
Notification Checklists for a list of all classifications/properties 
at:
http://inside.fda.gov:9003/CDER/OfficeofBusinessProcessSupport/ucm163969.ht
m   

If no, ask the document room staff to make the appropriate 
entries.

     

Application Integrity Policy YES NO NA Comment
Is the application affected by the Application Integrity Policy 
(AIP)?  Check the AIP list at:
http://www.fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default
.htm   

     

If yes, explain in comment column.
  

     

If affected by AIP, has OC been notified of the submission? 
If yes, date notified:     

     

User Fees YES NO NA Comment
Is Form 3397 (User Fee Cover Sheet)/Form 3792 (Biosimilar 
User Fee Cover Sheet) included with authorized signature?

     

User Fee Status

If a user fee is required and it has not been paid (and it 
is not exempted or waived), the application is 
unacceptable for filing following a 5-day grace period 
from receipt. Review stops. Contact the User Fee Staff. 
If appropriate, send UN letter.

Payment for this application (check daily email from 
UserFeeAR@fda.hhs.gov):

 Paid
 Exempt (orphan, government)
 Waived (e.g., small business, public health)
 Not required

If the firm is in arrears for other fees (regardless of 
whether a user fee has been paid for this application), 
the application is unacceptable for filing (5-day grace 
period does not apply). Review stops. Contact the User 
Fee Staff. If appropriate, send UN letter.

Payment of other user fees:

 Not in arrears
 In arrears

User Fee Bundling  Policy

Refer to the guidance for industry, Submitting Separate 
Marketing Applications and Clinical Data for Purposes 
of Assessing User Fees at: 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulator
yInformation/Guidances/UCM079320.pdf 

Has the user fee bundling policy been appropriately 
applied? If no, or you are not sure, consult the User 
Fee Staff.

 Yes
 No

505(b)(2)                     
(NDAs/NDA Efficacy Supplements only)

YES NO NA Comment

Is the application a 505(b)(2) NDA? (Check the 356h form, 

3
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cover letter, and annotated labeling).  If yes, answer the bulleted 
questions below:
 Is the application for a duplicate of a listed drug and 

eligible for approval under section 505(j) as an ANDA? 
     

 Is the application for a duplicate of a listed drug whose 
only difference is that the extent to which the active 
ingredient(s) is absorbed or otherwise made available to 
the site of action is less than that of the reference listed 
drug (RLD)? [see 21 CFR 314.54(b)(1)].

     

 Is the application for a duplicate of a listed drug whose 
only difference is that the rate at which the proposed 
product’s active ingredient(s) is absorbed or made 
available to the site of action is unintentionally less than 
that of the listed drug [see 21 CFR 314.54(b)(2)]?

If you answered yes to any of the above bulleted questions, the 
application may be refused for filing under 21 CFR 
314.101(d)(9). Contact the 505(b)(2) review staff in the Immediate 
Office of New Drugs for advice.

     

 Is there unexpired exclusivity on another listed drug 
product containing the same active moiety (e.g., 5-year, 
3-year, orphan, or pediatric exclusivity)? 

Check the Electronic Orange Book at:  
http://www.accessdata.fda.gov/scripts/cder/ob/default.cfm   

If yes, please list below:

     

Application No. Drug Name Exclusivity Code Exclusivity Expiration
                    
                    
                    

If there is unexpired, 5-year exclusivity remaining on another listed drug product containing the same active moiety, 
a 505(b)(2) application cannot be submitted until the period of exclusivity expires (unless the applicant provides 
paragraph IV patent certification; then an application can be submitted four years after the date of approval.)  
Pediatric exclusivity will extend both of the timeframes in this provision by 6 months. 21 CFR 314.108(b)(2). 
Unexpired orphan or 3-year exclusivity may block the approval but not the submission of a 505(b)(2) application.
Exclusivity YES NO NA Comment
Does another product (same active moiety) have orphan 
exclusivity for the same indication? Check the Orphan Drug 
Designations and Approvals list at: 
http://www.accessdata.fda.gov/scripts/opdlisting/oopd/index.cfm 

     

If another product has orphan exclusivity, is the product 
considered to be the same product according to the orphan 
drug definition of sameness [see 21 CFR 316.3(b)(14)]?

