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EXCLUSIVITY SUMMARY  

 
NDA # 200533     SUPPL #  N/A    HFD # 170 

Trade Name:   Nucynta ER 
 
Generic Name:   tapentadol 
     
Applicant Name:   Janssen Pharmaceuticals, Inc. (c/o Johnson & Johnson Product Research  
           and Development, LLC) 
        
 
Approval Date, If Known:   August 25, 2011       
 
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)(1) 

 
b)  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.     

 
N/A 

 
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:              

           
N/A 
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c)  Did the applicant request exclusivity? 

   YES  NO  
 
If the answer to (c) is "yes," how many years of exclusivity did the applicant request? 
 

Three 
 

 
d) 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? 
 

N/A 
 
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 

Reference ID: 3006541



 
 

Page 3 

#(s). 
      
NDA# 022304 Nucynta (tapentadol) immediate-release oral tablets, 50, 75, and 

100 mg 
    
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.)   

 N/A  YES          NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
    N/A 
 
NDA#             

 
 
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 
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.  
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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: 

 
N/A 

                                                  
(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:                                      
 

N/A                                                         
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
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:                                          
 

N/A                                                                                                                 
 

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

Investigation #1: Study R331333-PAI-3011:  A Randomized, Double-Blind, 
Placebo- And Active-Control, Parallel Arm, Phase 3 Trial To Evaluate the 
Efficacy And Safety Of CG5503 ER in Subjects with Moderate To Severe 
Chronic Low Back Pain  
 
Investigation #2:  Study R331333-PAI-3015:  A Randomized-Withdrawal Phase 
3 Study Evaluating the Safety and Efficacy of CG5503 ER in Subjects with 
Painful Diabetic Peripheral Neuropathy 

 
                     

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 (Study R331333-PAI-3011)   YES  NO  

 
Investigation #2 (Study R331333-PAI-3015)      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: 

 
N/A 

 
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 (Study R331333-PAI-3011)   YES  NO  
   
Investigation #2 (Study R331333-PAI-3015)      YES  NO  
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
N/A 

 
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"): 

 
Investigation #1: Study R331333-PAI-3011:  A Randomized, Double-Blind, 
Placebo- And Active-Control, Parallel Arm, Phase 3 Trial To Evaluate the 
Efficacy And Safety Of CG5503 ER in Subjects with Moderate To Severe 
Chronic Low Back Pain  
 
Investigation #2:  Study R331333-PAI-3015:  A Randomized-Withdrawal Phase 
3 Study Evaluating the Safety and Efficacy of CG5503 ER in Subjects with 
Painful Diabetic Peripheral Neuropathy 

 
 
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(Study R331333-PAI-3011)  
     ! 

 IND # 61345  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2(Study R331333-PAI-3015) 
! 

 IND # 61345  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? 
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 N/A 
 
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:   
 

N/A 
================================================================= 
                                                       
Name of person completing form:  Dominic Chiapperino, Ph.D.                     
Title:  Senior Regulatory Health Project Manager, Division of Anesthesia, Analgesia,  

 and Addiction Products 
Date:  August 25, 2011 
 
                                          
Name of Office/Division Director signing form:  Bob A. Rappaport, M.D. 
Title:  Director, Division of Anesthesia, Analgesia, and Addiction Products 
 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
N/A  
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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 
right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval. 

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.) 

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies). 

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application. 

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference). 

 
An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 
support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).  

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement. 

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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NDA 200533 DISCIPLINE REVIEW LETTER 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
1125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen F. Dusek, R.Ph., RAC  
 Associate Director, Regulatory Affairs   
 
Dear Ms. Dusek: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Nucynta ER (tapentadol) extended release tablets 50, 100, 
150, 200, and 250 mg. 
 
We also refer to your submission dated February 28, 2011. 
 
The Office of Surveillance and Epidemiology’s Division of Medication Error Prevention and 
Analysis (DMEPA) has completed its review of the carton and container labeling section of your 
submission, and has identified the following deficiencies. 
 
DMEPA concludes that the proposed product design, container and blister labels, and carton 
labeling introduce vulnerability that can lead to medication errors because of similarity to the 
currently marketed Nucynta (tapentadol) immediate-release tablets.  We have the following 
comments:  

General Comments for Container Label and Carton Labeling 

1. The font color of the proprietary name chosen for Nucynta ER is similar to the 
currently marketed Nucynta immediate-release product.  The use of the same color 
contributes to the similarity of these products.  This can lead to selection errors and 
administration of the wrong product because these products may be stored next to 
each other.  This is especially true for the strengths of Nucynta ER and Nucynta that 
overlap (50 mg and 100 mg). 

2. Revise the proprietary name presentation for all UPPERCASE  
(NUCYNTA ER) to title case (Nucynta ER). This revision aims to improve the 
relative prominence of the modifier ‘ER’ and help distinguish Nucynta ER from 
Nucynta, which appears as NUCYNTA on the container labels and carton labeling. 

3. Decrease the prominence of the schedule II symbol. 
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4. Revise the middle portion of the NDC number in a large font and prominence (xxxx-
XXXX-xx) to help differentiate Nucynta ER from Nucynta NDC numbers.  
Pharmacists use this portion of the NDC number to ensure that the correct product is 
dispensed. 

5. Add the dosing frequency statement, Twice daily, to the principal display panel to 
minimize wrong frequency of administration errors.  Additionally, this may improve 
differentiation from Nucynta (tapentadol) tablets, which is dosed every 4 to 6 hours. 

6. Add the statement, Swallow tablets whole. Do not chew, crush or dissolve, to the 
principal display panel. 

7. Revise the medication guide statement to read as follows:  

Dispense the  Medication Guide to each patient 

 

Container Label 

8. Revise the overall design to differentiate Nucynta ER containers labels from Nucynta.  
When compared side-by-side, these labels are visually similar.  This visual similarity 
contributes to wrong drug and wrong strength errors.  Revise accordingly. 

9. Delete the blue rectangular box surrounding the proprietary name.  This box appears 
on the container labels of Nucynta immediate-release tablets and contributes to the 
visual similarity between both Nucynta ER and Nucynta container labels. 

10. Revise the statement:  to read Usual 
Dosage: See package insert for full prescribing information. 

 

Carton Labeling 

11. Revise the net quantity statement to read as follows: 

100 tablets (10 x 10 count blister cards) 

 

Hospital Unit-Dose Blister Label 

12. Differentiate your product strengths with the use of color, boxing, or some other 
means, so that the Nucynta ER 50 mg and 100 mg are distinct from Nucynta 50 mg 
and 100 mg strength tablets.  Additionally, the Nucynta ER strengths should be 
differentiated from one another.  Revision of the strength differentiation may reduce 
the likelihood of wrong drug (Nucynta ER vs. Nucynta) and wrong strength selection 
errors since unit dose blisters may be stored apart from the cartons. 

13. Decrease the prominence of the schedule II symbol. 
 
 
We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
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decision on the information reviewed and should not be construed to do so.  These comments are 
preliminary and subject to change as we finalize our review of your application. In addition, we 
may identify other information that must be provided before we can approve this application.  If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may not be able to consider 
your response before we take an action on your application during this review cycle. 
 
If you have any questions, call Dominic Chiapperino, Ph.D., Senior Regulatory Health Project 
Manager, at (301) 796-1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Parinda Jani 
Chief, Project Management Staff 
Division of Anesthesia, Analgesia, and  
   Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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 Food and Drug Administration 
Silver Spring, MD 20993 

 
 

 
NDA 200533 ADVICE/INFORMATION REQUEST 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
1125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen F. Dusek, R.Ph., RAC  
 Associate Director, Regulatory Affairs   
 
Dear Ms. Dusek: 
 
Please refer to your New Drug Application (NDA) dated November 30, 2009, received 
December 1, 2010, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
for Nucynta ER (tapentadol) extended-release tablets 50, 100, 150, 200, and 250 mg. 
 
We also refer to your submissions dated February 28, and May 25, 2011. 
 
We are reviewing the proposed Risk Evaluation and Mitigation Strategy (REMS) section of your 
submission and have the following comments and information requests. Please note that these 
are interim comments. You will receive additional comments on your proposed REMS, REMS 
materials, and REMS supporting document as we continue our review of the application. In order 
to continue our evaluation of your NDA, we request a prompt written response to the following: 

 
1. REMS Document  

Appendix A contains the necessary revisions to the REMS document in track changes.  The 
following materials are part of the REMS and must be appended to the REMS:  

o Medication Guide  

o Dear Healthcare Professional Letter  

o Prescribing Nucynta ER Healthcare Professional Education Program: A Guide for 
Healthcare Professionals Who Intend to Prescribe Nucynta ER 

o Nucynta ER Education Confirmation Form 

o Nucynta ER REMS website (screen shots of the web pages) 
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2. Dear Healthcare Professional Letter 

Appendix B contains the necessary revisions to the document in track changes.   

 

3. Healthcare Professionals Educational Program: A Guide for Healthcare Professionals 
Who Prescribe or Dispense Nucynta ER   
Appendix C contains the necessary revisions to the document in track changes.   

 

4. Education Confirmation Form 
Appendix D contains the necessary revisions to the form in track changes.  

  

5. REMS Website 
Make the necessary changes on the landing page of the Nucynta ER REMS website. 

[Second paragraph] 

Regarding the third paragraph, provide the content for “click here.” 

The REMS program is designed to inform patients and healthcare professionals 
(HCPs) about the risks of NUCYNTA ER.  To lean more about the serious risks, 
including potential for abuse, overdose and addiction, click here.  

Under step one and the REMS materials - Use the correct name of the training  program, 
Prescribing NUCYNTA® ER Healthcare Professional Education Program.  Provide a 
hyperlink in step one to the program.  

Include the full indication, including the limitations to the indication, and full boxed 
warning on the REMS website.  
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6. REMS Supporting Document 

a. All changes in the REMS and Prescribing Information (PI) should also be reflected 
in the REMS Supporting Document.   

b. In the section titled “Background” remove reference to a reduced risk for abuse with 
regard to crushing or destroying the extended release property.  

c. Correct the URL for the website for a Nucynta ER REMS.com 

d. Assessments and Surveys 

o Add an assessment of the mailing of the Dear Healthcare Professional (HCP) 
Letters to your Information Needed for Assessment: including the number of 
mailings sent; the targeted specialties that received the Dear HCP Letter, the 
number of returned mailings, the date of the mailing 

o The six-month survey should include an implementation survey that 
identifies timelines and/or milestones identified during the initial six months 
after the approval of the REMS. 

o Please also refer to comments previously provided in the advice letter dated 
Sept 21, 2010, regarding assessments and survey methodology.  

 

7. General Comments 
a. REMS materials are not appropriate for use in a promotional manner.   

b. All REMS materials and the REMS Supporting Document should be revised to 
reflect the content in the final product labeling.   

c. Submit revisions for the proposed REMS with appended materials and the REMS 
Supporting Document and all other materials in WORD format.  It is preferable that 
the entire REMS and appended materials be a single WORD document.  If certain 
documents such as enrollment forms are only in PDF format, they may be submitted 
as such.  The preference is to include as many as possible be in a single WORD 
document.  Please provide a track changes and clean version of all revised materials 
and documents. 

