
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 
 

APPLICATION NUMBER: 
 

205777Orig1s000 
 
 

ADMINISTRATIVE and CORRESPONDENCE  
DOCUMENTS 



Page 1

EXCLUSIVITY SUMMARY

NDA # 205777  SUPPL # HFD # 

Trade Name  TARGINIQ ER

Generic Name  oxycodone HCl/naloxone HCl extended-release tablets

Applicant Name  Purdue Pharma, L.P.    

Approval Date, If Known  July 23, 2014

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(2)

c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.")

  YES NO 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.   

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             

          
product indicated 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. 
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d)  Did the applicant request exclusivity?
YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

Purdue did not specify

e) Has pediatric exclusivity been granted for this Active Moiety?
YES NO 

      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request?
   
     

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or 
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has 
not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety.

                  YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
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#(s).

     
NDA#

NDA#

NDA#

2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)  

YES NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).  

NDA# NDA 021011 Roxicodone (oxycodone HCl immediate-release tablets)

NDA# NDA 022272 OXYCONTIN (oxycodone HCl extended-release tablets)

NDA# NDA 016636 Narcan (naloxone HCl)

******For additional products refer to the Orange Book.

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
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investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation. 

YES NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement?

YES NO 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

                                                 
(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness 
of this drug product and a statement that the publicly available data would not independently 
support approval of the application?

YES NO 

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO.

YES NO 

     If yes, explain:                                     

                                                        

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
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sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product? 

YES NO 

     If yes, explain:                                         

                                                        

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations 
submitted in the application that are essential to the approval:

Study ONU3701: A Randomized, Double-blind, Placebo-controlled, Multicenter 
Trial with an Enriched Study Design to Assess the Efficacy and Safety of 
Oxycodone/Naloxone Controlled-Release Tablets (OXN) Compared to Placebo in 
Opioid-Experience Subjects with Moderate to Severe Pain due to Chronic Low Back 
Pain who Require Around-the-clock Opioid Therapy

                    
Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.  

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.")

Investigation #1    YES NO 

Investigation #2    YES NO 

If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon:
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b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product?

Investigation #1 YES NO 

Investigation #2 YES NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"):

Study ONU3701: A Randomized, Double-blind, Placebo-controlled, Multicenter 
Trial with an Enriched Study Design to Assess the Efficacy and Safety of 
Oxycodone/Naloxone Controlled-Release Tablets (OXN) Compared to Placebo in 
Opioid-Experience Subjects with Moderate to Severe Pain due to Chronic Low Back 
Pain who Require Around-the-clock Opioid Therapy

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
!

IND # 070851 YES  !  NO   
!  Explain: 

                          
             

Investigation #2 !
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!
IND # YES !  NO   

!  Explain: 
                               

   
                                                            

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study?

Investigation #1 !
!

YES !  NO   
Explain: !  Explain: 

   

Investigation #2 !
!

YES   !  NO   
Explain: !  Explain:

   

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES NO 

If yes, explain:  

=================================================================
                                                      
Name of person completing form:  Lisa E. Basham, MS                   

Reference ID: 3597945



Page 8

Title:  Senior Regulatory Health Project Manager
Date:  7/7/14

                                                      
Name of Office/Division Director signing form:  Bob Rappaport, MD
Title:  Director, DAAAP

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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Basham, Lisa

From: Liao, Edward <Edward.Liao@pharma.com>
Sent: Wednesday, July 16, 2014 5:06 PM
To: Basham, Lisa
Subject: Re: Another PMR for your concurrence - TARGINIQ ER

Hi Lisa: 
We accept the PMR. 
Thanks. 
Ed 
 
On Jul 16, 2014, at 4:13 PM, "Basham, Lisa" <Lisa.Basham@fda.hhs.gov<mailto:Lisa.Basham@fda.hhs.gov>> wrote: 
 
Hi Ed, 
 
We recognize that you included an epidemiological study in your NDA submission to evaluate CV risk with OXN. 
However, there were substantial limitations of this study that impel us to require a PMR to further investigate this safety 
issue. First, the submitted study began in January 1, 2005, which is approximately four years prior to the October 2008 
approval of OXN in the UK. Thus, for over 50% of the study time, no post‐market data would have been available for 
OXN in the UK database. As such, the reliability of this data source for assessing CV safety of OXN is questionable, 
particularly because only 5% of the study patients were exposed to OXN (2600 exposed to OXN; 35636 exposed to 
extended release morphine, and 10,990 exposed to controlled release oxycodone). Furthermore, when there is a 
substantial imbalance in numbers of exposed patients between treatment groups in an observational study, usually 
statistical methods, such as use of propensity scores or other matching strategy, are implemented to deal with such 
imbalances to manage confounding. It does not appear that any such methods were used in this study. 
 
Importantly, the PMR language states that an adequate number of patients must be treated for at least six months. We 
note that only 645 patients were treated in the study for this duration, and we would not deem that as an adequate 
number of patients. Additionally, we note that the study protocol indicated that patients with a history of cardiovascular 
disease were excluded from inclusion in the study. We do not think the study would be adequately generalizable if such 
patients were excluded (we note that based on the demographics table, it appears that a few patients with a history of 
CV disease were included, and it is not clear why, based on the exclusion criteria). 
 
For these reasons we believe a PMR to assess the risk of serious CV thromboembolic events is warranted. 
 
Thanks, 
Lisa 
 
Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov<mailto:lisa.basham@fda.hhs.gov> 
 
From: Liao, Edward [mailto:Edward.Liao@pharma.com] 
Sent: Wednesday, July 16, 2014 11:12 AM 
To: Basham, Lisa 
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Subject: RE: Another PMR for your concurrence ‐ TARGINIQ ER 
 
Hi Lisa: 
We have already conducted a study similar to the PMR requested.  We refer to Module 5.3.5.3, Evaluation of 
Cardiovascular Events, Section 6 of the NDA.  This section contains an epidemiologic study to evaluate the cardiovascular 
(CV) risk of OXN using the United Kingdom THE HEALTH IMPROVEMENT NETWORK (THIN) database.  The study 
characterized the incidence rate of ischemic CV events, including MI, cerebrovascular accident, revascularization, angina, 
thrombosis, and death, in 49226 patients, including 2600 exposed to OXN, 35636 exposed to Morphine ER, and 10990 
exposed to Oxycodone CR. 
 
Given that this information is presented in the NDA, what is the rationale for this proposed PMR? 
 
Thanks. 
ed 
 
From: Basham, Lisa [mailto:Lisa.Basham@fda.hhs.gov] 
Sent: Tuesday, July 15, 2014 4:28 PM 
To: Liao, Edward 
Subject: RE: Another PMR for your concurrence ‐ TARGINIQ ER 
 
 
Hi Ed,   Here are our responses to your questions: 
 
 
 
For Question 1: The term “serious cardiovascular thromboembolic events” refers primarily to acute MI and ischemic 
stroke. If you want to consider related events (e.g., unstable angina, TIA) in the case definition for your study, you can 
provide a rationale for that in the protocol, and it will be a matter of review. 
 
 
 
For Question 2: This PMR is unrelated to the other PMRs, therefore, we would prefer to have the final protocol 
submission milestone date be April 2015. 
 