If yes, consult the Director, Division of Regulatory Policy II, 
Office of Regulatory Policy

     

NDAs/NDA efficacy supplements only: Has the applicant 
requested 5-year or 3-year Waxman-Hatch exclusivity? 

If yes, # years requested:  3

Note:  An applicant can receive exclusivity without requesting it; 

     

4

Reference ID: 4028532



Version: 9/29/2016

therefore, requesting exclusivity is not required. 
NDAs only: Is the proposed product a single enantiomer of a 
racemic drug previously approved for a different therapeutic 
use?

     

If yes, did the applicant: (a) elect to have the single 
enantiomer (contained as an active ingredient) not be 
considered the same active ingredient as that contained in an 
already approved racemic drug, and/or (b): request 
exclusivity pursuant to section 505(u) of the Act (per 
FDAAA Section 1113)?

If yes, contact the Orange Book Staff (CDER-Orange Book 
Staff).

     

BLAs only: Has the applicant requested 12-year exclusivity 
under section 351(k)(7) of the PHS Act? 

If yes, notify Marlene Schultz-DePalo, CDER Purple Book 
Manager 

Note: Exclusivity requests may be made for an original BLA 
submitted under Section 351(a) of the PHS Act (i.e., a biological 
reference product). A request may be located in Module 1.3.5.3 
and/or other sections of the BLA and may be included in a 
supplement (or other correspondence) if exclusivity has not been 
previously requested in the original 351(a) BLA. An applicant can 
receive exclusivity without requesting it; therefore, requesting 
exclusivity is not required.

     

Format and Content

Do not check mixed submission if the only electronic 
component is the content of labeling (COL).

 All paper (except for COL)
 All electronic
 Mixed (paper/electronic)

 CTD  
 Non-CTD
 Mixed (CTD/non-CTD)

If mixed (paper/electronic) submission, which parts of 
the application are submitted in electronic format? 
Overall Format/Content YES NO NA Comment
If electronic submission, does it follow the eCTD 
guidance?1

If not, explain (e.g., waiver granted).

     

Index: Does the submission contain an accurate 
comprehensive index?

     

Is the submission complete as required under 21 CFR 
314.50 (NDAs/NDA efficacy supplements) or under 21 
CFR 601.2 (BLAs/BLA efficacy supplements) including:

 legible

     

1 http://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm333969.pdf 
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 English (or translated into English)
 pagination
 navigable hyperlinks (electronic submissions only)

If no, explain.
BLAs only: Companion application received if a shared or 
divided manufacturing arrangement?

If yes, BLA #       

     

Forms and Certifications
Electronic forms and certifications with electronic signatures (scanned, digital, or electronic – similar to DARRTS, e.g., 
/s/) are acceptable. Otherwise, paper forms and certifications with hand-written signatures must be included. 
Forms include: user fee cover sheet (3397/3792), application form (356h), patent information (3542a), financial 
disclosure (3454/3455), and clinical trials (3674); Certifications include: debarment certification, patent 
certification(s), field copy certification, and pediatric certification.   
Application Form  YES NO NA Comment
Is form FDA 356h included with authorized signature per 
21 CFR 314.50(a)? 

If foreign applicant, a U.S. agent must sign the form [see 21 
CFR 314.50(a)(5)].

     

Are all establishments and their registration numbers listed 
on the form/attached to the form?

     

Patent Information 
(NDAs/NDA efficacy supplements only)

YES NO NA Comment

Is patent information submitted on form FDA 3542a per 
21 CFR 314.53(c)?

     

Financial Disclosure YES NO NA Comment
Are financial disclosure forms FDA 3454 and/or 3455 
included with authorized signature per 21 CFR 54.4(a)(1) 
and (3)?

Forms must be signed by the APPLICANT, not an Agent [see 
21 CFR 54.2(g)].

Note: Financial disclosure is required for bioequivalence 
studies that are the basis for approval.

     

Clinical Trials Database YES NO NA Comment
Is form FDA 3674 included with authorized signature?

If yes, ensure that the application is also coded with the 
supporting document category, “Form 3674.” 

If no, ensure that language requesting submission of the form 
is included in the acknowledgement letter sent to the applicant

     

6
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Debarment Certification YES NO NA Comment
Is a correctly worded Debarment Certification included 
with authorized signature? 