 

We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  Additional revisions may be 
needed so that the REMS and REMS supporting documents are consistent with the final labeling.  
 
In conformance with the prescription drug user fee reauthorization agreements, these comments 
do not reflect a final decision on the information reviewed and should not be construed to do so.  
These comments are preliminary and subject to change as we finalize our review of your 
application. In addition, we may identify other information that must be provided before we can 
approve this application.  If you respond to these issues during this review cycle, depending on 
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the timing of your response, and in conformance with the user fee reauthorization agreements, 
we may not be able to consider your response before we take an action on your application 
during this review cycle. 
 
If you have any questions, call Dominic Chiapperino, Ph.D., Senior Regulatory Health Project 
Manager, at (301) 796-1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Parinda Jani 
Chief, Project Management Staff 
Division of Anesthesia, Analgesia, and 
   Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
Enclosures: 

Appendix A - REMS Document  

Appendix B - Dear Healthcare Provider Letter  

Appendix C - Prescribing NUCYNTA® ER Healthcare Professional Education Program  

Appendix D - NUCYNTA® ER Education Confirmation Form  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  DPP, Paul David 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):  Sandra 
Saltz, Project Manager, CSS, 301-796-3117 

 
DATE 

6/2/2011 

 
IND NO. 

                   
   

 
NDA NO.  
200533 

 
TYPE OF DOCUMENT 
      

 
DATE OF DOCUMENT 
6/2/2011 

 
NAME OF DRUG 

Tapentadol 

 
PRIORITY CONSIDERATION 

      

 
CLASSIFICATION OF DRUG 

      

 
DESIRED COMPLETION DATE 

7/2/2011 
NAME OF FIRM:        
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE / ADDITION 
  MEETING PLANNED BY 

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
  PRIORITY P NDA REVIEW 
  END-OF-PHASE 2 MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

 
  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:  CSS would like to obtain more information on following issues: 
  
1. Is there any evidence that opioid medications contribute to or increase the risk of suicidality? If so, where could 
we search for the scientific evidence? 
  
2. For the drugs which have a mixed mechanism of action, such as tapentadol, which includes mu-agonist activity 
with selective norepinephrine and serotonin uptake inhibition (SNRI/SSRI) is there any way to distinguish the cases 
of suicidality related to SNRI/SSRI activity from the suicidality triggered by the underlying disorders of patients 
with cancer and other painful terminal diseases. 
 
 
 
 
SIGNATURE OF REQUESTOR 

Sandra L. Saltz 

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  May 18, 2011 
 
TO:  File, NDA 200533 
 
THROUGH :  n/a 

 
FROM:  Dominic Chiapperino, Ph.D., Senior Regulatory Health Project Manager, Division of 
Anesthesia, Analgesia, and Addiction Products (DAAAP)  
 
SUBJECT:  Archival of emailed “NDA 200533 (Tapentadol ER), Pediatric Plan” 
 
APPLICATION/DRUG:  NDA 200533/Nucynta ER (tapentadol) extended-release tablets 
 
 
 
The attached email to the sponsor of NDA 200533 was sent May 18, 2011, at the request of 
DAAAP Medical Team Leader, Ellen Fields, M.D. 
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Subject: NDA 200533 (Tapentadol ER): Response to FDA request for Revised Pediatric Plan 
 
Dear Dominic: 
  
The revised pediatric plan for NDA 200533 has been submitted to the Agency today. A copy of the cover letter is 
attached for your information. 
  
Michael H. Kaufman  
Director, Regulatory Affairs  
Johnson & Johnson  
Pharmaceutical Research & Development, L.L.C.  
Tel:  (908) 704-4756  
Fax:  (908) 722-5113  
Email:  mkaufman@its.jnj.com  
  

Page 2 of 2

5/18/2011
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

DOMINIC CHIAPPERINO
05/18/2011

Reference ID: 2948633



 

 

 
 
 
Via Electronic Mail 
 
May 6, 2011 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical Research and Development, L.L.C. 
920 US Highway 202 
Raritan, NJ 08869 
 
Attention:  Mary Mulligan 
 Manager, Global Regulatory Affairs 
 
 
Dear Ms. Mulligan: 
 
As stated in our letter of April 19, 2011, FDA has determined that a REMS is necessary for long-
acting (LA) and extended-release (ER) opioid medications to ensure the benefits of the drugs 
continue to outweigh the risks of adverse outcomes of addiction, unintentional overdose, and 
death that result from inappropriate prescribing, misuse, and abuse of these products.  Within 
120 days from the issuance of the letter, you are required to submit a proposed REMS containing 
the elements described in the letter.   
 
To provide an opportunity to discuss any questions or concerns with us well in advance of the 
REMS submission due date, you are invited to a meeting that will be held from 10:00 AM to 
12:00 Noon on May 16, 2011.  This meeting will only be open to sponsors with approved or 
pending applications for an LA or ER opioid.  The meeting will be held in Room 9201 at the 
Kirkland Center of the National Labor College, located at 10000 New Hampshire Avenue, Silver 
Spring, MD 20903.  The Kirkland Center has abundant free parking.   Information about the 
Kirkland Center, including directions, can be found at http://www.acc-
kirklandconferencecenter.com/index.cfm.  
 
Because space is limited, each sponsor is limited to sending three representatives to attend the 
meeting in person.  We will set up an operator assisted teleconference so that additional 
members of your staff will be able to listen to, but not speak at, the meeting.   
 
Please send the names and titles of the staff who will represent you at the May 16 meeting to 
Michie Hunt at michie.hunt@fda.hhs.gov by close of business Monday, May 9.  We require a list 
of attendees because we will be checking arrivals against a list of names at the door.  There will 
be no exceptions to the rule limiting each company to three representatives at the meeting.  You 
must also provide the names of those who will be participating in the meeting by phone so we 
can notify the operator of those authorized to participate.  Please provide Ms. Hunt with the 

Department of Health and Human Services   
 
       Food and Drug Administration 
       10903 New Hampshire Ave 
       Building 51 
       Silver Spring, MD  20993 
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names and email addresses of the staff whom you wish to participate in the call by close of 
business Monday, May 9.  She will then place their names on the screening list, which the 
operator will check before allowing entry into the call.  She will also send your staff members 
the call-in number and passcode.   
 
We encourage you to submit written questions to us in advance of the meeting so that we will be 
able to consider the questions and be prepared to respond at the meeting.  You may address your 
written questions to Ms. Hunt.  In order to give us time to consider your questions in advance of 
the meeting they should be submitted to Ms. Hunt by close of business Tuesday, May 10. 
 
If you have any additional questions about the meeting, please address them to Ms. Hunt by 
email or at 301-796-3504. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Bob A. Rappaport, M.D. 
Director 
Division of Anesthesia, Analgesia,  
  and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring,  MD  20993 

 
 

 

NDA 200533 PRE-APPROVAL REMS NOTIFICATION 
 
 
Ortho-McNeil-Janssen Pharmaceuticasl, Inc. 
c/o Johnson & Johnson Pharmaceutical Research and Development, L.L.C. 
1125 Trenton-Harbourton Road 
PO Box 200 
Titusville, NJ 08560 
 
Attention:  Michael H. Kaufman 
 Director, Regulatory Affairs 
 
 
Dear Mr. Kaufman: 
 
Please refer to your new drug application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Nucynta ER (tapentadol) Extended-Release Tablets, 
50 mg, 100 mg, 150 mg, 200 mg, and 250 mg. 
 
We also refer to the stakeholder, industry, and public meetings, and Advisory Committee 
meeting held on February 10, March 3,  May 4 and 5, May 27 and 28, 2009, and July 22 and 23, 
2010, respectively, at which discussions took place concerning a risk evaluation and mitigation 
strategy (REMS) for the class of long-acting and extended-release opioid products.  FDA has 
analyzed the advice and comments provided during these meetings and has determined the 
necessary elements of the class-wide REMS. 
 
Section 505-1 of the FDCA authorizes FDA to require the submission of a REMS if FDA 
determines that such a strategy is necessary to ensure that the benefits of the drug outweigh the 
risks [section 505-1(a)].   
 
In accordance with section 505-1 of the FDCA, we have determined that a REMS is necessary 
for certain long-acting and extended-release opioid products, including Nucynta ER, to ensure 
that the benefits of the drug continue to outweigh the risks of adverse outcomes (addiction, 
unintentional overdose, and death) resulting from inappropriate prescribing, abuse, and misuse.  
The elements of the REMS are described below. 
 
In the interest of public health and to minimize the burden on the healthcare delivery system of 
having multiple unique REMS programs, a single, shared system should be used to implement 
the REMS for all members of the class.   
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Medication Guide: As one element of a REMS, FDA may require the development of a 
Medication Guide as provided for under 21 CFR 208.  Pursuant to 21 CFR 208, FDA has 
determined that Nucynta ER would pose a serious and significant public health concern 
requiring the distribution of a Medication Guide.  The Medication Guide is necessary for 
patients’ safe and effective use of Nucynta ER.  FDA has determined that Nucynta ER is 
a product that has serious risks (relative to benefits) of which patients should be made 
aware because information concerning the risks could affect patients’ decisions to use, or 
continue to use Nucynta ER.  FDA has also determined that Nucynta ER is a product for 
which patient labeling could help prevent serious adverse events.  The Medication Guide 
should have both common content applicable to all extended-release and long-acting 
opioids, as well as product specific information that is necessary for safe and effective 
use of the drug. 
 
Under 21 CFR 208, you are responsible for ensuring that the Medication Guide is 
available for distribution to patients who are dispensed Nucynta ER.   

 
Elements to Assure Safe Use: We have determined that elements to assure safe use are 
necessary to mitigate serious risks listed in the labeling of the drug.  In addition, we have 
determined that a Medication Guide and a Communication Plan are not sufficient to 
mitigate the serious risks.  Your REMS must include tools to manage these risks, 
including, at a minimum, the following:    

 
1. The sponsor must ensure that training is provided to prescribers who prescribe 

Nucynta ER.  An outline of the content for this information is described in Appendix 
A.  The training must include successful completion of a knowledge assessment and 
proof of successful program completion. To assure access to Nucynta ER and 
minimize the burden on the healthcare delivery system, FDA expects that the training 
will be conducted by accredited, independent continuing medical education (CME) 
providers, to the extent practicable.  

   
2. The sponsor must provide to prescribers information that the prescriber can use to 

educate patients in the safe use, storage, and disposal of opioids.  An outline of the 
content for this information is described in Appendix B.   

 
3. The sponsor must inform prescribers of the existence of the REMS and the need to 

successfully complete the necessary training. 
 