 
Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov<mailto:lisa.basham@fda.hhs.gov> 
 
From: Liao, Edward [mailto:Edward.Liao@pharma.com] 
Sent: Tuesday, July 15, 2014 3:44 PM 
To: Basham, Lisa 
Subject: RE: Another PMR for your concurrence ‐ TARGINIQ ER 
 
Hi Lisa: 
We are reviewing this PMR and will get back to you shortly. 
We have 2 questions regarding this PMR: 
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1.       Can we get some clarity on how the Agency defines thromboembolic events in the PMR below.  Does the Agency 
consider thromboembolic events to include deep vein thrombosis (DVT) and pulmonary embolism, or limited to 
ischemic cardiovascular events (major events such as stroke and MI or a more expansive category including angina, 
CABG, etc.). This will be important for study design since thromboembolic events are going to be more common than 
major CV events and the populations at higher risk are going to differ somewhat. 
 
2.       Can the timelines for this PMR match the timelines for the other PMRs – e.g., final protocol due 7/2015 instead of 
4/2015? 
Thanks. 
ed 
 
From: Basham, Lisa [mailto:Lisa.Basham@fda.hhs.gov] 
Sent: Tuesday, July 15, 2014 2:23 PM 
To: Liao, Edward 
Subject: Another PMR for your concurrence ‐ TARGINIQ ER 
Importance: High 
 
Hi Ed, One more PMR for you.  Please respond as soon as possible indicating your concurrence. 
 
A postmarketing observational cohort study comparing Targiniq ER to other drugs approved 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. The study’s outcome is serious cardiovascular thromboembolic events; a concise case definition 
should be provided. Justify the choice of appropriate comparator population(s) and estimated background rate(s) 
relative to Targiniq ER‐exposed patients. Design the study around a testable hypothesis to assess, with sufficient sample 
size and power, a clinically meaningful increase in serious cardiovascular thromboembolic risk above the comparator 
background rate, using a pre‐specified statistical analysis method. For the Targiniq ER‐exposed and comparator(s)‐
exposed patients, the study drug initiation period should be clearly defined, including any exclusion and inclusion 
criteria. Ensure an adequate number of patients with at least six months of Targiniq ER exposure at the end of the study.
 
Final protocol submission:      April 2015 
Study completion:                   April 2019 
Final study report:                   November 2019 
 
Warm regards, 
 
Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov<mailto:lisa.basham@fda.hhs.gov> 
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Basham, Lisa

From: Liao, Edward <Edward.Liao@pharma.com>
Sent: Monday, June 23, 2014 1:27 PM
To: Basham, Lisa
Subject: RE: TARGINIQ ER PMRs

Hi Lisa: 
We agree with the PMRs for Targiniq ER. 
Thanks. 
ed 
 

From: Basham, Lisa [mailto:Lisa.Basham@fda.hhs.gov]  
Sent: Wednesday, June 18, 2014 3:40 PM 
To: Liao, Edward 
Subject: TARGINIQ ER PMRs 
 

Hi Ed, The following are the PMRs that will be required of Purdue if TARGINIQ ER 
should be approved.  Please indicate your concurrence.  The PREA PMR dates 
changed slightly form those you proposed because we do not indicate the Study 
Initiation date but, rather, the Study Completion Date.  We have not yet assigned a 
unique number to the PREA PMR.  The other PMRs are those required of the class of 
ER/LA opioid products and will be numbered the same as those for the class. 
 

Deferred pediatric study under PREA:  Conduct a pharmacokinetic and safety study of an age‐
appropriate formulation of oxycodone hydrochloride/naloxone hydrochloride extended‐
release tablets in patients from ages 7 to less than 17 years pain severe enough to require 
daily, around‐the‐clock, long‐term opioid treatment and for which alternative treatment 
options are inadequate.  
 
Final Protocol Submission:       December 31, 2014 
Study Completion:                    December 31, 2018 
Final Report Submission:          June 30, 2019 

 
2065‐1 Conduct one or more studies to provide quantitative estimates of the serious risks of misuse, 

abuse, addiction, overdose, and death associated with long‐term use of opioid analgesics for 
management of chronic pain, among patients prescribed ER/LA opioid products.  Include an 
assessment of risk relative to efficacy. 

             
These studies should address at a minimum the following specific aims: 

 
a. Estimate the incidence of misuse, abuse, addiction, overdose, and death associated with 

long‐term use of opioids for chronic pain.  Stratify misuse and overdose by intentionality 
wherever possible.  Examine the effect of product/formulation, dose and duration of 
opioid use, prescriber specialty, indication, and other clinical factors (e.g., concomitant 
psychotropic medications, personal or family history of substance abuse, history of 
psychiatric illness) on the risk of misuse, abuse, addiction, overdose, and death.  
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b. Evaluate and quantify other risk factors for misuse, abuse, addiction, overdose, and death 

associated with long‐term use of opioids for chronic pain, including but not limited to the 
following:  demographic factors, psychosocial/behavioral factors, medical factors, and 
genetic factors.  Identify confounders and effect modifiers of individual risk 
factor/outcome relationships.  Stratify misuse and overdose by intentionality wherever 
possible.  

 
The following timetable proposes the schedule by which you will conduct these studies:  

 
Final Protocol Submission:   08/2014 
Study Completion:                01/2018 
Final Report Submission:     06/2018 

 
2065‐2 Develop and validate measures of the following opioid‐related adverse events:  misuse, 

abuse, addiction, overdose and death (based on DHHS definition, or any agreed‐upon 
definition), which will be used to inform the design and analysis for PMR # 2065‐1 and any 
future post‐marketing safety studies and clinical trials to assess these risks.  This can be 
achieved by conducting an instrument development study or a validation study of an 
algorithm based on secondary data sources. 

 
The following timetable proposes the schedule by which you will conduct this study: 
 
Final Protocol Submission:   08/2014 
Study Completion:                08/2015 
Final Report Submission:     11/2015 

 
2065‐3 Conduct a study to validate coded medical terminologies (e.g., ICD9, ICD10, SNOMED) used to 

identify the following opioid‐related adverse events:  misuse, abuse, addiction, overdose, and 
death in any existing post‐marketing databases to be employed in the studies.  Stratify misuse 
and overdose by intentionality wherever possible.  These validated codes will be used to 
inform the design and analysis for PMR # 2065‐1. 

 
The following timetable proposes the schedule by which you will conduct this study: 
 
Final Protocol Submission:   08/2014 
Study Completion:                08/2015 
Final Report Submission:     11/2015 

 
2065‐4 Conduct a study to define and validate “doctor/pharmacy shopping” as outcomes suggestive 

of misuse, abuse and/or addiction.  These validated codes will be used to inform the design 
and analysis for PMR # 2065‐1. 

 
The following timetable proposes the schedule by which you will conduct this study: 
 
Final Protocol Submission:   08/2014 
Study Completion:                08/2015 
Final Report Submission:     11/2015 
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2065‐5 Conduct a clinical trial to estimate the serious risk for the development of hyperalgesia 
following use of ER/LA opioid analgesics for at least one year to treat chronic pain.  We 
strongly encourage you to use the same trial to assess the development of tolerance 
following use of ER/LA opioid analgesics.  Include an assessment of risk relative to efficacy. 