Certification is not required for supplements if submitted in 
the original application; If foreign applicant, both the 
applicant and the U.S. Agent must sign the certification [per 
Guidance for Industry: Submitting Debarment Certifications].

Note: Debarment Certification should use wording in FD&C 
Act Section 306(k)(1) i.e.,“[Name of applicant] hereby certifies 
that it did not and will not use in any capacity the services of 
any person debarred under section 306 of the Federal Food, 
Drug, and Cosmetic Act in connection with this application.” 
Applicant may not use wording such as, “To the best of my 
knowledge…”

     

Field Copy Certification 
(NDAs/NDA efficacy supplements only)

YES NO NA Comment

For paper submissions only: Is a Field Copy 
Certification (that it is a true copy of the CMC technical 
section) included? 

Field Copy Certification is not needed if there is no CMC 
technical section or if this is an electronic submission (the 
Field Office has access to the EDR)

If maroon field copy jackets from foreign applicants are 
received, return them to CDR for delivery to the appropriate 
field office.  

     

Controlled Substance/Product with Abuse 
Potential

YES NO NA Comment

For NMEs:
Is an Abuse Liability Assessment, including a proposal for 
scheduling, submitted per 21 CFR 314.50(d)(5)(vii)?

If yes, date consult sent to the Controlled Substance Staff:    

For non-NMEs:
Date of consult sent to Controlled Substance Staff :  
11/9/16

     

Pediatrics YES NO NA Comment
PREA

Does the application trigger PREA?

If yes, notify PeRC@fda.hhs.gov to schedule required PeRC 
meeting2

     

2 
http://inside fda.gov:9003/CDER/OfficeofNewDrugs/OfficeofNonprescriptionProducts/PediatricandMatern
alHealthStaff/ucm027829.htm 
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Note: NDAs/BLAs/efficacy supplements for new active 
ingredients (including new fixed combinations), new indications, 
new dosage forms, new dosing regimens, or new routes of 
administration trigger PREA. All waiver & deferral requests, 
pediatric plans, and pediatric assessment studies must be 
reviewed by PeRC prior to approval of the 
application/supplement.
If the application triggers PREA, is there an agreed Initial 
Pediatric Study Plan (iPSP)?

If no, may be an RTF issue - contact DPMH for advice.

     

If required by the agreed iPSP, are the pediatric studies 
outlined in the agreed iPSP completed and included in the 
application?

If no, may be an RTF issue - contact DPMH for advice.

     

BPCA: 

Is this submission a complete response to a pediatric 
Written Request?

If yes, notify Pediatric Exclusivity Board RPM (pediatric 
exclusivity determination is required3

     

Proprietary Name YES NO NA Comment
Is a proposed proprietary name submitted?

If yes, ensure that the application is also coded with the 
supporting document category, “Proprietary Name/Request for 
Review.”

     

REMS YES NO NA Comment
Is a REMS submitted?

If yes, send consult to OSE/DRISK and notify OC/ 
OSI/DSC/PMSB via the CDER OSI RMP mailbox

     

Prescription Labeling      Not applicable
Check all types of labeling submitted.   Package Insert (Prescribing Information)(PI)

  Patient Package Insert (PPI)
  Instructions for Use (IFU)
  Medication Guide (MedGuide)
  Carton labeling
  Immediate container labels
  Diluent labeling
  Other (specify)

 YES NO NA Comment
Is Electronic Content of Labeling (COL) submitted in SPL 
format?

If no, request applicant to submit SPL before the filing date. 

     

3 
http://inside fda.gov:9003/CDER/OfficeofNewDrugs/OfficeofNonprescriptionProducts/PediatricandMatern
alHealthStaff/ucm027837.htm 
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Is the PI submitted in Physician Labeling Rule (PLR) 
format?4 

     

If PI not submitted in PLR format, was a waiver or 
deferral requested before the application was received or 
in the submission? If requested before application was 
submitted, what is the status of the request?  

If no waiver or deferral, request applicant to submit labeling in 
PLR format before the filing date.

     

For applications submitted on or after June 30, 2015:
Is the PI submitted in Pregnancy and Lactation Labeling 
Rule (PLLR) format? 

     

Has a review of the available pregnancy, lactation, and 
females and males of reproductive potential data (if 
applicable) been included?