Timetable for Submission of Assessments:  The proposed REMS must include a 
timetable for submission of assessments that shall be no less frequent than 6 months, 12 
months, and annually after the REMS is initially approved.  You should specify the 
reporting interval (dates) that each assessment will cover and the planned date of 
submission to the FDA of the assessment.  To facilitate inclusion of as much information 
as possible while allowing reasonable time to prepare the submission, the reporting 
interval covered by each assessment should conclude no earlier than 60 days before the 
submission date for that assessment. For example, the reporting interval covered by an 
assessment that is to be submitted by July 31st should conclude no earlier than June 1st. 
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As required under section 505-1(g)(3)(A) of the FDCA, assessments of an approved REMS must 
assess the extent to which the elements to assure safe use are meeting the goals of your REMS 
and whether the goals or elements should be modified.  Your assessment plan should include the 
following elements along with the methodology for each element: 
 
1. an assessment of how many prescribers of long-acting and extended-release opioids have 

successfully completed the training.  The assessment should specify performance goals for 
how many prescribers can be expected to be trained within a certain period, e.g., 50% of 
prescribers trained within 6 months; 70% within twelve months.  We recommend that you 
consult with accredited CME providers to determine what can be realistically be achieved 
through an aggressive education program and propose goals accordingly.  
 

2. an independent audit of the quality of the content of the educational materials used by the 
CME providers to provide the education.  The audit should evaluate the quality of the content 
against the content approved by FDA as part of the REMS as well as against the 
Accreditation Council for Continuing Medication Education (ACCME) standards for CME. 

 
3. an evaluation of healthcare providers’ awareness and understanding of the serious risks 

associated with these products (for example, through surveys of healthcare providers) and 
specification of measures that would be taken to increase awareness if surveys of healthcare 
providers indicate that healthcare provider awareness is not adequate.  

 
4. an evaluation of patients’ understanding of the serious risks of these products.  
 
5. a surveillance plan that includes monitoring for misuse, abuse, overdose, addiction, death and 

any intervention to be taken resulting from signals of these metrics.  Surveillance needs to 
include information on changes in abuse, misuse, overdose addiction, and death for different 
risk groups (e.g., teens, chronic abusers) and different settings (e.g., emergency rooms, 
addiction treatment centers, poison control call centers).  As much as possible, the 
information should be drug-specific.  

 
6. an evaluation of drug utilization patterns. Include methodology for monitoring patterns of 

prescribing to identify changes in access to these products.   
 
7. an evaluation of changes in prescribing behavior of prescribers, e.g., prescriptions to non-

opioid tolerant patients, excessive prescriptions for early refills. Provide the methodology for 
this analysis.  

 
FDA strongly recommends that sponsors make provision in the single shared system for joint 
assessments of the effectiveness of the REMS. 
 
Before we can continue our evaluation of this NDA, you will need to submit the revised 
proposed REMS.  Your proposed REMS submission should include two parts: a “proposed 
REMS” and a “REMS supporting document.”  Attached is a model for the proposed REMS (see 
Appendix C).   
 
Additionally, all relevant proposed REMS materials, including educational materials, should be 
appended to the proposed REMS.  FDA expects that the content of the educational materials will 
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follow the attached outline, and contain more specific content on the proposed topics than is 
contained in the outline.  FDA will review and approve the content of the training.  However, 
FDA understands that CME providers will take the approved content and develop specific 
materials for training (e.g., slides, internet-based training).  Accordingly, FDA does not expect 
the sponsor to provide and attach to the REMS the specific materials that will be used to train 
prescribers.  
 
Once FDA finds the content of the REMS acceptable and determines that the application can be 
approved, we will include the approved documents as an attachment to the approval letter that 
includes the REMS.  The REMS, once approved, will create enforceable obligations. 
 
The REMS supporting document should be a document explaining how the REMS will be 
implemented. The same supporting document may be submitted by each member of the single, 
shared system. 
 
Under 21 CFR 208.24(d), you are responsible for ensuring that the label of each container or 
package includes a prominent and conspicuous instruction to authorized dispensers to provide a 
Medication Guide to each patient to whom the drug is dispensed, and states how the Medication 
Guide is provided.  You should submit marked up carton and container labels of all strengths and 
formulations with the required statement alerting the dispenser to provide the Medication Guide.  
We recommend one of the following statements, depending upon whether the Medication Guide 
accompanies the product or is enclosed in the carton (for example, unit of use): 
 

 “Dispense the enclosed Medication Guide to each patient.” or 
 “Dispense the accompanying Medication Guide to each patient.” 

 
For administrative purposes, designate the proposed REMS submission “PROPOSED REMS 
for NDA 200533/S-###” and all subsequent submissions related to the proposed REMS 
“PROPOSED REMS-AMENDMENT for NDA 200533.”  If you do not submit electronically, 
please send 5 copies of your REMS-related submissions. 
 
If you have any questions, call Dominic Chiapperino, Senior Regulatory Health Project 
Manager, at (301) 796-1183. 
 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Bob A, Rappaport, M.D. 
Director 
Division of Anesthesia, Analgesia,  
  and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
ENCLOSURES: 
 REMS Appendices A, B, and C 
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APPENDIX A:  CONTENT OF EDUCATION PROGRAM 
 
The training for prescribers required by the elements to assure safe use must contain the 
following content: 
 

1. General information for safe opioid prescribing 

a. Patient selection and assessment 

i. Determine goal of therapy  

ii. Assessment of the risk of abuse, including history of substance abuse and 

serious mental illness 

iii. When relevant, determining if patient is opioid tolerant 

b. Considerations when prescribing opioids 

i. Pharmacokinetics and potential for overdose 

ii. Addiction, abuse, and misuse 

iii. Intentional abuse by patient or household contacts 

iv. Interactions with other medications/substances 

c. Managing patients taking opioids 

i. Establishing goals for treatment and evaluating pain control 

ii. Use of Patient Provider Agreements (PPAs) 

iii. Adherence to a treatment plan 

iv. Recognizing aberrant behavior 

v. Managing adverse events 

d. Initiating and modifying dosing of opioids for chronic pain 

i. As first opioid 

ii. Converting from one opioid to another 

1. Converting from immediate-release to extended-release and long-acting 

products 

2. Converting from one extended-release and long-acting product to another 

iii. Titrating to effect/tolerability 

iv. How to deal with missed doses 

e. Maintenance 

i. Reassessment over time 

ii. Tolerance 

f. Monitoring patients for misuse and abuse 
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i. Utilization of prescription monitoring programs to identify potential abuse 

ii. Understanding the role of drug testing 

iii. Screening and referral for substance abuse treatment 

g. How to discontinue opioid therapy when it is not needed any longer 

2. Product Specific Information  

a. Pharmacokinetic characteristics 

b. Product specific toxicity 

c. Requirements for opioid tolerance for certain long-acting and extended-release 

products 

d. Individual product information modules 

i. Fentanyl transdermal system 

ii. Hydromorphone ER 

iii. Methadone (For the treatment of moderate to severe pain not responsive to 

non-narcotic analgesics) 

iv. Morphine ER 

v. Oxycodone ER 

vi. Oxymorphone ER 

vii. Buprenorphine (for the management of moderate to severe chronic pain in 

patients requiring a continuous, around-the-clock opioid analgesic for an 

extended period of time) 

viii. New products 

3. Patient counseling 

a. Information about prescribed opioid 

b. How to take opioid properly 

i. Adherence to dosing regimen 

ii. Risk from breaking, chewing, crushing certain products 

c. Reporting adverse effects  

d. Concomitant use of other CNS depressants, alcohol, or illegal drugs 

e. Discontinuation of opioid 

f. Risks associated with sharing, i.e., overdose prevention 

g. Proper storage in the household  

i. Avoiding accidental exposure 
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h. Avoiding unsafe exposure by preventing theft and proper disposal 

i. Purpose and content of Patient Provider Agreement 

Reference ID: 2935080



NDA 200533 

 9

APPENDIX B:  PATIENT EDUCATION 

Materials to provide to patients as part of patient counseling must include: 

1. How to take opioid properly 

a. Adherence to dosing regimen 

b. Risk from breaking, chewing, crushing certain products 

c. Symptoms of overdose 

2. Reporting adverse effects 

3. Concomitant use of other CNS depressants, alcohol, or illegal drugs 

4. Discontinuation of opioid 

5. Risks associated with sharing 

6. Proper storage in the household  

a. Avoiding accidental exposure 

7. Avoiding unsafe exposure by preventing theft and proper disposal 

8. Purpose and content of Patient Treatment Agreement 

9. Links to Web sites with more information about topics 1 through 8 
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APPENDIX C:  REMS TEMPLATE 
Initial REMS Approval: XX/XXXX 
Most Recent Modification: XX/XXXX 

 

Application number TRADE NAME (DRUG NAME) 
Class of Product as per label 

Applicant name 

Address 

Contact Information 

 
RISK EVALUATION AND MITIGATION STRATEGY (REMS) 
 
I.  GOAL: 
Reduce serious adverse outcomes resulting from inappropriate prescribing, misuse and abuse of 
extended-release (ER) and long-acting (LA) opioids while maintaining patient access to pain 
medications.  Adverse outcomes of concern include addiction, unintentional overdose, and death.  
 
II. REMS ELEMENTS: 
 
 A.  Medication Guide or PPI 
 
A Medication Guide will be dispensed with each [drug name] prescription.  [Describe in detail 
how you will comply with 21 CFR 208.24.] 
 
 B.  Communication Plan 
A communication plan is not required.   

 C.  Elements To Assure Safe Use 
 
1. The sponsor must ensure that training is provided to prescribers who prescribe DRUG.  An 

outline of the content for this information is described in Appendix A.  The training must 
include successful completion of a knowledge assessment and proof of successful program 
completion. To assure access to DRUG and minimize the burden on the healthcare delivery 
system, FDA expects that the training will be conducted by accredited, independent 
continuing medical education (CME) providers, to the extent practicable.  

   
2. The sponsor must provide to prescribers information that the prescriber can use to educate 

patients in the safe use, storage, and disposal of opioids.  An outline of the content for this 
information is described in Appendix B.   

 
3. The sponsor must inform prescribers of the existence of the REMS and the need to 

successfully complete the necessary training. 
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D. Implementation Plan 
 
An implementation plan is not required. 
 
 E.  Timetable for Submission of Assessments 
 
COMPANY will submit REMS Assessments to the FDA no less frequent than 6 months, 12 
months, and annually after the REMS is initially approved from the date of approval of the 
REMS. To facilitate inclusion of as much information as possible while allowing reasonable time 
to prepare the submission, the reporting interval covered by each assessment should conclude no 
earlier than 60 days before the submission date for that assessment.  COMPANY will submit 
each assessment so that it will be received by the FDA on or before the due date. 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     PUBLIC HEALTH SERVICE 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 
DATE:  April 1, 2011 
 
TO:  File, NDA 200533 
 
THROUGH :  n/a 

 
FROM:  Dominic Chiapperino, Ph.D., Senior Regulatory Health Project Manager, Division of 
Anesthesia, Analgesia, and Addiction Products (DAAAP) 
 
SUBJECT:  Archival of emailed “Information Request – Revise pediatric plan” 
 
APPLICATION/DRUG:  NDA 200533/Nucynta ER (tapentadol) extended-release tablets 
 
 
 
The attached email to the sponsor of NDA 200533 was sent April 1, 2011, at the request of 
DAAAP Medical Team Leader, Ellen Fields, M.D.  
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Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Friday, April 01, 2011 12:25 PM
To: 'Kaufman, Michael [PRDUS]'
Subject: Information Request -  Revised pediatric plan

Hi Michael,

Referring to NDA 200533 for Nucynta ER, we have the following request.