 
The following timetable proposes the schedule by which you will conduct this trial: 
 
Final Protocol Submission:   08/2014 
Trial Completion:                 08/2016 
Final Report Submission:     02/2017 

 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Tuesday, June 17, 2014 12:31 PM
To: edward.liao@pharma.com
Cc: Basham, Lisa
Subject: 6-17-14 Clinical request re: NDA 205777

Follow Up Flag: Follow up
Due By: Wednesday, June 18, 2014 1:00 PM
Flag Status: Flagged

Hi Ed.  Please see the request below from the clinical team: 
 
In the Deaths Section of the Postmarketing safety it is reported that there were 86 cases associated with a 
fatal outcome.  In the Non‐fatal SAEs sections it states that a total of 1090 postmarketing SAEs (970 nonfatal 
and 120 fatal) identified within the worldwide safety database for OXN received through 31‐Dec‐2012.  Clarify 
whether there were 86 or 120 deaths.  The 120‐day Safety Update does not provide clarification. 

 
Please confirm receipt and let me know the timeline for response. 
 
Regards, 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Thursday, June 12, 2014 3:16 PM
To: 'Liao, Edward'
Subject: RE: 6/10/14 clinical request TARGINIQ ER NDA 205777

Hi Ed,  
 
Include “ physical withdrawal symptoms” in the count in the OW Adverse Reactions 
table, and combine it with the “drug withdrawal syndrome” category.  By splitting the 
two categories, the occurrence of drug withdrawal is underestimated.  You may put an 
asterisk explaining the combined category. 
 
Thanks, 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 

 
From: Liao, Edward [mailto:Edward.Liao@pharma.com]  
Sent: Thursday, June 12, 2014 10:03 AM 
To: Basham, Lisa 
Subject: RE: 6/10/14 clinical request TARGINIQ ER NDA 205777 
 
Hi Lisa: 
Below is our response to this clinical information request. 
Please let me know if you have any additional questions.  Please let me know if I should I file this response to the NDA. 
Thanks. 
ed 
 

Table 3 of the proposed label indicates OXN-treated subjects with the adverse event of Drug 
Withdrawal Syndrome (preferred term). In addition there was OXN-treated subject with the adverse 
event of Withdrawal Syndrome (preferred term).  Therefore, there were a total of OXN-treated 
subjects identified by the investigator as having opioid withdrawal during the double-blind 
period.  However, since the table is based on preferred terms with frequency ≥ 2%, only the
subjects with the adverse event of Drug Withdrawal Syndrome are included in the table. 
 
The verbatim term reported by the investigator for the adverse event of Withdrawal Syndrome noted 
above was “ .”  By convention, if the verbatim term did not indicate 
specific etiology (eg, opioid withdrawal, drug withdrawal, etc.) it was coded to the more general 
preferred term of Withdrawal Syndrome.  The cases with the preferred term of Drug Withdrawal 
Syndrome were reported by the investigators with verbatim terms of opioid withdrawal or 
similar.  Standard adverse event tables were generated using preferred terms as coded.  We note 
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that preferred terms relating to opioid withdrawal were combined in the ONU3701 CSR discussion of 
opioid withdrawal (Section 12.3.5.1), as well as in the Integrated Summary of Safety (Section 7.7.6) 
using the Standard MedDRA Query (SMQ) for drug withdrawal. 
 
 

From: Liao, Edward  
Sent: Thursday, June 12, 2014 8:56 AM 
To: 'Basham, Lisa' 
Subject: RE: 6/10/14 clinical request TARGINIQ ER NDA 205777 
 
Hi Lisa: 
Acknowleding receipt.  We should have a response via email to you shortly. 
Thanks. 
ed 
 

From: Basham, Lisa [mailto:Lisa.Basham@fda.hhs.gov]  
Sent: Tuesday, June 10, 2014 1:17 PM 
To: Liao, Edward 
Subject: 6/10/14 clinical request TARGINIQ ER NDA 205777 
 

Hi Ed, Please see the clinical request below: 
 
In Table 3 of the proposed label, you report an incidence of 2% TARGINIQ-treated subjects in 
the double-blind period who experienced Drug withdrawal syndrome.  Our calculation is 8/298 
(3%).  Explain the discrepancy. 

Table 3. Incidence of Treatment-Emergent Adverse Events Reported in ≥ 2% of 
Subjects Taking TARGINIQ: Safety Population (Open-label Titration Period) and 

Randomized Safety Population (Double-blind Period) 

Open-Label Period Double-blind Period 

MedDRA System Organ Class 
Preferred Term 

TARGINIQ 
(N=1095) 

(%) 

Placebo 
(N=302) 

(%) 

TARGINIQ 
(N=298) 

(%) 

Drug withdrawal syndrome 1 2 

 
Please acknowledge receipt and let me know your timeframe for response. 
 
Thanks! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
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lisa.basham@fda.hhs.gov 
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Rat Carcinogenicity Study 

In a 2-year rat carcinogenicity study, Sprague-Dawley rats (60/sex/group) were
orally administered naloxone hydrochloride via the diet at doses of 0 
(Control 1), 0 (Control 2), 4, 20, and 100 mg/kg/day.  Naloxone HCl administered 
at a dose of 100 mg/kg/day produced excessive mortality with the survival rate in 
males beginning to decline early.  All naloxone-treated male rats were terminated 
early during Week 101 when the surviving animals in Control Group 1 were
reduced to 20 animals.  Mortality in females was not altered by the treatment. 
There were no statistically significant dose-related trends in neoplastic findings 
(both common and rare neoplasms) observed in either male or female rats.  The 
FDA statistics reviewer concluded that there was no treatment-related mortality in 
either sex.

The study appeared to be valid and no clinically significant drug-related 
neoplastic findings occurred under the study conditions.

Executive CAC Recommendations and Conclusions:

Rat:

 The Committee concurred that the study was valid and acceptable.

 The Committee concurred that there were no drug-related neoplasms in the 
study.

Mouse:

 The Committee agreed that the study was acceptable, noting prior Exec CAC 
concurrence with the protocol.

 The Committee concurred that there were no drug-related neoplasms.  

                                               
Abby Jacobs, PhD
Acting Chair, Executive CAC

cc:\
/Division File, DAAAP
/R.D. Mellon, DAAAP
/B.A. Hayes, DAAAP
/L. Basham/PM, DAAAP
/ASeifried, OND IO
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Basham, Lisa

From: Basham, Lisa
Sent: Tuesday, June 10, 2014 1:17 PM
To: edward.liao@pharma.com
Subject: 6/10/14 clinical request TARGINIQ ER NDA 205777

Hi Ed, Please see the clinical request below: 
 
In Table 3 of the proposed label, you report an incidence of 2% TARGINIQ-treated subjects in 
the double-blind period who experienced Drug withdrawal syndrome.  Our calculation is 8/298 
(3%).  Explain the discrepancy. 

Table 3. Incidence of Treatment-Emergent Adverse Events Reported in ≥ 2% of 
Subjects Taking TARGINIQ: Safety Population (Open-label Titration Period) and 

Randomized Safety Population (Double-blind Period) 

Open-Label Period Double-blind Period 

MedDRA System Organ Class 
Preferred Term 

TARGINIQ 
(N=1095) 

(%) 

Placebo 
(N=302) 

(%) 

TARGINIQ 
(N=298) 

(%) 

Drug withdrawal syndrome 1 2 

 
Please acknowledge receipt and let me know your timeframe for response. 
 