     

For applications submitted on or after June 30, 2015:  
If PI not submitted in PLLR format, was a waiver or 
deferral requested before the application was received or 
in the submission? If requested before application was 
submitted, what is the status of the request?  

If no waiver or deferral, request applicant to submit labeling in 
PLLR format before the filing date.

     

Has all labeling [(PI, patient labeling (PPI, MedGuide, 
IFU), carton and immediate container labeling)] been 
consulted to OPDP?

     

Has PI and patient labeling (PPI, MedGuide, IFU) been 
consulted to OSE/DRISK? (send WORD version if 
available)

     

Has all labeling [PI, patient labeling (PPI, MedGuide, 
IFU) carton and immediate container labeling, PI, PPI 
been consulted/sent to OSE/DMEPA and appropriate 
CMC review office in OPQ (OBP or ONDP)?

     

OTC Labeling                    Not Applicable
Check all types of labeling submitted.  Outer carton label

 Immediate container label
 Blister card
 Blister backing label
 Consumer Information Leaflet (CIL)
 Physician sample 
 Consumer sample  
 Other (specify) 

 YES NO NA Comment

4  
http://inside fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/LabelingDevelopmentTeam/ucm02
5576.htm 
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Is electronic content of labeling (COL) submitted?

If no, request in 74-day letter.
Are annotated specifications submitted for all stock 
keeping units (SKUs)?

If no, request in 74-day letter.
If representative labeling is submitted, are all represented 
SKUs defined?

If no, request in 74-day letter.
All labeling/packaging sent to OSE/DMEPA?

Other Consults YES NO NA Comment
Are additional consults needed? (e.g., IFU to CDRH; QT 
study report to QT Interdisciplinary Review Team) 

If yes, specify consult(s) and date(s) sent:
Meeting Minutes/SPAs YES NO NA Comment
End-of Phase 2 meeting(s)? 
Date(s):       

Pre-NDA/Pre-BLA/Pre-Supplement meeting(s)? 
Date(s):       

     

Any Special Protocol Assessments (SPAs)?
Date(s):       

10
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ATTACHMENT 

MEMO OF FILING MEETING

DATE:  November 21, 2016

BACKGROUND:  This is a new NDA 209777 for RoxyBond (Oxycodone ARIR) Immediate-
Release Oral Tablets (5 mg, 15 mg, and 30 mg) with proposed indication for the management of 
moderate to severe pain where the use of an opioid analgesic is appropriate

REVIEW TEAM: 

Discipline/Organization Names Present at 
filing 
meeting? 
(Y or N)

RPM: Taiye Ayoola YRegulatory Project Management

CPMS/TL: Matthew Sullivan Y

Cross-Discipline Team Leader (CDTL)

Division Director/Deputy Sharon Hertz Y

Office Director/Deputy Ellen Fields (Deputy Director) Y

Reviewer: Anjelina Pokrovnichka YClinical

TL: Joshua Lloyd Y

Reviewer: N/A N/ASocial Scientist Review (for OTC 
products)

TL: N/A N/A

Reviewer: N/A N/AOTC Labeling Review (for OTC 
products)

TL: N/A N/A

Reviewer: N/A N/AClinical Microbiology (for antimicrobial 
products)
 TL: N/A N/A

Reviewer: Wei Qiu YClinical Pharmacology 

TL: Yun Xu Y

 Genomics Reviewer: N/A N/A
 Pharmacometrics Reviewer: N/A N/A
Biostatistics Reviewer: David Petullo N

11

Reference ID: 4028532



Version: 9/29/2016

TL: David Petullo N

Reviewer: Carlic Huynh YNonclinical 
(Pharmacology/Toxicology)

TL: Beth Bolan

Reviewer: N/A N/AStatistics (carcinogenicity)

TL: N/A N/A

ATL: Ciby Abraham      Product Quality (CMC) Review Team:

RBPM: Steven Kinsley      

 Drug Substance Reviewer: Ben Stevens      
 Drug Product Reviewer: Xiaobin Shen Y
 Process Reviewer: Tarun Mehta      
 Microbiology Reviewer: N/A N/A
 Facility Reviewer: Daniel Diciero      
 Biopharmaceutics Reviewer: Fang Wu Y
 Immunogenicity Reviewer: N/A N/A
 Labeling (BLAs only) Reviewer: N/A N/A
 Other (e.g., Branch Chiefs, EA 