We acknowledge your submission of a pediatric plan with NDA 200533, that includes deferred studies of 
pharmacokinetics, safety, and efficacy in pediatric patients  

  

The Division has determined that the population of pediatric patients with chronic pain less than 7 years of age 
is too small to study, making studies highly impractical.  Therefore, we request that you submit a revised 
pediatric plan requesting a waiver for studies in patients less than 7 years, with supportive information 
regarding the small number of patients in this age group with chronic pain.  We also request a revision of the 
deferral request to include PK, safety, and efficacy studies in pediatric patients ages 7 to 17.  The plan must 
include a timeline that states the date of final protocol submission to the Agency, date of study start, and date 
of final report submission to the Agency.

Thank you, and please contact me if you have any questions.

Best regards,
Dominic

Dominic Chiapperino, Ph.D. 
Senior Regulatory Health Project Manager
FDA, Center for Drug Evaluation and Research
Division of Anesthesia, Analgesia, and Addiction Products
10903 New Hampshire Avenue
Building 22, Room 3134
Silver Spring, MD 20993
Office phone: (301) 796-1183
Facsimile: (301) 796-9723
Dominic.Chiapperino@fda.hhs.gov

Reference ID: 2927024

(b) (4)



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

DOMINIC CHIAPPERINO
04/01/2011

Reference ID: 2927024



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD 20993 

 

 

 
NDA 200533 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
1125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Michael H. Kaufman  
 Director, Regulatory Affairs   
 
Dear Mr. Kaufman: 
 
We acknowledge receipt on February 28, 2011, of your resubmission of your new drug 
application submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
Nucynta ER (tapentadol) extended-release tablets, 50, 100, 150, 200, and 250 mg. 
 
We consider this a complete, class 2 response to our October 1, 2010, action letter.  Therefore, 
the user fee goal date is August 28, 2011. 
 
If you have any questions, call me at (301) 796-1183. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Dominic Chiapperino, Ph.D. 
Senior Regulatory Health Project Manager 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
Office of Surveillance and Epidemiology 
ATTN: Danyal Chaudhry, OSE SRPM 

 
FROM:  

Division of Anesthesia and Analgesia Products  
-- Dr. Bob Rappaport, M.D. 
Point-of-contact: Dominic Chiapperino, Ph.D. 
Senior Regulatory Project Manager, 301-796-1183    

DATE 
Mar. 10, 2011 

 
IND NO. 
 

 
NDA NO. 

200533 

 
TYPE OF DOCUMENT 

NDA Resubmission 

 
DATE OF DOCUMENT 

Recvd. Feb. 28, 2011 
 
NAME OF DRUG 
Nucynta ER (tapentadol) 
extended release tablets 

 
PRIORITY CONSIDERATION 

Resubmission Class 2 

 
CLASSIFICATION OF DRUG 

Type 3 

 
DESIRED COMPLETION DATE 

July 10, 2011 (some parts 
sooner, e.g., labeling comments)

NAME OF FIRM: Johnson & Johnson on behalf of Ortho-McNeil-Janssen Pharmaceuticals, Inc. 
 

REASON FOR REQUEST 
 

I. GENERAL 
 
�  NEW PROTOCOL 
�  PROGRESS REPORT 
�  NEW CORRESPONDENCE 
�  DRUG ADVERTISING 
�  ADVERSE REACTION REPORT 
�  MANUFACTURING CHANGE/ADDITION 
�  MEETING PLANNED BY 

 
�  PRE--NDA MEETING 
�  END OF PHASE II MEETING 
⌧  RESUBMISSION 
�  SAFETY/EFFICACY 
�  PAPER NDA 
�  CONTROL SUPPLEMENT 

 
�  RESPONSE TO DEFICIENCY LETTER 
�  FINAL PRINTED LABELING 
�  LABELING REVISION 
�  ORIGINAL NEW CORRESPONDENCE 
�  FORMULATIVE REVIEW 
�  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

 
�  TYPE A OR B NDA REVIEW 
�  END OF PHASE II MEETING 
�  CONTROLLED STUDIES 
�  PROTOCOL REVIEW 
�  OTHER (SPECIFY BELOW): 

 
�  CHEMISTRY REVIEW 
�  PHARMACOLOGY 
�  BIOPHARMACEUTICS 
�  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
�  DISSOLUTION 
�  BIOAVAILABILTY STUDIES 
�  PHASE IV STUDIES 

 
�  DEFICIENCY LETTER RESPONSE 
�  PROTOCOL-BIOPHARMACEUTICS 
�  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

 
�  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
�  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
�  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
�  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
�  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
�  SUMMARY OF ADVERSE EXPERIENCE 
�  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
 �  CLINICAL 

 
 �  PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS: 
Please review various sections of this resubmitted NDA (#200533, with PDUFA date, Aug. 28, 2011) from a drug safety and risk 
management perspective.  It has the following components for OSE review: 

• Package Insert labeling 
• Medication Guide labeling 
• Carton and Container labeling 
• Proposed REMS as part of risk management plan 
• Updated proprietary name review (sponsor should also send request) 
 

This drug product is an opioid schedule II compound (tapentadol) in an extended release formulation.   An immediate release 
formulation is already approved and marketed (NDA 22-304).   NDA 200533 is fully electronic (eCTD format) and all files can be 
found at: \\CDSESUB1\EVSPROD\NDA200533\200533.ENX 
Some relevant files are also saved at: <\\fdsfs01\ode2\DAAAP\NDA and sNDA\NDA 200533 (NucyntaER-tapentadol J&J)> 
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This network folder will also be used for shared files/editing. 
All questions and requests can be sent to Dominic Chiapperino, Senior Regulatory Project Manager.   
 
SIGNATURE OF REQUESTER 
Dominic Chiapperino (signed electronically) 

 
METHOD OF DELIVERY (Check one) 

⌧  MAIL   �  HAND 
 
SIGNATURE OF RECEIVER 

 
SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):   
Controlled Substance Staff (CSS, HFD-009) 
ATTN:  Sandy Saltz, Corinne Moody 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):   
Division of Anesthesia, Analgesia, and Rheumatology 
Products -- Dr. Bob Rappaport, M.D. 
point-of-contact:  
Dominic Chiapperino, Ph.D., Senior Regulatory Project 
Manager, 301-796-1183 

 
DATE 

March 10, 2011 

 
IND NO. 

                   
   

 
NDA NO.  
200533 

 
TYPE OF DOCUMENT 
Resubmission, Class 2 

 
DATE OF DOCUMENT 
Feb. 28, 2011 

 
NAME OF DRUG 

Nucynta ER (tapentadol) 
extended release tablets 

 
PRIORITY CONSIDERATION 

No 

 
CLASSIFICATION OF DRUG 

3 

 
DESIRED COMPLETION DATE 

July 10, 2011 

NAME OF FIRM:  Ortho- McNeil-Janssen Pharmaceuticals, Inc. (J & J)  
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE / ADDITION 
  MEETING PLANNED BY 

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
  PRIORITY P NDA REVIEW 
  END-OF-PHASE 2 MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

 
  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:   
Please review the resubmission of NDA 200533 (tapentadol is an opioid Schedule II, this is an extended release 
formulation) from an abuse liability perspective, including considerations for labeling and  post-market studies, and 
agreements. 
 
This is an eCTD application, and all NDA submssions/files can be accessed via the EDR/GSReview.  The PDUFA 
date is August 28, 2011, and we want to be prepared to take our action as early as possible in August. 
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Reference ID: 2916354



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

DOMINIC CHIAPPERINO
03/10/2011

Reference ID: 2916354



Chiapperino, Dominic 

From: Chiapperino, Dominic
Sent: Thursday, December 09, 2010 3:46 PM
To: 'Kaufman, Michael [PRDUS]'
Subject: RE: NDA 200533 (tapentadol ER): General Correspondence - Request for clarification on FDA 

minutes to Complete Response meeting

Page 1 of 2

12/9/2010

Dear Michael, 
  
The Division has reviewed your request for clarification in your December 7, 2010, submission.
  
Specifically, J & J requested comment as follows, excerpted from the submission's cover letter:

At this time, we wish to clarify a statement noted in the FDA minutes, specifically, in the Clinical 
and Statistical Question 4 discussion under the third paragraph. In this paragraph it states that 
“J&J will need to demonstrate the safety, particularly with respect to any difficulty in swallowing, 
of the TRF tablets.” We propose to demonstrate the safety of the TRF tablet formulation by 
providing safety data including review of any potential adverse event reports suggestive of 
difficulty swallowing, from the clinical studies that used the TRF tablets. We respectfully request 
confirmation that our approach to review the available safety data from the clinical program with 
the TRF dosage form is sufficient to demonstrate the safety of the TRF tablets with respect to 
difficulty to swallowing the tablet and potential choking hazard. 

The Division has the following comments: 

Your proposal to review the available safety data from the clinical program with the TRF 
dosage form to demonstrate the safety of the TRF tablets with respect to difficulty 
swallowing and becoming a potential choking hazard will yield an important part of the 
information needed; however, it is unlikely to be sufficient to address the concern. The 
reason is that the adverse events that have been reported with a drug with a similar 
formulation as yours have arisen in the post-marketing period; there may have been 
factors in the controlled setting of a clinical trial that were no longer present once the 
product became widely available, resulting in the safety signal. The goal will be to 
evaluate for these potential factors and provide data that will inform for appropriate 
labeling for oral administration. This may require additional in vitro assessments and, 
potentially, evaluation in a clinical trial.  

Please contact me if J & J had need of further discussion on this point. 
  
Thank you and best regards, 
Dominic 
  

Dominic Chiapperino, Ph.D.  
Senior Regulatory Health Project Manager  
FDA, Center for Drug Evaluation and Research  
Division of Anesthesia and Analgesia Products  
10903 New Hampshire Avenue  
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Building 22, Room 3134  
Silver Spring, MD 20993  
Office phone: (301) 796-1183  
Facsimile: (301) 796-9723  
Dominic.Chiapperino@fda.hhs.gov  

 
  
 
  

From: Kaufman, Michael [PRDUS] [mailto:MKAUFMAN@its.jnj.com]  
Sent: Tuesday, December 07, 2010 2:11 PM 
To: Chiapperino, Dominic 
Subject: NDA 200533 (tapentadol ER): General Correspondence - Request for clarification on FDA 
minutes to Complete Response meeting 
 
Dear Dominic: 
  
The following correspondence has been official submitted to NDA 200533 (tapentadol ER). I am sending 
you a copy of the letter for your information. We look forward to receiving a response from the Division 
shortly. 
  