Thanks! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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PeRC PREA Subcommittee Meeting Minutes 
May 28, 2014 

 
PeRC Members Attending: 
Robert Nelson 
Jane Inglese 
Rosemary Addy 
Hari Cheryl Sachs 
Wiley Chambers 
Tom Smith 
Peter Starke 
Gregory Reaman 
Daiva Shetty 
Kristiana Brugger 
Ruthanna Davi 
Freda Cooner 
Lily Mulugeta 
Maura O’Leary  
Dianne Murphy 
Michelle Roth-Cline  
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Agenda 
NDA 205777 Targiniq ER (oxycodone and naloxone) 

Partial Waiver_Deferral_Plan  
Management of pain severe enough 
to require daily, around-the-clock, 
long-term opioid treatment and for 
which alternative treatment options 
are inadequate. 

 
 
Targiniq ER (oxycodone and naloxone) Partial Waiver Deferral Plan 

• NDA 205777 seeks marketing approval for Targiniq ER (oxycodone and naloxone) 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. 

• The application triggers PREA as a new active ingredient. 
• The application has a PDUFA a goal date of July 23, 2014. 
• PeRC Recommendations: 

o The PeRC agreed with a partial waiver for pediatric patients aged birth to less 
than 7 years because studies would be impossible or highly impracticable.   

o The assessment that studies would be impossible or highly impracticable 
depends on factors such as the size and complexity of the pediatric studies that 
would be required for adequate labeling. The PeRC recommended that the 
Division evaluate how much data would be needed to label this product for 
pediatric patients down to 2 years of age, and consider as a matter of policy 
whether this and other similar products could be studied and then labeled for 
pediatric patients of this age. 

o The PeRC agreed with a deferral for pediatric patients aged 7 to 17 years 
because adult studies have been completed and the product is ready for 
approval.  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205777

GENERAL ADVICE

Purdue Pharma L.P.
Attention: Edward Liao, Pharm.D.
Director, Regulatory Affairs
One Stamford Forum, 201 Tresser Blvd
Stamford CT 06901-3431

Dear Dr. Liao:

Please refer to your New Drug Application (NDA) submitted under section 505(b)(2) of the 
Federal Food, Drug, and Cosmetic Act for Targiniq (oxycodone hydrochloride/ naloxone 
hydrochloride Extended-release Tablets, 10 mg/5 mg, 20 mg/10 mg, and 40 mg/20 mg.

We have the following comments:

Your application referenced the Drug Master File (DMF) , for Naloxone 
hydrochloride. This DMF was found inadequate to support your submission and a
deficiency letter was sent to the DMF holder on June 3, 2014.

If you have any questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796 
4013.

Sincerely,

{See appended electronic signature page}

Eric P. Duffy, Ph.D.
Division Director
Division of New Drug Quality Assessment III
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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Basham, Lisa

From: Basham, Lisa
Sent: Wednesday, June 04, 2014 4:20 PM
To: edward.liao@pharma.com
Subject: Targiniq ER: Requested revisions to subsection 9.2 Abuse; Abuse Deterrence Studies

Hi Ed,  Below are some requests for revision to subsection 9.2 Abuse; Abuse 
Deterrence Studies of the proposed PI for TARGINIQ ER. 
 

1. Revise Figure 1 of the proposed PI to reflect that Subject 0091169 had a 0 
percent reduction in Drug Liking VAS.  In the intranasal study (ONU1003, 
Session 2) ,  Subject 0091169 had Emax of Drug Liking VAS of  51, 100, and 
100 for ONU40/20 mg, Oxy API 40 mg, and placebo, respectively.  Because the 
subject had Emax of 100 to placebo, based on the calculation formula provided 
by Chen, Klein and  at the 74th CPDD annual meeting, this subject 
should have 0 percent reduction. 
 

2. Revise Figure 2 of the proposed PI to include Subject 0001155 in the analysis of 
percent reduction for Emax of Drug Liking VAS considering that this subject is 
within the completers population and that the analysis of percent reduction 
should be based on the completers population.  In the intravenous study 
(ONU1003, Session 3), Subject 0001155 had Emax for Drug Liking VAS of  50, 
0, and 100 for the positive control (oxycodone 0.07 mg/kg), placebo, and the test 
drug (oxycodone + naloxone 0.07/0.035 mg/kg), respectively.  You may assign a 
big negative percent reduction, say -999, to this subject in order to include this 
subject in Figure 2. 

 
3. Revise Table 6 of the proposed PI to include subject 0001016 in the analysis of 

Emax of Drug Liking  for OXY API treatment in Study ONU1008.  Although this 
subject experienced emesis 73 minutes after dosing with OXY API, for the Drug 
Liking VAS, the subject had already reached Emax (93) at 0.5 hours.  Therefore 
there does not appear to be a reason to exclude this subject.   Redo Table 6 to 
reflect the use of 29 subjects across all treatments in ONU1008. 

 
4. Revise Figure 3 of the proposed PI to include subjects 0001006, 0001079, and 

0001108 in the analysis of percent reduction of Emax of Drug Liking VAS.  These 
subjects were part of the completers population in study ONU1008.  As noted 
under bullet 2 above, in the case of having zero  in the denominator when 
calculating the percentage reduction, you may assign a big negative percent 
reduction to these three subjects. 
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5. Change the last category on the x-axis from to “ ≥100” for Figures 1, 2, 
and 3. 

 
6. Modify tables 4, 5, and 6 of the proposed PI by replacing  

 by standard errors (SE). 
 
Please confirm receipt and provide a timeframe for response.  For this request and the 
one yesterday pertaining to section 12.3, it may make the most sense to simply send 
WORD documents containing these sections only.  We can then cut and paste into our 
working label, which is currently under revision.  Let me know if that makes sense to 
you too. 
 
Regards, 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Tuesday, June 03, 2014 5:07 PM
To: edward.liao@pharma.com
Subject: TARGINIQ ER draft labeling Section 12.3 for your review and comment
Attachments: Clinical Pharmacology 12 3 Pharmacokinetics Labeling.docx; Clinical Pharmacology 12 

3 Pharmacokinetics Labeling sent 6-3-14.pdf

Hi Ed,  Attached are our proposed changes to section 12.3 of the label for TARGINIQ 
ER.  Please respond within a week, if possible.  Accept any changes that you agree 
with and track any additional changes/additions.  We will send the rest of the label for 
your consideration when it is ready. 
 
Please let me know when you expect to be able to return this section of the label with 
your proposed edits/additions. 
 
Warm regards, 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Wednesday, May 28, 2014 3:04 PM
To: edward.liao@pharma.com
Subject: Comments on NDA 205777 Proposed pediatric plan

Hello, Ed, 
 
Your proposed pediatric plan is acceptable.   
 