Reviewer) 
Branch Chiefs: 
Julia Pinto
Donna Christner
Ubrani Venkataram
John Duan
Derek Smith

     
Y
     
     
     
     

Reviewer:           OMP/OMPI/DMPP (MedGuide, PPI, 
IFU) 

TL:           

Reviewer: LaToya (Shenee) Toombs      OMP/OPDP (PI, PPI, MedGuide, IFU, 
carton and immediate container 
labeling) TL:           

Reviewer: James Schlick (Safety 
Rvwr)

YOSE/DMEPA (proprietary name, 
carton/container labeling)

TL: Vicky Borders-Hemphill      

Reviewer: N/A N/AOSE/DRISK (REMS)

TL: N/A N/A

Reviewer: N/A N/AOC/OSI/DSC/PMSB (REMS)

TL: N/A N/A

12
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Reviewer:Bioresearch Monitoring (OSI)

TL:

Reviewer: James Tolliver YControlled Substance Staff (CSS)

TL:           

Other reviewers/disciplines
PMHS
OSI

Reviewer:
   

Jane Liedtka NPMHS

*For additional lines, highlight this group of cells, 
copy, then paste: select “insert as new rows” 

TL:           

Reviewer: TBD TBDOSI

TL:           
Tracy Pham Y
Min Zhang Y
Tamra Meyer Y

Other attendees

*For additional lines, right click here and select “insert 
rows below”  
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FILING MEETING DISCUSSION:

GENERAL 
 505 b)(2) filing issues:

o Is the application for a duplicate of a listed 
drug and eligible for approval under section 
505(j) as an ANDA? 

o Did the applicant provide a scientific 
“bridge” demonstrating the relationship 
between the proposed product and the 
referenced product(s)/published literature?

Describe the scientific bridge (e.g., information to 
demonstrate sufficient similarity between the 
proposed product and the listed drug(s) such as 
BA/BE studies or to justify reliance on information 
described in published literature): 

  Not Applicable

  YES    NO

  YES    NO

     

 Per reviewers, are all parts in English or English 
translation?

If no, explain:      

  YES
  NO

 Electronic Submission comments  

List comments:      
 

  Not Applicable
  No comments

 

14
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CLINICAL

Comments:      

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical study site(s) inspections(s) needed?
  

If no, explain:      

  YES
  NO

 Advisory Committee Meeting needed? 

Comments:      

If no, for an NME NDA or original BLA, include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known:  April 5, 2017

  NO
  To be determined

Reason: Opioid with abuse-deterrent 
properties

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments:      

  Not Applicable
  YES
  NO

CONTROLLED SUBSTANCE STAFF
 Abuse Liability/Potential

Comments:      

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL MICROBIOLOGY

Comments:      

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

15
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CLINICAL PHARMACOLOGY

Comments:      

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical pharmacology study site(s) inspections(s) 
needed?

  YES
  NO

BIOSTATISTICS

Comments:      

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments:      

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments:      

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

New Molecular Entity (NDAs only)

 Is the product an NME?  YES
  NO

Environmental Assessment

 Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

Comments:      

 YES
  NO

 YES
  NO

16
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Facility Inspection

 Establishment(s) ready for inspection?

Comments:      

  Not Applicable

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments:      

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review (BLAs only) 

Comments:        Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V) 
(NME NDAs/Original BLAs)

 Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

 If so, were the late submission components all 
submitted within 30 days?

  N/A

  YES
  NO

  YES
  NO

 What late submission components, if any, arrived 
after 30 days?

 
     

 Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components?

  YES
  NO

 Is a comprehensive and readily located list of all 
clinical sites included or referenced in the 
application?

  YES
  NO

17
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 Is a comprehensive and readily located list of all 
manufacturing facilities included or referenced in the 
application?

  YES
  NO

18
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REGULATORY PROJECT MANAGEMENT

Signatory Authority:  Sharon Hertz, MD (Division Director) for 60-day letter
                                      Taiye Ayoola, PharmD (RPM) for RPM Filing Review

Date of Mid-Cycle Meeting (for NME NDAs/BLAs in “the Program” PDUFA V): N/A

21st Century Review Milestones (see attached) (listing review milestones in this document is 
optional): 
Filing & Planning: November 21, 2016
Mid-cycle: January 19, 2017
Wrap-up: March 21, 2017 

Comments:      

REGULATORY CONCLUSIONS/DEFICIENCIES

The application is unsuitable for filing.  Explain why:

The application, on its face, appears to be suitable for filing.