Thank you. 
  
Michael H. Kaufman  
Director, Regulatory Affairs  
Johnson & Johnson  
Pharmaceutical Research & Development, L.L.C.  
Tel:  (908) 704-4756  
Fax:  (908) 722-5113  
Email:  mkaufman@its.jnj.com  
  

Page 2 of 2

12/9/2010
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD 20993 

 
 
NDA 200533 MEETING MINUTES 
   

 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
1125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen F. Dusek, R.Ph., RAC  
 Associate Director, Regulatory Affairs   
 
Dear Ms. Dusek: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Nucynta ER (tapentadol) Extended-Release Tablets 50, 100, 
150, 200, and 250 mg. 
 
We also refer to the teleconference between representatives of Johnson and Johnson (J & J) and 
the FDA on November 9, 2010.  The purpose of the teleconference was to clarify the required 
elements of a Complete Response submission for a new review cycle of NDA 200533. 
 
A copy of the official minutes of the meeting is attached for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call me at (301) 796-1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Dominic Chiapperino, Ph.D. 
Senior Regulatory Health Project Manager 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
Enclosure: Memorandum of meeting minutes 
 
 

Reference ID: 2865213





NDA 200533  
Post-Action Meeting Minutes  
Page 3 
 

 

Rebecca Martinez, M.S. Manager, Regulatory Affairs 
Akiko Okamoto, Sc.D. Director, Clinical Biostatistics 
Camille Orman, Ph.D. Director, Clinical Biostatistics 
Christine Rauschkolb, M.D., Ph.D. Vice President, Compound Development Team Leader 
Yinka Williams, Ph.D. 
 

Senior Director, Pharmaceutical Development & 
Manufacturing Sciences 

Peter Zannikos, Ph.D. Director, Clinical Pharmacology 
Marielle Eerdekens 
 

Vice President, Head of Late Stage Clinical Development, 
Grünenthal GmbH 

Thomas Huijbers Associate Director, Global Regulatory Affairs, Grünenthal 
GmbH 

 

Background: 
J & J’s original NDA for Nucynta ER (tapentadol) Extended-Release Tablets, NDA 200533, 
received a Complete Response from DAAP in a letter dated October 1, 2010.  J & J is seeking 
feedback from FDA on the elements they propose to include in a resubmission of their NDA for 
a second review cycle.  Preliminary comments were provided to J & J in a November 8, 2010, 
communication that included DAAP’s responses to questions from the October 18, 2010, 
briefing package submitted by J & J.  After reviewing the responses, J & J requested that the 
meeting be converted to a teleconference, as they only wished to obtain clarification on two 
points, as described in J & J’s email communication dated November 8, 2010.   
 
Meeting Discussion: 
Below are the questions from J & J’s October 18, 2010, briefing package and FDA’s responses, 
as sent in the November 8, 2010, Preliminary Comments letter.  The questions are in italicized 
font and FDA’s responses are in bolded font.  J & J’s written requests for clarification from their 
November 8, 2010, email communication are inserted as italicized and bolded text.  Discussion 
during the teleconference is summarized in normal font.   
 
 
CHEMISTRY, MANUFACTURING, AND CONTROLS  
Question 1.  Does the Agency agree with our revised dissolution specifications? If it is not 
possible to provide an assessment of the specifications at this time, does the Agency agree with 
the approach we have taken in setting the specifications? 
 
FDA Response: 
We agree in general with the time points you have selected. In addition, the proposed 
specifications seem appropriate; however, their acceptability will be decided upon review 
of the submission of the complete response. 
 
Discussion: 
No further discussion of this question was necessary. 
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BIOPHARMACEUTICAL DEVELOPMENT AND CLINICAL PHARMACOLOGY 
Question 2.  Does the Agency agree that bioequivalence has been established for the 4 dosage 
strengths of the therapeutic dose range for tapentadol ER (TRF), i.e., 100, 150, 200, and 250 
mg?    
 
FDA Response: 
Based on the information presented in the meeting package, it appears that bioequivalence 
(BE) has been established for the 4 strengths (i.e., 100, 150, 200, and 250 mg) of the 
tapentadol ER tablet.  However, the acceptance of the study results will be a review issue. 
 
Discussion: 
No further discussion of this question was necessary. 
 
 
Question 3.  Does the Agency agree that a biowaiver request for the tapentadol ER intermediate 
strengths (100, 150, and 200 mg), that would include in vitro comparative dissolution profile 
data and f2 calculations, is not needed as bioequivalence studies have been conducted with the 
intermediate strengths and the study reports for these bioequivalence studies will be included in 
our response to the Complete Response Letter? 
 
FDA Response: 
Yes, we agree that a biowaiver request with supporting information for Tapentadol ER 
intermediate strengths (i.e., the 100, 150, and 200 mg) is not required provided that the 
Agency finds acceptable the in vivo BE studies conducted with these strengths in support of 
the bridging between the to-be-marketed formulation and the pilot/registration 
formulation. 
 
Discussion: 
No further discussion of this question was necessary. 
 
 
CLINICAL AND STATISTICAL 
Question 4.  Does the Agency agree that approval for the tapentadol to-be-marketed 50-mg TRF 
tablet could be granted based on the results of Study PAI-1059/HP82 and the following 
rationale: (i) the 50-mg dose is intended to be used only during initial titration, (ii) serum 
tapentadol concentrations achieved with the 50-mg titration dose do not exceed the 
concentrations achieved with therapeutic doses (100 to 250 mg) of the tapentadol to-be-
marketed TRF formulation, (iii) comparable safety profiles have been documented with the 50-
mg to-be-marketed TRF and PR2 Phase 3 study formulations, (iv) a cross-study comparison 
demonstrated that the tapentadol to-be-marketed TRF formulation exhibits linear and 
predictable pharmacokinetics across the entire dose range (50 to 250 mg)?  
 
FDA Response: 
The results presented in the meeting package indicate that to-be-marketed 50 mg TRF 
tablet is NOT bioequivalent (Cmax 90% CI: 123 – 135) to Phase 3 PR2 formulation.   
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However, the 50 mg tablet could potentially be approved after review of the rationale 
proposed above, including the data supporting the safety profile and the pharmacokinetics 
of the TRF formulation. 
 
Sponsor’s Request for Clarification:  
We would like to clarify that in support of the rationale provided in Sponsor’s Question #4, item 
(iii) (above), the complete response will contain clean data for the first three weeks (the open-label 
titration) from all patients enrolled in the Phase 3 DPN study (PAI-3027) conducted with 
tapentadol ER TRF. The analyses that will be provided will be the same as those submitted for the 
subset of the enrolled patients that were included in the briefing book. Study enrollment completed 
on 03 November 2010. Does the Agency agree with this proposal?  
 
Discussion: 
The Division stated that the proposal is acceptable.  However, the Division identified two concerns 
that would need to be addressed within the Complete Response NDA submission.   
 
First, there is the issue of “switchability,” or interchangeability, of the tablets of different strengths to 
achieve a particular total dose.    For example, a patient might utilize four 50 mg TRF tablets during 
the titration phase to reach an intended dose of 200 mg, and then switch to the 200 mg TRF tablet 
once the titrated dose is reached.  Conversely, if a patient happens to run out of their higher strength 
tablets, they may choose to take multiple 50 mg TRF tablets that they may have left over from their 
titration period.  It is not clear, in light of the lack of bioequivalence between the 50 mg TRF tablet 
and the 50 mg PR2 tablet, whether clinical scenarios such as these would result in unexpected 
consequences.  J & J was requested to evaluate their options and submit their plan on how to address 
this in the Complete Response submission. 
 
Second, the Division requested that J & J evaluate whether the formulation of the TRF tablet causes 
the tablet to become sticky or expanded upon getting moist, making it difficult to swallow and a 
potential choking hazard.  J & J will need to demonstrate the safety, particularly with respect to any 
difficulty in swallowing, of the TRF tablets. 
 
J & J acknowledged these concerns and agreed that they would address both in their Complete 
Response submission. 
 
 
Question 5.  Does the Agency agree with the contents of the proposed Complete Response Safety 
Update of NDA 200533? 
 
FDA Response: 
The contents of the proposed Complete Response Safety Update are acceptable. 
 
Discussion: 
No further discussion of this question was necessary. 
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Question 6.  Does the Agency concur that the final Clinical Study Reports for Studies PAI-
3014/KF16 and PAI-3020/KF41 described in the 4-Month Safety Update do not need to be 
submitted with the Complete Response Safety Update?  
 
FDA Response: 
Since the final clinical study reports for Studies PAI-3014/KF16 and PAI-3020/KF41 were 
submitted to IND 61,345, you do not need to resubmit them with the Complete Response 
Safety Update. 
 
Discussion: 
No further discussion of this question was necessary. 
 
 
Question 7.  Does the Agency agree with the Sponsor's plan to present ongoing clinical study 
data in a manner similar to that previously presented in the Integrated Summary of Safety of 
NDA 200533 and the 4-MSU? 
 
FDA Response: 
Yes, your plan is acceptable. 
 
Discussion: 
No further discussion of this question was necessary. 
 
 
Question 8.  For the tapentadol ER Complete Response Safety Update, are the proposals for the 
submission of post-marketing experience on tapentadol drug safety acceptable to the Agency? 
 
FDA Response: 
Yes, your proposal is acceptable. 
 
Discussion: 
No further discussion of this question was necessary. 
 
 
Question 9.  The Sponsor proposes to provide patient profiles and the analysis dataset for the 
completed Phase 3 Study PAI-3010/KF18 only. Does the Agency agree that this is acceptable? 
 
FDA Response: 
Yes, your proposal is acceptable. 
 
Discussion: 
No further discussion of this question was necessary. 
 
  
Question 10.  For all completed studies, the Sponsor will provide case report forms (CRFs) and 
narratives for all subjects who died, had a serious adverse event, or discontinued study 
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Teleconference outcomes and final understandings: 

1. J & J agreed that they would give consideration to the switchability concern related to the 
50 mg TRF tablet, and address this concern in their Complete Response submission. 

 
2. J & J acknowledged the concern related to the ability of patients to safely and easily 

swallow TRF tablets, and stated that they would investigate and address the issue in their 
Complete Response submission. 

 
3. J & J stated that they would provide the desired summary of bioequivalence clinical study 

results in Module 2, which would make their proposed content for Module 2 of their 
Complete Response acceptable to FDA. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD 20993 

 
 
NDA 200533 PRELIMINARY COMMENTS  

 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
1125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen F. Dusek, R.Ph., RAC  
 Associate Director, Regulatory Affairs   
 
Dear Ms. Dusek: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Nucynta ER (tapentadol) Extended-Release Tablets 50, 100, 
150, 200, and 250 mg. 
 
We also refer to your October 15, 2010, correspondence requesting a meeting to discuss the 
contents of the Division’s October 1, 2010, Complete Response letter and you resubmission 
strategy for your NDA. 
 