Provide the following in the final protocol for your proposed PK/safety study in pediatric 
patients ages 7-17 years of age: 
 

1. The opioid conversion table which will be used during the open-label conversion 
and titration period of the study 
 

2. An OXN conversion table and a taper schedule for how patients are to be either 
transitioned from study drug OXN to pre-study opioid, or tapered off OXN if they 
no longer require analgesia 

 
3. A list of acceptable rescue analgesics and how dosing will be determined 

 
4. Details of the safety assessments and their timing 

 
Additional comments may be forthcoming upon review of the final protocol. 
 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Tuesday, May 20, 2014 3:09 PM
To: edward.liao@pharma.com
Subject: Clinical/Stats request re: study ONU 1008 for NDA 205777

Hi Ed,  Please respond ASAP to the following request pertaining to Study ONU 1008: 
 

1. Provide the formula you used to calculate the percentage reduction 
 

2. Provide the SAS code for the percentage reduction analysis 
 

3. There are 29 completers in the study (protocol page 47). Clarify why only 26 
subjects were included in the percentage reduction analysis in the Figure 3 of 
labeling.  

 
Please confirm receipt and provide an estimated timeline for your response. 
 
Kind regards, 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Thursday, May 15, 2014 4:24 PM
To: edward.liao@pharma.com
Subject: Targiniq ER C&C label comments

Hi Ed,  Please see the requested revisions below for the Carton and Container labels 
for TARGINIQ ER: 
 

A. Ensure that the approved USAN established name is at least ½ the size of the proprietary name per 21 CFR 
201.10(g)(2). 

B. Add the unit of measure, milligram (mg), to the oxycodone hydrochloride component of the strength 
statement as this is important information that must be displayed and omission may pose confusion as to 
the amount of ingredient per tablet. 

C. Remove the   from the principal display panel as it will reduce clutter and redundancy 
with information already contained on the side panel. 

D. Relocate the Medication Guide statement to the lower third portion of the principal display panel (PDP) and 
remove the red‐lined box from around the Medication Guide Statement so it does not compete with more 
important information on the PDP. 

 
Let me know when we can expect submission of revised C&C labels. 
 
Thanks!! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Friday, May 09, 2014 12:17 PM
To: edward.liao@pharma.com
Subject: 5-9-14 clinical request for Targiniq ER

Hi Ed, Please see the clinical request below: 
 
On page 149 of CSR ONU3701, Table 38, clarify whether this table represents subjects who: 1) 
discontinued study drug and stayed in the study,  2) discontinued study drug and 
discontinued the study simultaneously, or 3) both categories.  Explain where in the 
submission an AE incidence summary table may be found for these different categories of 
discontinuation.  If such a table is not already included in the submission, please provide one 
to identify discontinuation AEs for the various discontinuation outcomes by treatment period.
 
Please confirm receipt and expected timeline for response. 
 
As always, many thanks, 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Friday, May 09, 2014 4:33 PM
To: edward.liao@pharma.com
Subject: 5-9-14 clinical request #2

Hi Ed, One more. 
 
In accordance with the February 2013 guidance, Financial Disclosure by Clinical Investigators, which states 
that, “For purposes of this part, an applicant must submit a list of all clinical investigators who conducted 
covered clinical studies…… identifying those clinical investigators who are full‐time or part‐time employees 
of the sponsor of each covered study.”   You have identified the investigators in your Financial Certification 
and Disclosure form.  Although you acknowledge on the form that no investigators had a financial interest 
or conflict, you must clarify and clearly designate whether any clinical investigator for the covered clinical 
studies was a full or part‐time employee. 

 
Please confirm receipt and timeline for response. 
 
Thanks and have a great weekend! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Thursday, May 01, 2014 3:19 PM
To: edward.liao@pharma.com
Subject: 5-1-14 Clinical Request for NDA 205777 TARGINIQ ER

Hi Ed,  See the clinical request below: 
 
Our internal analysis of TEAEs >/= 2% differs from those in Table 3 of the proposed label for the following 
MedDRA PTs: 

 
  Double Blind

  Placebo OXN 

MedDRA Preferred Term  Agency 
N=302 
(%) 

Sponsor 
N=302 
(%) 

Agency 
N=299 
(%) 

Sponsor 
N=298 
(%) 

Headache  6  3 6 3 

Nausea  9  5 12 8 

 
Provide a possible explanation for these discrepancies. 
 

 
Please confirm receipt and let me know the timeframe for response. 
 
Thanks! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Friday, April 25, 2014 1:15 PM
To: edward.liao@pharma.com
Subject: 4-25-14 Clinical Information Request

Hi Ed,  Please see the inquiry below re: Targiniq ER. 
 
Clarify why Table 1 (Conversion Factors of Oral Opioid Analgesics to TARGINIQ Opioid 
Conversion Factor)  in the proposed label is different from the conversion table used in the 
key efficacy study, ONU3701 and why you reference your Strategy for Converting to OXN and 
OxyCR document in Section 2.1 [Initial Dosing, page 5] of the annotated label instead of 
referencing the conversion table used in Study ONU3701.   
 
Please confirm receipt and estimated time for response. 
 
Have a great weekend! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
 

Reference ID: 3496007



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

LISA E BASHAM
04/25/2014

Reference ID: 3496007









---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

PRASAD PERI
04/10/2014

Reference ID: 3486172



1

Basham, Lisa

From: Basham, Lisa
Sent: Tuesday, April 01, 2014 2:31 PM
To: edward.liao@pharma.com
Subject: 4-1-14 clinical information request for NDA 205777

Hi, Ed,  Please see the request below form the clinical team. 
 

1. We note that Section 6 (Adverse Reactions) section of the label does not include 
information regarding the incidence of ARs which occurred with an incidence 
≥1% and <2%.  Include these less common ARs in the label. 

 
2. Describe the prescribing patterns for the EU marketed oxycodone/naloxone 

product compared to that of OxyContin where both are available, since the 
approval of oxycodone/naloxone. 

 
Regards, 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Wednesday, March 26, 2014 4:51 PM
To: edward.liao@pharma.com
Subject: 3-26-14 Request for carc datasets (NDA 205777)

Hi Ed,   
 
See the request below from the statistician reviewing the carcinogenicity studies for 
NDA 205777. 
 
Please submit ASAP the data of tf and ex domains for rat carcinogenicity study review.
 
Thanks! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Monday, March 17, 2014 2:08 PM
To: edward.liao@pharma.com
Subject: 3-17-14 Clinical Information Request NDA 205777

Hi Ed,  See the clinical information request below. 
 
Provide a table with the total number of OXN deaths grouped by study (specifically separate core studies from 
extension studies) identified by patient ID,  regardless of causality assignment.  Provide a separate table with these 
same variables for the non‐OXN deaths.   Clarify and reconcile whether the completed tables are consistent with the 
Individual Subject Narratives’ table provided in the ISS Appendix 17.5 and Studies OXN2001/OXN2001S Supplement, 
as the Supplement contains corrected information not included in the original OXN2001 and OXN2001S clinical study 
reports. 

 
Thanks! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205777 INFORMATION REQUEST

Purdue Pharma L.P.
Attention: Edward Liao, Pharm.D.
Director, Regulatory Affairs
One Stamford Forum, 201 Tresser Blvd
Stamford CT  06901-3431

Dear Dr. Liao:

Please refer to your New Drug Application (NDA) submitted under section 505(b)(2) of the 
Federal Food, Drug, and Cosmetic Act for Oxycodone hydrochloride/ Naloxone hydrochloride 
Tablets, 10/5, 20/10, and 40/20 mg. 