Review Issues:

  No review issues have been identified for the 74-day letter.
  Review issues have been identified for the 74-day letter.  

Review Classification:

  Standard  Review   
  Priority Review 

ACTION ITEMS

Ensure that any updates to the review priority (S or P) and classifications/properties are 
entered into the electronic archive (e.g., chemical classification, combination product 
classification, orphan drug). 
If RTF, notify everyone who already received a consult request, OSE PM, and RBPM 

If filed, and the application is under AIP, prepare a letter either granting (for signature by 
Center Director) or denying (for signature by ODE Director) an exception for review.

If priority review, notify applicant in writing by day 60 (see CST for choices)

 Send review issues/no review issues by day 74

Conduct a PLR format labeling review and include labeling issues in the 74-day letter

Update the PDUFA V DARRTS page (for applications in the Program)

19
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Other

Annual review of template by OND ADRAs completed:  April 2016

20
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NDA Number: 209-777 Applicant: Inspirion Delivery 
Sciences, LLC

Date: November 30, 2016

Drug Name: Oxycodone ARIR 
(Oxycodone HCl IR Tablets)

IND Number:  105,951

Checklist Yes No N/A Comment
What is the regulatory history of this application?   Oxycodone ARIR tablets 

developed under IND 
105,951.  CSS reviewed 
intranasal HAP protocol O-
ARIR-002 (DARRTS, IND 
105,951, February 20, 2014, 
Author: James M. Tolliver, 
Ph.D.).  Office of 
Biostatistics completed a stat 
review of protocol O-ARIR-
002 (DARRTS, IND 
105,951, December 20, 
2013, Author: Anna Sun, 
Ph.D.)

Abuse potential assessment is required if any of the following 
are true for a drug:
It affects the CNS   X
It is chemically or pharmacologically similar to other drugs with 
known abuse potential

  X

It produces psychoactive effects such as sedation, euphoria, and 
mood changes

  X

Is the drug a new molecular entity?   X NDA 209-777 is a 505(b)(2) 
application involving 
oxycodone HCl with 
Roxicodone as the reference 
drug.

Is this a new or novel drug formulation?   X   Oxycodone ARIR tablets is a 
purported  abuse-deterrent 
formulation of immediate 
release (IR) oxycodone HCl.

Content of NDA abuse potential section:
Module 1: Administrative Information and Prescribing 
Information
1.11.4 Multiple Module Information Amendment contains:
• A summary, interpretation, and discussion of abuse potential 

data provided in the NDA.
     X An overall summary of 

evaluation of abuse potential 
was not provided for 
Oxycodone ARIR tablets

• A link to a table of contents that provides additional links to all 
studies (non-clinical and clinical) and references related to the 
assessment of abuse potential.

    X
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Checklist Yes No N/A Comment
• A proposal and rationale for placement, or not, of a drug into a 

particular Schedule of the CSA
  X Sponsor acknowledges that 

product, containing 
oxycodone HCl is in 
Schedule II of the CSA.  No 
alternative scheduling 
proposal is provided.

Module 2: Summaries
2.4 Nonclinical Overview - includes a brief statement outlining the 
nonclinical studies performed to assess abuse potential.

Module 3: Quality
3.2.P.1 Description and Composition of the Drug Product - 
describes any additional studies performed to examine the 
extraction of the drug substance under various conditions 
(solvents, pH, or mechanical manipulation).

  X Category 1 studies were 
conducted in support of the 
abuse-deterrent claims for 
Oxycodone ARIR tablets. 
Provided in Module 3

Is there an assessment of extractability/formulation release 
characteristics of intact and manipulated product?

  X Extractability studies are in 
Module 3

3.2.P.2 Description and Composition of the Drug Product - 
describes the development of any components of the drug product 
that were included to address accidental or intentional misuse.

  X Composition, and 
descriptions of the 
components of the drug 
product are provided in 
Module 3

Is this an extended release or abuse-resistant formulation?     X Oxycodone ARIR tablets are 
a purported IR abuse-
deterrent formulation. 