This material consists of our preliminary responses to questions from your October 18, 
2010, meeting package and any additional comments in preparation for the discussion at 
the meeting scheduled for November 9, 2010, 9:30 – 10:30 AM, at the FDA White Oak 
campus, Building 22, Room 1309, between J & J and the Division of Anesthesia and 
Analgesia Products.  We are sharing this material to promote a collaborative and successful 
discussion at the meeting.   
 
The meeting minutes will reflect agreements, important issues, and any action items 
discussed during the meeting and may not be identical to these preliminary comments 
following substantive discussion at the meeting.  However, if these answers and comments 
are clear to you and you determine that further discussion is not required, you have the 
option of cancelling the meeting (please contact me to do so).  If you choose to cancel the 
meeting, this document will represent the official record of the meeting.  If you determine 
that discussion is needed for only some of the original questions, you have the option of 
reducing the agenda and/or changing the format of the meeting (e.g., from face-to-face to 
teleconference).   
 
It is important to remember that some meetings, particularly milestone meetings, can be 
valuable even if the pre-meeting communications are considered sufficient to answer the 
questions.  Note that if there are any major changes to your development plan, the purpose 
of the meeting, or the questions based on our preliminary responses, we may not be 
prepared to discuss or reach agreement on such changes at the meeting although we will try 
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to do so if possible.  If any modifications to the development plan or additional questions 
for which you would like Division feedback arise before the meeting, contact me to discuss 
the possibility of including these items for discussion at the meeting. 
 
Below are the questions from your October 18, 2010, briefing package in italicized font 
and the Division’s preliminary responses in bolded font. 
 

CHEMISTRY, MANUFACTURING, AND CONTROLS  
Question 1.  Does the Agency agree with our revised dissolution specifications? If it is not 
possible to provide an assessment of the specifications at this time, does the Agency agree 
with the approach we have taken in setting the specifications? 
 
FDA Response: 
We agree in general with the time points you have selected. In addition, the proposed 
specifications seem appropriate; however, their acceptability will be decided upon 
review of the submission of the complete response. 
 
 
BIOPHARMACEUTICAL DEVELOPMENT AND CLINICAL PHARMACOLOGY 
Question 2.  Does the Agency agree that bioequivalence has been established for the 4 
dosage strengths of the therapeutic dose range for tapentadol ER (TRF), i.e., 100, 150, 200, 
and 250 mg?    
 
FDA Response: 
Based on the information presented in the meeting package, it appears that 
bioequivalence (BE) has been established for the 4 strengths (i.e., 100, 150, 200, and 250 
mg) of the tapentadol ER tablet.  However, the acceptance of the study results will be a 
review issue. 
 
 
Question 3.  Does the Agency agree that a biowaiver request for the tapentadol ER 
intermediate strengths (100, 150, and 200 mg), that would include in vitro comparative 
dissolution profile data and f2 calculations, is not needed as bioequivalence studies have 
been conducted with the intermediate strengths and the study reports for these 
bioequivalence studies will be included in our response to the Complete Response Letter? 
 
FDA Response: 
Yes, we agree that a biowaiver request with supporting information for Tapentadol ER 
intermediate strengths (i.e., the 100, 150, and 200 mg) is not required provided that the 
Agency finds acceptable the in vivo BE studies conducted with these strengths in 
support of the bridging between the to-be-marketed formulation and the 
pilot/registration formulation. 
 
 
CLINICAL AND STATISTICAL 
Question 4.  Does the Agency agree that approval for the tapentadol to-be-marketed 50-mg 
TRF tablet could be granted based on the results of Study PAI-1059/HP82 and the following 
rationale: (i) the 50-mg dose is intended to be used only during initial titration, (ii) serum 
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tapentadol concentrations achieved with the 50-mg titration dose do not exceed the 
concentrations achieved with therapeutic doses (100 to 250 mg) of the tapentadol to-be-
marketed TRF formulation, (iii) comparable safety profiles have been documented with the 
50-mg to-be-marketed TRF and PR2 Phase 3 study formulations, (iv) a cross-study 
comparison demonstrated that the tapentadol to-be-marketed TRF formulation exhibits 
linear and predictable pharmacokinetics across the entire dose range (50 to 250 mg)?  
 
FDA Response: 
The results presented in the meeting package indicate that to-be-marketed 50 mg TRF 
tablet is NOT bioequivalent (Cmax 90% CI: 123 – 135) to Phase 3 PR2 formulation.   
 
However, the 50 mg tablet could potentially be approved after review of the rationale 
proposed above, including the data supporting the safety profile and the 
pharmacokinetics of the TRF formulation. 

 
 
Question 5.  Does the Agency agree with the contents of the proposed Complete Response 
Safety Update of NDA 200533? 
 
FDA Response: 
The contents of the proposed Complete Response Safety Update are acceptable. 
 
 
Question 6.  Does the Agency concur that the final Clinical Study Reports for Studies PAI-
3014/KF16 and PAI-3020/KF41 described in the 4-Month Safety Update do not need to be 
submitted with the Complete Response Safety Update?  
 
FDA Response: 
Since the final clinical study reports for Studies PAI-3014/KF16 and PAI-3020/KF41 
were submitted to IND 61,345, you do not need to resubmit them with the Complete 
Response Safety Update. 
 
 
Question 7.  Does the Agency agree with the Sponsor's plan to present ongoing clinical study 
data in a manner similar to that previously presented in the Integrated Summary of Safety of 
NDA 200533 and the 4-MSU? 
 
FDA Response: 
Yes, your plan is acceptable. 
 
 
Question 8.  For the tapentadol ER Complete Response Safety Update, are the proposals for 
the submission of post-marketing experience on tapentadol drug safety acceptable to the 
Agency? 
 
FDA Response: 
Yes, your proposal is acceptable. 
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You should provide me a hardcopy or electronic version of any materials (i.e., slides or 
handouts) to be presented and/or discussed at the meeting. 
 
If you have any questions, call me at (301) 796-1183. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dominic Chiapperino, Ph.D. 
Senior Regulatory Health Project Manager 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 
 

 

 
NDA 200533 MEETING REQUEST GRANTED 
 
 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
1125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen F. Dusek, R.Ph., RAC  
 Associate Director, Regulatory Affairs   
 
Dear Ms. Dusek: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Nucynta ER (tapentadol) Extended-Release Tablets, 50, 100, 
150, 200, and 250 mg. 
 
We also refer to your October 15, 2010, correspondence requesting a meeting to discuss your 
resubmission strategy for a second cycle review of NDA 200533, following our Complete 
Response action on October 1, 2010.  Your October 18, 2010 meeting briefing package is also 
acknowledged and under review.  Based on the statement of purpose, objectives, and proposed 
agenda, we consider the meeting a type A meeting.  
 
The meeting is scheduled as follows: 
 

Date: November 9, 2010 
Time: 9:30 – 10:30 AM 
Location: 10903 New Hampshire Avenue 
 White Oak Building 22, Conference Room 1309 
 Silver Spring, Maryland 20903 
 
CDER participants:  

Bob A. Rappaport, M.D., Director, Division of Anesthesia and Analgesia 
   Products (DAAP) 
Rigoberto Roca, M.D., Deputy Director, DAAP 
Ellen Fields, M.D., Medical Team Leader, DAAP 
Jin Chen, M.D., Medical Officer, DAAP 
Dominic Chiapperino, Ph.D., Senior Regulatory Health Project Manager, 
   DAAP 
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Suresh Doddapaneni, Ph.D., Team Leader, Division of Clinical  
   Pharmacology II (DCP2) 
David J. Lee, Ph.D., Clinical Pharmacologist, DCP2 
Dionne Price, Ph.D., Team Leader, Division of Biostatistics II (DB2) 
Yan Zhou, Ph.D., Biostatistics Reviewer, DB2 
Danae Christodoulou, Ph.D., Pharmaceutical Assessment Lead, Office  
   of New Drug Quality Assessment (ONDQA) 
Craig Bertha, Ph.D., Pharmaceutical Quality Reviewer, ONDQA 
Sandra Suarez Sharp, Ph.D., Biopharmaceutics Reviewer, ONDQA 
Patrick Marroum, Ph.D., Supervisory Biopharmaceutics Reviewer, ONDQA 
Angelica Dorantes, Ph.D., Biopharmaceutics Team Leader, ONDQA 

 
Please e-mail me any updates to your attendees at Dominic.Chiapperino@fda.hhs.gov, at least 
one week prior to the meeting.  For each foreign visitor, complete and email me the enclosed 
Foreign Visitor Data Request Form, at least two weeks prior to the meeting. A foreign visitor is 
defined as any non-U.S. citizen or dual citizen who does not have a valid U.S. Federal 
Government Agency issued Security Identification Access Badge.  If we do not receive the 
above requested information in a timely manner, attendees may be denied access.  
 
Please have all attendees bring valid photo identification and allow 15-30 minutes to complete 
security clearance.  Upon arrival at FDA, provide the guards with either of the following 
numbers to request an escort to the conference room:  Dominic Chiapperino, at X6-1183, or 
Cynthia Olsen, DAAP secretary, at X6-1602. 
 
If you have any questions, call me at (301) 796-1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Dominic Chiapperino, Ph.D. 
Senior Regulatory Health Project Manager 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
ENCLOSURE: Foreign Visitor Data Request Form 
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FOREIGN VISITOR DATA REQUEST FORM  
 

 
VISITORS FULL NAME  (First, Middle, Last)  

 
GENDER  
 
COUNTRY OF ORIGIN/CITZENSHIP  

 
DATE OF BIRTH (MM/DD/YYYY) 

 
 

 
PLACE OF BIRTH (city and country) 

 
 

 
PASSPORT NUMBER  
COUNTRY THAT ISSUED PASSPORT 
ISSUANCE DATE: 
EXPIRATION DATE: 

 
 
 
 
 

 
VISITOR ORGANIZATION/EMPLOYER    

  
 
MEETING START DATE AND TIME 

 
 

 
MEETING ENDING DATE AND TIME  

 
PURPOSE OF MEETING    

 
 

 
BUILDING(S) & ROOM NUMBER(S) TO BE VISITED 

 
 
 
 

 
WILL CRITICAL INFRASTRUCTURE AND/OR FDA 
LABORATORIES BE VISITED?  

 
 

   
 

 
HOSTING OFFICIAL  (name, title, office/bldg, room 
number, and phone number) 

 
 
 
 
 
 
 

 
ESCORT INFORMATION (If different from Hosting 
Official) 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring, MD 20993 

 
 

 
NDA 200533 ADVICE/INFORMATION REQUEST 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
1125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen F. Dusek, R.Ph., RAC  
 Associate Director, Regulatory Affairs   
 
Dear Ms. Dusek: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Nucynta ER (tapentadol) extended release tablets 50, 100, 
150, 200, and 250 mg. 
 
We also refer to your submissions dated November 30, 2009, and June 21, 2010. 
 
We are reviewing the proposed Risk Evaluation and Mitigation Strategy (REMS) section of your 
submission and have the following comments and information requests. Please note that these 
are interim comments. You will receive additional comments on your proposed REMS, REMS 
materials, and REMS supporting document as we continue our review of the application. In order 
to continue our evaluation of your NDA, we request a prompt written response. 