We are reviewing the Biopharmaceutical section of your submission and have the following 
information requests.  We request a written response by Friday, March 28. 2014, in order to 
continue our evaluation of your NDA.

 You have not provided data to support the Level manufacturing site change and the 
Level drug product batch scale-up for the 20/10 mg strength. Provide dissolution profile 
comparison data along with f2 values between the 20/10 mg and 40/20 mg strengths in 
the following media (pH 1.2, 2.5, 4.5, 6.8).

If you have any questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796 
4013.

Sincerely,

{See appended electronic signature page}

Prasad Peri, Ph.D.
Branch Chief, Branch VIII
Division of New Drug Quality Assessment III
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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Basham, Lisa

From: Basham, Lisa
Sent: Tuesday, March 11, 2014 6:03 PM
To: edward.liao@pharma.com
Subject: 3-11-14 Stats questions NDA 205777

Hi Ed, See the questions/requests below from the stats reviewer for Targiniq ER. 
 

1. On page 55 of protocol  , you used log transformation for the modeling.  Placebos are all equal 

to zero in this study and log (0) is negative infinity. Clarify  how you handled this situation, and provide 

the SAS code for the primary analysis.  

2. Clarify why ALO‐  Drug Liking VAS values are not  integers. 

3. Provide the time point for calculating Emax, such as 8 hours, 12 hours, or 24 hours post‐dose. 

4.  

 

  

5. In the proposed labeling Tables 3 and 5, you use Mean (SE).  Clarify why you use SE (Standard Error) 

instead of SD (Standard Deviation). 

6. Provide the percentage reduction formula you used for Emax of Drug liking VAS and Drug High VAS.  

7. Study 4 (ALO‐ ) used a unipolar VAS scale for drug liking, while Studies 1, 2, and 3 used a 

bipolar VAS scale. In the proposed labeling, Figure 1, you compared all four studies in one plot.  Provide 

a rationale to explain why this is appropriate.  

 
Please confirm receipt. 
 
Many thanks! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Wednesday, March 05, 2014 4:13 PM
To: edward.liao@pharma.com
Subject: NDA 205777 3-5-14 Information Request

Hi Ed, please see our review comment and information requests below: 
 
Based on the information provided to date, you have concluded that there are insufficient data to support 
dosing above 80 mg oxycodone/40 mg of naloxone per day via your drug product.  However, you have not 
provided any data to support that Targiniq ER should not be used at higher daily doses.  We note that all 
currently approved single‐entity oxycodone drug products have no maximum daily dose listed in the drug 
product labeling.  Therefore in the absence of data to support the proposed dosing limit, we will use the 
maximum theoretical daily dose of 1.5 grams of oxycodone (750 mg of naloxone) per day that is applied to 
extended‐release oxycodone products.  Therefore, you must address the following concerns as soon as 
possible: 
 

1) Revise your drug product degradant specifications to NMT  % or   TDI, whichever is lower, based 
on the MTDD of 1.5 grams of oxycodone per day.  If you cannot meet these specifications, provide 
adequate safety data to qualify these degradants at the proposed specifications of NMT 

%.  Adequate safety qualification data must include a minimal genetic toxicology screen (one in 
vitro bacterial mutation assay and one in vitro assay for genetic damage) and a 90‐day repeat‐dose 
toxicology study in a single species, unless otherwise justified. 
 

2) Submit safety justification for all excipients when the drug product is consumed up to the MTDD of 1.5 
grams of oxycodone.  Your toxicological risk assessment should include copies of all cited publications 
and specifically address any novel excipients as per the FDA guidance for industry: Nonclinical Studies 
for the Safety Evaluation of Pharmaceutical Excipients, available at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM0
79250.pdf. 

 
3) Submit a reasonably aggressive time‐line and plan for reducing the specification of 

 to NMT   based on the MTDD of this drug product.  Alternatively, you 
may propose to conduct additional weight‐of‐evidence genetic toxicology studies for this drug 
substance impurity to qualify this as non‐genotoxic.   

 
 
Regards, 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
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lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Wednesday, February 19, 2014 5:07 PM
To: edward.liao@pharma.com
Subject: 2-19-14 Clinical Info Request NDA 205777
Attachments: NDA 205777 Clinical IR - Tables OW and Analgesic Effect (F).pdf

Hi Ed, 
 
Please see the request below from the clinical team for NDA 205777. 
 

1. We note that in your pooled analyses, you have pooled the three studies of special groups and situations 
(Studies OXN1006, OXN1007 and OXN1017) with the four abuse potential studies as Additional Studies in Group 
C.  Provide pooled safety data for  the three special groups and situations studies with Group B (Clinical 
Pharmacology Phase 1 studies).  In addition, provide pooled safety data for extension studies OXN3001S and 
OXN3006S separate from OXN3401S and OXN4502. 
 

2. With regard to your analyses of Opioid Withdrawal, the following information is needed, provided in tables such 
as the ones attached for Studies ONU3701, ONX3401, OXN3001, OXN3006 and OXN3503.  

 
Please confirm receipt and let me know when we can expect your response.  Thank 
you! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
 

Reference ID: 3456866



Study ONU3701 Open Label Titration Period Table 

 

Study ONU3701 Randomized Withdrawal Period Table 

Treatment 
Group 

N (%) Discontinued due to 
Opioid Withdrawal (OW) 

N (%) Discontinued due 
to Lack of Effect (LOE) 

N (%) with ≥3 Preferred Terms 
potentially related to OW 
(DSM IV) 

OXN    

Placebo    

 

Same table as above for the remainder of the Double-blind period for Study ONU3701 

Previous Opioid # Subjects N (%) Subjects Discontinued due 
to Opioid Withdrawal (OW) 

N (%)  Subjects Discontinued 
due to Lack of Effect (LOE) 

OxyCR    

Not OxyCR    
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Basham, Lisa

From: Basham, Lisa
Sent: Tuesday, January 14, 2014 4:46 PM
To: edward.liao@pharma.com
Subject: 1-14-14 clinical request for NDA 205777

Hi Ed,  
 
Please see the clinical request below for NDA 205777: 
 

1. Provide your rationale and cite supporting documents for limiting the dose of 
Oxycodone/Naloxone to 80/40mg daily (40/20mg q 12 hours).  

2. Identify studies in the NDA in which subjects received dosing >80/40mg per day. 
 
Please confirm receipt. 
 
Thanks! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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Basham, Lisa

From: Basham, Lisa
Sent: Friday, December 13, 2013 4:11 PM
To: edward.liao@pharma.com
Subject: Targiniq ER pediatric studies

Hi Ed, 
 
We cannot grant a full waiver of pediatric studies for Targiniq ER as you requested. 
Because it is a new combination product, it triggers PREA, and pediatric studies are 
required.  Submit a pediatric plan that includes the following: 
 

1. Request for a waiver for studies in pediatric patients 6 years and younger 
because the population of patients with chronic pain requiring around the clock 
opioid treatment in the age group is too small to study. 

2. A safety and PK study in patients ages 7 to 17 years 
3. A timeline for the safety/PK study that includes the date of final protocol 

submission, study start, and submission of final study report to the Agency. 
 
