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proposed product is to be dosed twice daily and will be available in the same dosage strengths as 
OPANA ER (5 mg, 7.5 mg, 10 mg, 15 mg, 20 mg, 30 mg, 40 mg).   
 
The CR letter noted the following clinical deficiency regarding the bioequivalence study that was 
to be the basis for approval for oxymorphone extended-release tablets: 
 

 
 
The Applicant chose to address the above-noted deficiency by using back-up samples from study 
EN3288-103 for sample reassay.  In the current submission, Endo submitted results of 
bioequivalence study (EN3288-103) after reanalysis of all plasma samples with stability data 
to address various discrepancies noted by the Office of Scientific Investigations’ audit in 
2010.  All plasma samples were reanalyzed for oxymorphone and 6-hydroxy (OH)-
oxymorphone concentrations. 
 
The nonclinical pharmacology/toxicology portion of this NDA submission was reviewed 
during the first cycle, and the reader is referred to the those reviews for additional 
information.   

2. Chemistry, Manufacturing, and Controls 
The primary CMC review during both review cycles was conducted by Craig Bertha, Ph.D., 
with secondary concurrence by Prasad Peri, Ph.D.  
 
There were no CMC-related issues pending at the time of the Complete Response action in 
January, 2011.  The resubmission of June 13, 2011, included updated stability data and a 
proposed extension of the expiration dating period for the drug product to 36 months, with 
storage at controlled room temperature.  In addition, update drug product stability data were 
provided for a single batch of 5 and 40 mg strengths  
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  The original application had contained 
stability data for both 60 and 100 count bottle presentations, but the labeling had only been 
presented for the latter.  This resubmission included bottle labels for both the 60 and 100 
count bottles. 
 
The manufacturing facilities received an overall “Acceptable” cGMP recommendation from 
the Office of Compliance on November 15, 2010 
 
The information submitted was found acceptable by Dr. Bertha, who recommended approval 
of OPANA ER from the CMC perspective. 

3. Clinical Pharmacology/Biopharmaceutics  
The primary clinical pharmacology review during both review cycles was conducted by 
Srikanth Nallani, Ph.D., with secondary concurrence by Suresh Doddapaneni, Ph.D. during 
the first cycle, and Xu Yun, Ph.D. during the current review cycle.   
 
Dr. Nallani’s current review focuses on the reanalysis of samples from study EN3288-103:  
A bioequivalence study of 40 mg tablets in healthy subjects under a fasted state. Details 
regarding review of all clinical pharmacology data submitted during the first review cycle 
may be found in Dr. Nallani’s prior review, dated January 6, 2011. 
 
Bioequivalence of EN3288 to OPANA ER was established with the highest dose, 40 mg.  
The table below from Dr. Nallani’s review of the reanalysis shows the results of the BE 
studies.   
 
Table 3:  Summary Table of BE reanalyses of EN3288 40 mg compared to Opana ER 40 mg 

 
Source:  Dr. Nallani’s review, p. 3 
 
Additionally, the following table from Dr. Nallani’s review compares the results of Study 
EN3288-103 from the original analysis and the current reanalysis.  The Geometric Least 
Square Mean ratios and their 90% CIs of AUC and Cmax of oxymorphone, from the original 
analysis and reanalysis of plasma samples from the single oral 40 mg doses administered to 
fasted subjects are provided in the table below.  As indicated, the new formulation of 
oxymorphone ER is bioequivalent to the previous formulation of OPANA ER under fasting 
conditions according to both the original and resubmission results. 

Reference ID: 3052041

(b) (4)



Cross Discipline Team Leader Review                                                                                              Second Cycle 
NDA 201655 
OPANA ER (oxymorphone ER) 

Page 4 of 8 4

 

Bioequivalence Analysis of Oxymorphone Pharmacokinetic Parameters After Single 
Oral Doses Administered to Fasted Healthy Subjects: 

Comparison of Original Submission and Resubmission 

 
Source:  Dr. Nallani’s review, p. 4 
 
The Clinical Pharmacology team has concluded that the results of study EN3288-103 
establishing bioequivalence of OPANA ER with the new formulation are acceptable. 
 

4. Other Relevant Regulatory Issues  
Office of Scientific Investigation (OSI) Consult 
During the first review cycle, OSI, (previously called DSI) was consulted to inspect the study 
site that conducted Study EN288-103, An open-label, randomized, single dose, four-period, 
replicate, crossover study to determine the bioequivalence of EN3288 (Oxymorphone HCl 
extended-release  formulation) 40 mg compared to OPANA ER 
(Oxymorphone HCl extended-release) 40 mg in healthy subjects under fasted conditions. 
 
The clinical portion of Study EN3288-103 was conducted at SeaView Research, Inc., Miami, 
FL. The analytical portion was conducted at   While the 
inspection of the clinical site was found acceptable OSI hd concerns about the reliability of 
the BE/BA data generated by  

 

OSI concluded that: 
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The Applicant conducted a reanalysis of the plasma samples at the site following correction 
of the deficiencies, and an inspection by DSI confirmed that the results of the reanalysis were 
acceptable for review by the Division.  These results confirmed that the new formulation of 
OPAPA ER is bioequivalent to the original formulation.   
 
Therefore, the benefits of OPANA ER outweigh the risks at this time, with inclusion of the 
REMS as part of the approval.   
 
Although there have been reports of choking and tablets sticking in the gastrointestinal tract 
in patients taking a different opioid product that contains polyethylene oxide (PEO), there 
have been none reported for OPANA ER.  At this time, the Division has determined that 
enhanced reporting of adverse events related to the GI tract will be sufficient to monitor this 
potential problem.  If over time, there are reports of adverse events possibly related to PEO in 
the formulation, additional actions may be taken. The following language will be included in 
the Approval letter: 
 
“In addition to the standard reporting requirements for an approved NDA, we request that 
you submit as 15-day expedited reports, all post-marketing and clinical trial cases of choking, 
gagging, sticking, and gastrointestinal obstruction, regardless of whether these reports are 
classified as serious or unexpected, and that you provide analyses of clinical trial and 
postmarketing reports of these adverse events of special interest in your periodic safety 
update reports.”  
 

• Recommendation for Postmarketing Risk Management Activities 
 
As an extended-release opioid, a REMS is required for approval.  The REMS must include a 
Medication Guide, an element to assure safe use (prescriber training), and a Timetable for 
Assessments.  The Applicant has submitted a proposed REMS including the required 
elements, and the Division and DRISK have agreed that the REMS is acceptable with 
inclusion of the modifications put forth by DRISK.  When the opioid class REMS is 
finalized, it will replace the REMS being approved with this application. 
 

• Recommendation for other Postmarketing Study Commitments 
None 
 

• Recommended Comments to Applicant 
None 
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