 
1. Regarding the proposed REMS document, please see Appendix A (Appendix B – clean 

version) to view revisions to the proposed REMS.  These revisions are consistent with 
current Agency standards for REMS for long-acting opioid analgesics for chronic pain. 

 
2. Regarding the Goals stated in the REMS, these have been reviewed and are acceptable. 
  
3. Regarding the Medication Guide, which will be dispensed with each Nucynta ER 

prescription in accordance with 21 CFR 208.24, detailed information on the distribution 
and dispensing of the Medication Guide has been deleted from the REMS document, 
and should be included in the REMS supporting document.  Specific comments on the 
Medication Guide will be provided in a separate communication. 
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4. Regarding the Elements to Assure Safe Use: 
 

a. See Appendix C (Appendix D for clean copy) for revisions to the Dear 
Healthcare Professional Letter. 

 
b. Rename the Nucynta ER prescribing brochure to the Healthcare Professional 

Educational Program: A Guide for Healthcare Professionals Who Prescribe or 
Dispense Nucynta ER.  A brochure may be perceived as promotional material, it 
may not be readily apparent that it contains important safety information. 

 
c. Include the following items under elements to assure safe use: 

• Dear Healthcare Professional Letter,  
• Healthcare Professional Educational Program: A Guide for Healthcare 

Professionals Who Prescribe or Dispense Nucynta ER, and 
• Nucynta ER Educational Confirmation Form 

 
d. The Dear Healthcare Professional letter should be available on the Ortho-

McNeil-Janssen Pharmaceuticals, Inc. website for a time period of one year after 
the date of the ‘initial’ mailing to targeted healthcare professionals.  

 
e. Replace the symbol "C-II", and include the following statement: "NUCYNTA 

ER is a Schedule II controlled substance (C-II).”  Alternatively, you can add the 
symbol next to the first sentence in the fourth paragraph:  "Nucynta ER contains 
tapentadol, which is a morphine-like opioid agonist and a Schedule II controlled 
substance (C-II) with an abuse liability similar to other opioid agonists, legal or 
illicit." 

 
f. The Dear Healthcare Professional letter mentions a Nucynta ER Healthcare 

Professional Training Program Kit.  To be consistent with terminology in (b), 
rename the kit to the “Healthcare Professional Educational Program Kit.”  
Provide an explanation of the purpose and the educational content of the kit in 
the proposed REMS and REMS supporting document. List all the components 
included in the kit.  

 
g. Remove the highlights of the Prescribing Information as an attachment to the 

Dear Healthcare Professional letter.  The highlights do not provide detailed 
safety information.  Instead, attach the prescribing information (PI), which 
includes a section of highlighted safety information.   

 
h. The initial mailing of the prescriber education material should include the 

following: 
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• An evaluation of patients’ understanding of the serious risks of Nucynta 
ER, 

• A report on periodic assessments of the distribution and dispensing of the 
Medication Guide in accordance with 21 CFR 208.24,  

• A report on failures to adhere to distribution and dispensing requirements, 
and corrective actions taken to address noncompliance, 

• A report on the status of the training program for healthcare providers, 
• An evaluation of health care providers’ awareness and understanding of 

the serious risks associated with Nucynta ER, 
• Specify measures used to increase awareness of surveys, 
• An analysis and summary of surveillance and monitoring activities for 

abuse, misuse, overdose, and addiction and any intervention taken 
resulting from signals of abuse, misuse, overdose, and addiction,   

• An analysis to evaluate utilization patterns including use in non-opioid 
tolerant patients, and  

• With respect to REMS goals, an assessment of the extent to which the 
elements to assure safe use are meeting the goals or whether the goals or 
such elements should be modified. 

 
8. Submit for review a detailed plan that will be used to evaluate patients’, and 

prescribers’ understanding about the safe use of Nucynta ER.  The proposed plan does 
not need to be submitted for FDA review prior to approval of the REMS; however, it 
should be submitted at least 90 days before the evaluation will be conducted.  The 
submission should be coded “REMS Correspondence.”  The submission should include 
all methodology and instruments that will be used to evaluate the knowledge about the 
risks associated with and safe use of Nucynta ER. 

 
9. Regarding the Survey Methodology: 
 

a. Recruit respondents using a multi-modal approach.  For example, respondents 
could be recruited, through physicians’ offices, pharmacies, managed care 
providers, consumer panels, or on-line.  Explain how often non-respondent 
follow-up or reminders will be performed.  If an incentive or honorarium is 
used, please provide details on what is offered and the estimated dollar value. 
Explain how recruitment sites will be selected. 

 
b. Define the sample size and confidence intervals associated with that sample size. 

 
c. Define the expected number of people that will be surveyed to obtain the 

proposed sample size, and how the sample will be determined (selection 
criteria). 

 
d. The sample should be demographically representative of the population who use 

the drug (patients), and prescribe the drug (doctors). 
 



NDA 200533 
Page 5 
 
 

e. If possible and appropriate, the sample should be diverse in terms of: age, race, 
ethnicity, sex, socio-economic status, education level, and geographically. 

 
f. List the inclusion criteria for patients and prescribers.  For example, eligible 

patient respondents must be: 
• Age 18 years or older, 
• Currently taking Nucynta ER or have taken the drug in the past 3 months, 
• Not currently participating in a clinical trial involving Nucynta ER, and   
• Not a healthcare provider. 

 
Submit any screener instruments, and describe if any quotas of sub-populations 
will be used. 
 

g. Explain how surveys will be administered and the intended frequency.  Offer 
respondents multiple options for completing the survey.  This is especially 
important for inclusion of the lower literacy population.   For example, surveys 
could be completed online, e-mail, in writing, by mail, over the phone, or in 
person.   Explain how surveyors will be trained. 

 
h. Explain how you would control for limitations or bias that may be associated 

with the methodology and survey instruments. 
 

i. Submit for review the introductory text that will be used to inform respondents 
about the purpose of the survey.  Potential respondents should be told that their 
answers will not affect their ability to take (patients) or prescribe (doctors) 
Nucynta ER, and that their answers and personal information will be kept 
confidential and anonymous. 

 
j. Respondents should not be eligible for more than one wave of the survey. 
 
k. Results should be analyzed on an item-by-item or variable-by-variable basis.  

The data may be presented using descriptive statistics, such as sample size, 
mean, standard deviation, median, minimum and maximum (for continuous 
variables), and frequency distributions (for categorical variables).  Data may be 
stratified by any relevant demographic variable, and presented in aggregate.  
Submit with your assessments all methodology and instruments that were 
utilized.   

 
10. Regarding the Assessment of Patients’ Knowledge: 

 
a. The assessment is not intended to evaluate patient comprehension of the 

Medication Guide.  Rather, the assessment is to evaluate the effectiveness of the 
REMS in achieving the goal by evaluating patients’ knowledge of the serious 
risks associated with use of Nucynta ER.  Other than when the patient received 
the Medication Guide at the time the prescription was filled/dispensed, 
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respondents should not be offered an opportunity to read or see the Medication 
Guide, Package Insert, or any other related educational materials again prior to 
taking the survey.  

 
b. Submit for review the survey instruments (questionnaires and/or moderator’s 

guide), including any background information on testing survey questions and 
correlation to the messages in the Medication Guide. 

 
c. The patient knowledge survey should include questions that ask about the 

specific risks or safety information conveyed in the Medication Guide to 
determine if the patient understands the information and knows what to do if 
they experience an adverse event.  Most of the risk-specific questions should be 
derived from information located in the “What is the Most Important 
Information I should know about Nucynta ER?” section of the Medication 
Guide.   
 
The risk-specific questions should not be biased or leading and multiple choice 
questions should include instructions to “select all that apply.”  Each question 
should have an “I don’t know” answer option.   
 
The order of the multiple choice responses should be randomized on each 
survey. 

 
d. Order the patient questions so the risk-specific questions are asked first, 

followed by questions about receipt of the Medication Guide.  Demographic 
questions should be collected last or as part of any screener questions. 
 
Respondents should not have the opportunity or ability to go back to previous 
questions in the survey. 
 
Explain if and when any education will be offered for incorrect responses. 

 
e. Include questions about receipt of the Medication Guide in the patient survey as 

a way to fulfill the obligation to report on the distribution of the Medication 
Guide. 

 
f. Prior to the questions about receipt of the Medication Guide, include text that 

describes a Medication Guide.  For example,  
 

Now we are going to ask you some questions about the Medication 
Guide you may have received with Nucynta ER.  The Medication Guide 
is a paper handout that contains important information about the risks 
associated with use of Nucynta ER and how to use Nucynta ER safely.  
Medication Guides always include the title “Medication Guide” followed 
by the word Nucynta ER and its pronunciation.  The Medication Guide 
usually has sections titled “What is the most important information I 
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should know about Nucynta ER,” “What is Nucynta ER,” and “Who 
should not take Nucynta ER.” 

 
g. Use the following (or similar) questions to assess receipt and use of the 

Medication Guide. 
 

Who gave you the Medication Guide for Nucynta ER? (Select all that 
apply) 
a) My doctor or someone in my doctor’s office 
b) My pharmacist or someone at the pharmacy 
c) Someone else - please explain: _______________________ 
d) I did not get a Medication Guide for Nucynta ER. 
 
Did you read the Medication Guide?    
a) All,  
b) Most,  
c) Some,  
d) None 
 
Did you understand what you read in the Medication Guide?    
a) All,  
b) Most,  
c) Some,  
d) None 
 
Did someone offer to explain to you the information in the Medication 
Guide?  
a) Yes, my doctor or someone in my doctor’s office  
b) Yes, my pharmacist or someone at the pharmacy 
c) Yes, someone else – please explain: _________________ 
d) No 
 
Did you accept the offer? Yes or No 
 
Did you understand the explanation that was given to you?   
a) All, 
b) Most, 
c) Some, 
d) None  
 
Did or do you have any questions about the Medication Guide?  Yes or 
No (If Yes, list your question(s) below) Note: This is an open text field 
that should be grouped/coded by you prior to your submission to the 
FDA. 



NDA 200533 
Page 8 
 
 

 
11. Regarding the Assessment of Healthcare Providers’ (prescribers) Knowledge: 
 

a. The assessment should evaluate how effective the REMS is in achieving the 
goal(s), by evaluating healthcare providers’ knowledge of:   
• the serious risks associated with use of Nucynta ER,  
• how to properly prescribe Nucynta ER, and  
• how to properly monitor for the serious risks associated with the use of 

Nucynta ER.   
 

The assessment is not intended to assess healthcare providers’ comprehension of 
the educational materials.   
 