Refer to the draft guidance for industry, How to Comply with the Pediatric Research 
Equity Act, located at:  
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidan
ces/ucm079756.pdf, 
for additional information on how to request waivers and deferrals. 
 
Regards, 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205777

FILING COMMUNICATION –
FILING REVIEW ISSUES IDENTIFIED

Purdue Pharma, L.P.
One Stamford Forum
Stamford, CT 03901-3431

Attention: Edward Liao, PharmD
Director, Regulatory Affairs

Dear Dr. Liao:

Please refer to your New Drug Application (NDA) dated September 22, 2013, received 
September 23, 2013, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act, for Targiniq ER (oxycodone hydrochloride and naloxone hydrochloride extended-
release) Tablets.

We also refer to your amendments dated October 14, 21, 22, 25, 28, 30, and 31 and November 
26, 2013.

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is July 23, 2014.

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by June 26, 2014. 

Although you have requested a Priority review classification for this application, this application 
has been designated a Standard review classification.  According to CDERs MANUAL OF 
POLICIES AND PROCEDURES (MAPP) 6020.3 Rev. 2, Designation Policy: Priority (P) and 
Standard (S):

Reference ID: 3418395
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 Priority review designation is assigned to applications for drugs that treat serious conditions 
and provide significant improvements in the safety or effectiveness of the treatment, 
diagnosis, or prevention of serious conditions compared to available therapies. 

 A priority review designation is intended to direct overall attention and resources to the 
evaluation of applications for drugs that, if approved, provide significant improvements to 
public health as noted above. 

 Standard review designation is assigned to applications for drugs that do not meet the priority 
review designation criteria.

Upon initial review of this application, we have concluded that it is not possible to determine 
whether Targiniq ER, if approved, would provide abuse-deterrent features of at least comparable 
benefit to available therapies based on the information provided. The human abuse liability 
studies conducted in support of this application have not compared the abuse-deterrent features 
of Targiniq ER to those of the approved, extended-release oxycodone product, OxyContin.
Therefore, while we have determined that you have submitted sufficient information to permit 
filing of this application, it has been assigned a Standard review classification.  

During our filing review of your application, we identified the following potential review issue:

Upon review of your proposed drug substance specification for , 
we note that you have proposed a maximum daily dose (MDD) of NMT 40 mg of 
naloxone via this drug product.  A review of your justification for this proposed MDD is 
necessary before we can concur with your proposal, as the maximum theoretical daily 
dose for oxycodone of 1500 mg via this drug product would result in a MDD of 750 mg 
of naloxone.  This clearly has an impact on the drug substance (DS) and drug product 
(DP) specifications.  Agreement on the final DS and DP specifications will be based, in 
part, on review of your clinical justification.  Further, we note that you have concluded 
that, based on current manufacturing capability, a specification of NMT 

for  is the lowest feasible level.  This will also require 
review.  If we do not agree with your analysis of the data, we will engage you in further 
discussions to determine the final specifications, the need to tighten the proposed 
specification, or the need for post-marketing studies to adequately qualify the genotoxic 
potential of .

We are providing the above comment to give you preliminary notice of a potential review issue.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application.
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We request that you submit the following information:

1. Provide Certificates of Analyses from all suppliers for all batches of drug substances and 
drug products used in the toxicology and clinical studies. Provide a comparative table 
indicating which batches of drug substance correspond to which batches of drug product 
and which batches were used for toxicology, clinical, and stability studies, respectively.  
Also provide corresponding Purdue batch numbers for each of the Supplier Batch 
numbers.

2. Update the specifications to include release and stability testing of the drug product for 
 per USP <921>.

3. It appears that for some subjects in Study ONU3701 the actual treatment received in the 
double-blind period was different from the randomized (planned) treatment.  In addition, 
the study report mentioned that some subjects might have been randomized twice.  
Provide an explanation or clarification along with any relevant documentation for these
randomization issues.

Please respond only to the above requests for information. While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission.

You may request advisory comments on proposed introductory advertising and promotional 
labeling.  Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI) and Medication Guide.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to:

Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road
Beltsville, MD 20705-1266

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI) and Medication Guide, and you believe the labeling is close to the final version.  

For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200.
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REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.

We acknowledge receipt of your request for a waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the waiver request is denied and a 
pediatric drug development plan is required.

If you have any questions, call Lisa Basham, Senior Regulatory Health Project Manager, at 
(301) 796-1175.

Sincerely,

{See appended electronic signature page}

Bob A. Rappaport, MD
Director
Division of Anesthesia, Analgesia, 
   and Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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Rivera, Luz E (CDER)

From: Rivera, Luz E (CDER)
Sent: Tuesday, November 26, 2013 3:47 PM
To: edward.liao@pharma.com
Subject: NDA 205777 

Good afternoon Dr. Liao, 
 
We are reviewing  your NDA 205777 and request additional information to continue our evaluation. 
 
You propose waiving microbial limits release testing for your drug product.  This proposal may be acceptable provided 
adequate   are established and documented.  More information on your process is needed.  Address 
the following points. 
 

1. Identify and justify critical control points in the manufacturing process that could affect microbial load of the 
drug product, including all aspects of the tablet coating process. 

2. Describe microbiological monitoring and acceptance criteria for the critical control points that you have 
identified.  Verify the suitability of your testing methods for your drug product.  Conformance to the 
acceptance criteria established for each critical control point should be documented in the batch record in 
accordance with 21 CFR 211.188.   

3. Describe activities taken when microbiological acceptance criteria are not met at control points. 
4. Provide the results of microbial limits testing performed on exhibit or stability batches of the drug product. 
5. You should minimally perform microbial limits testing at the initial stability testing time point.  Provide an 

updated stability schedule and microbial limits specifications for stability to reflect this testing.   
6. Commit to performing microbial limits testing annually as part of the post‐approval stability protocol 

 
Please submit the information requested by email to me (Luz.E.Rivera@fda.hhs.gov)  and officially submit to the 
application. 
 
Please acknowledge the receipt of this request 
 
Thank you, 
Luz E Rivera, Psy.D. 
LCDR, US Public Health Service 
Regulatory Health Project Manager 
FDA/CDER/OPS/ ONDQA 
Division of New Drug Quality Assessment III 
luz.e.rivera@fda.hhs.gov 
301 796 4013 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 
 

IND 070851 
NDA 205777 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Purdue Pharma L.P. 
One Stamford Forum 
201 Tresser Blvd. 
Stanford, CT 06901-3431 
 
ATTENTION:  Edward Liao, Pharm.D. 

Director, U.S. Regulatory Affairs 
 
Dear Mr. Liao: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act, and your New Drug Application (NDA) dated 
September 22, 2013, received, September 23, 2013, under section 505(b)(2) of the Federal Food, 
Drug, and Cosmetic Act for Oxycodone Hydrochloride / Naloxone Hydrochloride Controlled-
Release Tablets, 10 mg/5 mg, 20 mg/10 mg, 40 mg/20 mg. 
 
We also refer to: 
 

• your correspondence to your IND, submitted and received May 2, 2013, requesting 
review of your proposed proprietary name, Targiniq; 
 

• your amendment to the above referenced May 2, 2013 correspondence, submitted and 
received on October 16, 2013, in which you amend the proposed proprietary name from 
Targiniq to Targiniq ER, as recommended; and 
 

• your correspondence to your NDA submitted and received on October 22, 2013, 
requesting review of your proposed proprietary name, Targiniq ER. 
 