Module 4: Nonclinical Study Reports
4.2.1 Pharmacology   X NDA 209-777 is a 505(b)(2) 

application containing 
oxycodone HCl.  Non-
clinical pharmacology 
studies were not conducted.

4.2.1.1 Primary Pharmacodynamics - contains study reports (in 
vitro and in vivo) describing the binding profile of the parent drug 
and all active metabolites.

  X

Are in vitro receptor binding studies included?   X
Are functional assays included?   X

4.2.3.7.4 Dependence – section includes:
• A complete discussion of the nonclinical data related to abuse 

potential.
• Complete study reports of all nonclinical abuse potential 

studies.

  X Nonclinical data related to 
abuse potential were not 
submitted.

Animal Behavioral and Dependence Pharmacology: note all 
primary data need to be included in the NDA
Was a self-administration study conducted?   X
Was a conditioned place preference study conducted?   X
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Checklist Yes No N/A Comment
Was a drug discrimination study conducted?   X
Was a physical dependence study conducted?   X

Module 5: Clinical Study Reports
5.3.5.4 Other Study Reports - section contains complete study 
reports of all clinical abuse potential studies.
Human abuse potential study:
Was a human abuse potential study conducted?   X   Intranasal HAP study O-

ARIR-002 entitled “A 
Randomized, Double-Blind, 
Double-Dummy, Active- and 
Placebo-Controlled, Four-
Way Crossover Study to 
Assess the Relative 
Bioavailability and Abuse 
Potential of Intranasal 
Administration of Ground 
Oxycodone ARIR Tablets 
(Abuse Deterrent) versus an 
Equivalent Dose of Crushed 
Roxicodone® in 
Nondependent Recreational 
Opioid Users”

Are all the primary data included in the NDA?   X
Is a Statistics consult necessary?   X Stat consult for study O-

ARIR-002 sent by CSS

Other Clinical trials:
Is there evidence of drug accountability issues or overt evidence of 
misuse, abuse, or diversions?

  X Sponsor did not conduct any 
Phase 3 efficacy studies.  

Are all abuse/misuse Case Report Forms submitted [addiction, 
abuse, misuse, overdose, drug diversion/drug accountability, 
discrepancies in amount of the clinical supplies of the study drug, 
noncompliance, protocol violations, lack of efficacy, individuals 
lost to follow-up, and any other reasons why subjects dropped out 
of the study]?

  X  Sponsor conducted 3 pilot 
PK studies (O-ARIR-001, O-
ARIR-004, and BE-09-035)   
and 2 pivotal PK studies (O-
ARIR-006 and O-ARIR-
003).  All studies were 
conducted under naltrexone 
blockage.  AEs were 
documented, including  for 
“euphoria.”   No abuse, 
misuse, overdose, or drug 
diversion reported.
Integrated Summary of 
Safety provided.

Does Compliance need to be consulted re: site inspection for data 
integrity or other issues?

  X

5.3.6.1 Reports of Postmarketing Experience - includes 
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Checklist Yes No N/A Comment
information to all postmarketing experience with abuse, misuse, 
overdose, and diversion related to this product

Did you review the scientific literature?   X Oxycodone ARIR is not 
referenced in the literature

Did you conducted a search of databases and other information 
related to misuse, abuse, and addiction?

  X Oxycodone ARIR has not 
previously been marketed

Is there evidence for any of the following:
Accidental overdose in the patient population and vulnerable 
populations

  X

Overdose associated with misuse and abuse   X
Unintended pediatric exposures to product   X

Labeling issues
Drug disposal issues?   X

Postmarketing activities [PMRs, PMCs, REMS]
    X

Scheduling activities
  X Sponsor acknowledges that 

Oxycodone ARIR is in 
Schedule II of the CSA.  No 
rescheduling is proposed.

Is NDA FILEABLE from a CSS perspective? Yes

If the Application is not fileable, state the reasons and provide comments to be sent to the 
Applicant. N/A

Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day 
letter.
 No review issues for the 74-day letter.

CSS Reviewer:  James M. Tolliver, Ph.D. Date:  November 14,2016
Silvia Calderon, Ph.D. Date:  November 14, 2016
Martin Rusinowitz, M.D., Date:  November 15, 2016
Dominic Chiapperino, Ph.D. Date:  November 15, 2016
Director:  Michael Klein, Ph.D. Date:  November 23, 2016
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