We have completed our review of the proposed proprietary name, Targiniq ER and have 
concluded that it is acceptable.  
 
If any of the proposed product characteristics as stated in your October 22, 2013 submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Vaishali Jarral, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4248.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Lisa Basham at (301) 796-1175.   
 

Sincerely, 
 
{See appended electronic signature page}  
       
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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Basham, Lisa

From: Basham, Lisa
Sent: Friday, October 25, 2013 7:23 PM
To: edward.liao@pharma.com
Subject: 10/25/13 CMC request for NDA 205777

Hi, Ed!  Please see the request below from our product quality reviewers for NDA 
205777. 
 

1. Module 3 of your NDA is not complete. Provide a statement referencing the API Manufacturing Process 
and Process Controls, for each API, to the respective DMFs, in Section 3.S.3   Provide data on the API 
Container Closure System in section 3.S.4. for each of the APIs.  Provide a Statement referencing 
the  stability data for each API, to the respective DMFs in Section 3.S.5. 

 
2. Provide a Statement that all Manufacturing and Testing facilities are ready for Inspection.  

 
Thank you! 
 
Lisa 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
 

Reference ID: 3396886



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

LISA E BASHAM
10/25/2013

Reference ID: 3396886



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205777 INFORMATION REQUEST

Purdue Pharma L.P.
Attention: Edward Liao, Pharm.D.
Director, Regulatory Affairs
One Stamford Forum, 201 Tresser Blvd
Stamford CT  06901-3431

Dear Dr. Liao:

Please refer to your New Drug Application (NDA) submitted under section 505(b)(2) of the 
Federal Food, Drug, and Cosmetic Act for Oxycodone hydrochloride/ Naloxone hydrochloride 
Tablets, 10/5, 20/10, and 40/20 mg. 

We are reviewing the Chemistry, Manufacturing and Controls section of your submission and 
have the following information requests.  We request a written response by Wednesday, 
October 9, 2013 in order to continue our evaluation of your NDA.

 Clarify the exact responsibilities and operations being carried out at both the  
, for both the Drug Substance and Drug Product. Clarify 

whether these respective responsibilities and operations are for the drug substance, drug 
product, excipient, or process intermediate. 

If you have any questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796 
4013.

Sincerely,

{See appended electronic signature page}

Prasad Peri, Ph.D.
Branch Chief, Branch VIII
Division of New Drug Quality Assessment III
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research

Reference ID: 3384460
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205777
NDA ACKNOWLEDGMENT

Purdue Pharma, L.P.
One Stamford Forum
Stamford, CT 06901-3431

Attention: Edward Liao, Pharm.D.
Director, Regulatory Affairs

Dear Dr. Liao:

We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: oxycodone hydrochloride/naloxone hydrochloride controlled-release 
tablets

Date of Application: September 23, 2013

Date of Receipt: September 23, 2013

Our Reference Number: NDA 205777

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on November 22, 2013, in 
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format
requirements of revised 21 CFR 201.56-57.

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).

Reference ID: 3383175
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Title VIII of FDAAA amended the PHS Act by adding new section 402(j) [42 USC § 282(j)], 
which expanded the current database known as ClinicalTrials.gov to include mandatory 
registration and reporting of results for applicable clinical trials of human drugs (including 
biological products) and devices.

In addition to the registration and reporting requirements described above, FDAAA requires that, 
at the time of submission of an application under section 505 of the FDCA, the application must 
be accompanied by a certification that all applicable requirements of 42 USC § 282(j) have been 
met.  Where available, the certification must include the appropriate National Clinical Trial 
(NCT) numbers [42 USC § 282(j)(5)(B)].

You did not include such certification when you submitted this application.  You may use Form 
FDA 3674, “Certification of Compliance, under 42 U.S.C. § 282(j)(5)(B), with Requirements of 
ClinicalTrials.gov Data Bank,” [42 U.S.C. § 282(j)] to comply with the certification requirement.  
The form may be found at http://www.fda.gov/opacom/morechoices/fdaforms/default.html.

In completing Form FDA 3674, you should review 42 USC § 282(j) to determine whether the 
requirements of FDAAA apply to any clinical trial(s) referenced in this application.  Please note 
that FDA published a guidance in January 2009, “Certifications To Accompany Drug, Biological 
Product, and Device Applications/Submissions: Compliance with Section 402(j) of The Public 
Health Service Act, Added By Title VIII of the Food and Drug Administration Amendments Act 
of 2007,” that describes the Agency’s current thinking regarding the types of applications and 
submissions that sponsors, industry, researchers, and investigators submit to the Agency and 
accompanying certifications.  Additional information regarding the certification form is available 
at: 
http://www.fda.gov/RegulatoryInformation/Legislation/FederalFoodDrugandCosmeticActFDCA
ct/SignificantAmendmentstotheFDCAct/FoodandDrugAdministrationAmendmentsActof2007/uc
m095442.htm.  Additional information regarding Title VIII of FDAAA is available at: 
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-014.html.  Additional information for 
registering your clinical trials is available at the Protocol Registration System website 
http://prsinfo.clinicaltrials.gov/.

When submitting the certification for this application, do not include the certification with other 
submissions to the application. Submit the certification within 30 days of the date of this letter.  
In the cover letter of the certification submission clearly identify that it pertains to NDA 205777
submitted on September 23, 2013, and that it contains the FDA Form 3674 that was to 
accompany that application.

If you have already submitted the certification for this application, please disregard the above.

The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address:
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Food and Drug Administration
Center for Drug Evaluation and Research
Division of Anesthesia, Analgesia, and Addiction Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound. The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved. Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications.

If you have any questions, call me at (301) 796-1175.

Sincerely,

{See appended electronic signature page}

Lisa E. Basham, M.S.
Senior Regulatory Health Project Manager
Division of Anesthesia, Analgesia,
   and Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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Basham, Lisa

From: Basham, Lisa
Sent: Wednesday, October 02, 2013 1:37 PM
To: edward.liao@pharma.com
Subject: 10/2/13 OSI request re: NDA 205777

Hi Ed,  See the request below from the Office of Scientific Investigations. 
 
OSI appreciates your submission of the clinsite.xpt data (Site Level Dataset) for use in 
CDER's Clinical Site Selection Tool.  The provided data could not be utilized in the 
Tool, however, because the TRTEFFR and TRTEFFS variables were reported based 
on overall study means by arm, rather than individual site by arm.  We request that you 
provide a revised clinsite.xpt dataset that includes: 
 

1. Data for only Studies ONU3701, OXN3001, OXN3006, OXN3401, and OXN3503
 

2. TRTEFFR and TRTEFFS variables reported by arm, by site 
 

3. Full data for sites identified in the provided Reviewer's Guide, which are noted as 
having been excluded from the integrated aand individual study analyses (Study 
ONU3701: Site 2214A, Study OXN3006: Sites 0749A and 1028A, Study 
OXN3401: Site 0699A, and Study OXN3503: Site 1698A) 

 
Thanks!! 
 

Lisa E. Basham, M.S. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
301‐796‐1175 
lisa.basham@fda.hhs.gov 
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