Respondents should not be offered an opportunity to read or see any educational 
materials (prescribing information, communications, promotional materials, 
websites, videos, etc.) again prior to taking the survey.   

 
b. Submit for review the survey instruments (questionnaires and/or moderator’s 

guide), including any background information on testing survey questions and 
correlation to the messages in any educational materials. 

 
c. The healthcare provider knowledge survey should include a section with 

questions asking about the specific risks and safety information conveyed in the 
educational materials.   Questions should not be biased or leading, and multiple 
choice questions should include instructions to “select all that apply.”  Each 
question should have an “I don’t know” answer option.  The order of the 
multiple choice responses should be randomized on each survey. 

 
d. Order the survey questions so the risk-specific questions are asked first, 

followed by questions about receipt of the educational materials.  Demographic 
questions should be collected last or as part of any screener questions. 

 
Respondents should not have the opportunity or ability to go back to previous 
questions in the survey. 
 
Explain if and when any education will be offered for incorrect responses. 

 
e. Use the following (or similar) questions to assess receipt and use of the 

educational materials. 
 

Prior to today, which of the following were you aware of or received 
with regard to Nucynta ER? (Select all that apply) 
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e) I did not receive the Healthcare Professional Educational 
Program: A Guide for Healthcare Professionals Who Prescribe or 
Dispense Nucynta ER. 

 
Do you have any questions about any of the educational materials related 
to Nucynta ER?  Yes or No (If Yes, list your question(s) below)   Note: 
This is an open text field that should be grouped/coded by you prior to 
your submission to the FDA.   

 
12. Remove all trademark symbols from the REMs and REMs supporting document except 

for the trademark symbols after the initial use of the trade name in the REMS and 
REMS supporting document.  

 
13. Submit revisions for the proposed REMS with appended materials, the REMS 

Supporting Document, and all other materials in WORD format.  It is preferable that the 
entire REMS and appended materials be a single WORD document.  Please provide a 
track changes and clean version of all revised materials and documents. 

 
 
We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  Additional revisions maybe 
needed so that the REMS and REMS supporting documents are consistent with the final labeling.  
 
In conformance with the prescription drug user fee reauthorization agreements, these comments 
do not reflect a final decision on the information reviewed and should not be construed to do so.  
These comments are preliminary and subject to change as we finalize our review of your 
application. In addition, we may identify other information that must be provided before we can 
approve this application.  If you respond to these issues during this review cycle, depending on 
the timing of your response, and in conformance with the user fee reauthorization agreements, 
we may not be able to consider your response before we take an action on your application 
during this review cycle. 
 
If you have any questions, call Dominic Chiapperino, Regulatory Project Manager, at (301) 796-
1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Parinda Jani 
Chief, Project Management Staff 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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Appendix E - Nucynta ER Educational Confirmation Form with track changes.   
Appendix F - Nucynta ER Educational Confirmation Form, clean copy 
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NDA 200533 GENERAL ADVICE 
 
 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen F. Dusek, R.Ph., RAC  
 Associate Director, Regulatory Affairs   
 
Dear Ms. Dusek: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Nucynta ER (tapentadol) extended release tablets. 
 
We also refer to your submissions dated March 11, April 30, May 13, June 4, and July 23, 2010. 
 
We note the questions to the Division in your June 4, 2010, submission, in which you proposed 
new bioequivalence (BE) studies to support the bridging between the to-be-marketed (TBM) 
tamper-resistant formulation (TRF) of tapentadol extended release tablets and the formulation of 
tapentadol extended release tablets used in pivotal clinical trials (i.e., PR2).  The Division issued 
a Discipline Review letter on August 11, 2010, to inform you of the deficiencies identified by the 
biopharmaceutics review team after completing their review of the above referenced 
submissions.  The completed biopharmaceutics review of your application, as amended, permits 
us to now provide responses to your questions in the June 4, 2010 submission, as follows: 
 

Question 1.  Does the Agency agree that the proposed BE studies in the fasted state 
comparing TBM TRF of 150 and 200 mg to Phase 3 PR2 will complete the bridge for these 
two dosage strengths? 
 
FDA Response: 
No, we do not agree. The composition of the 50 mg strength is not proportionally similar to 
the 100 mg strength and these two strengths are not proportionally similar to the higher 
strengths (i.e., 150, 200, and 250 mg).  Therefore, to support all the dosage strengths (i.e., 50, 
100, 150, 200, and 250 mg) of TBM TRF manufactured at the Gurabo site, you need to 
conduct and submit the results from the following studies: 
 

1. In vivo BE studies (TBM TRF to Phase 3 PR2) of the 50 and 250 mg strengths 
under fasting conditions; and 
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2. Dissolution profile comparisons with similarity f2 testing (i.e., 50 mg vs. 100 mg; 
250 mg vs. 150 mg; and 250 mg vs. 200 mg) in at least three dissolution media 
(e.g., pH 1.2, 4.5 and 6.8). 

 
 
Additional comment: 
You were advised in our August 11, 2010, letter that your dissolution specifications and 
acceptance criteria, based on IVIVC models, would need to be revised.  To support your 
revised dissolution acceptance criteria, submit the following information: 

• Revised dissolution specifications for all the proposed strengths of TBM TRF 
tapentadol ER tablets; 

• Dissolution profile data (raw data and mean values) from all the batches tested in 
the above BE studies; 

• Data from the BE studies bridging the clinical trial formulations to the TBM TRF; 
and 

• Dissolution profile comparison data.  
 

 
Question 2. Does the Agency agree that no further exploration of bioequivalence and food 
effect beyond the data obtained from the following studies is necessary for bridging between 
the PR2 formulation used in clinical studies and the TBM TRF? 

 
• PAI-1055/HP67 (Relative bioavailability of the TBM TRF and PR2 250 mg tablets, 

fed), 
• PAI-1034/HP42 (Bioequivalence of TRF registration and PR2 50 mg tablets, fasted), 
• PAI-1046/HP61 (Bioequivalence of TRF registration and PR2 100 mg tablets, 

fasted), and 
• PAI-1033/HP31 (Bioequivalence of TRF registration and PR2 250 mg tablets, 

fasted). 
 

FDA Response: 
Refer to our response to Question 1.  The in vivo BE studies should be performed under 
fasting conditions.  It is not necessary to assess BE under fed conditions. 

 
Question 3.  Does the Agency agree that the 2 above points enables the Sponsor to 
commercialize all 5 dose strengths (50, 100, 150, 200, and 250 mg) of TRF manufactured at 
the commercial manufacturing site in Gurabo upon approval? 
 
FDA Response: 
No, we do not agree.  Refer to our response to Question 1. 
 
Question 4.  Final Clinical Study Reports for the pivotal BE studies at 150 and 200 mg will 
be available in August 2010. Given that submission of these reports will occur after Month 7 
of the review cycle, would the Agency consider granting an extension of the PDUFA date for 
NDA 200533? 
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FDA Response: 
Pivotal BE studies need to be performed for 50 mg and 250 mg strengths.  Refer to our 
response to Question 1.  An extension of the PDUFA date, as provided for in 21CFR Part 
314.60(b)(1), would be considered if results from pivotal BE studies are submitted within the 
last 90 days of the review cycle.  However, an extension may not be granted if it is likely that 
the extension period would not be sufficient to review the submitted data and complete the 
required inspection(s).   
 
Question 5.  Does the Agency agree that additional BE studies are required for 50, 100, and 
250 mg and that these study reports can be submitted in a staggered fashion to the NDA 
during a cycle extension, if granted? 
 
FDA Response: 
Refer to our response to Questions 1 and 4.  Although you may submit additional study 
reports during a cycle extension, if granted, the remaining time in the extension may or may 
not be adequate to review the data and perform any required inspection(s).   

 
If you have any questions, call Dominic Chiapperino, Regulatory Project Manager, at (301) 796-
1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Bob. A. Rappaport, M.D. 
Director 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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NDA 200533 DISCIPLINE REVIEW LETTER 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
1125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen F. Dusek, R.Ph., RAC  
 Associate Director, Regulatory Affairs   
 
Dear Ms. Dusek: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Nucynta ER (tapentadol) extended release tablets 50, 100, 
150, 200, and 250 mg. 
 
We also refer to your submissions dated March 11, April 30, May 13, June 4, and July 23, 2010. 
 
We note the teleconference held between FDA staff and Johnson and Johnson (J&J) on April 21, 
2010, as reflected in the meeting minutes submitted by J&J on May 13, 2010.  One of the 
important outcomes of the teleconference, reflected in J&J’s minutes, was that the FDA 
biopharmaceutics review team conveyed to J&J its finding that the In-Vitro/In-Vivo Correlation 
(IVIVC) models submitted with the NDA were inadequate to support the bridging strategy 
between clinical study batches and the to-be-marketed (TBM) tamper resistant formulation 
(TRF). 
 
We also note your submission dated June 4, 2010, containing proposals and descriptions of new 
bioequivalence studies and your questions to the Division regarding these proposals.  We will 
address these questions in a separate communication that provides our responses and 
recommendations. 
 
Our review of the biopharmaceutics section of your NDA submission, as amended, is complete 
and we have identified the following deficiencies.     
 
Deficiencies: 

1. Your proposed IVIVC models do not support the bridging of the clinical study batches to 
the TBM TRF. 

 
2. The re-constructed IVIVC models using individual plasma concentrations are not 

acceptable for the following reasons: 
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• The models submitted on July 23, 2010, still include a mathematical term that has no 
mechanistic foundation and, therefore, are not acceptable. 

• The models using the individual subject concentrations failed the external validation, 
indicating a lack of robustness. 

 
3. The proposed dissolution acceptance criteria for TBM TRF tapentadol ER tablets were 

based on the proposed IVIVC models.  Because these models were not accepted, these 
dissolution acceptance criteria will need to be revised.  

 
We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so.  These comments are 
preliminary and subject to change as we finalize our review of your application. In addition, we 
may identify other information that must be provided before we can approve this application.  If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may not be able to consider 
your response before we take an action on your application during this review cycle. 
 
If you have any questions, call Dominic Chiapperino, Regulatory Project Manager, at (301) 796-
1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Parinda Jani 
Chief, Project Management Staff 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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NDA 200533 MEETING DENIED 
 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen F. Dusek, R.Ph., RAC  
 Associate Director, Regulatory Affairs   
 
Dear Ms. Dusek: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Nucynta ER (tapentadol) extended release tablets. 
 
We also refer to your May 13, 2010, correspondence requesting a type A meeting to discuss new 
bioequivalence studies intended for bridging between tapentadol drug product formulations.  We 
are denying the meeting because the issues and questions presented in the meeting request 
submission do not warrant a type A meeting.  The Division is currently considering the 
information provided in the May 13th submission, and the impact these concerns may have upon 
the review cycle for NDA 200533, and will respond to your questions in writing and within a 
reasonable period of time. 
 
If you have any questions, you may call Dominic Chiapperino, Regulatory Project Manager, at 
(301) 796-1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Parinda Jani 
Chief, Project Management Staff 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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NDA 200533 REMS NOTIFICATON LETTER 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen Dusek, R.Ph., RAC 
      Associate Director, Regulatory Affairs 
 
 
Dear Ms. Dusek: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for TRADENAME (tapentadol) extended-release (ER) 
tablets.  
 
We also refer to your proposed Risk Evaluation and Mitigation Strategy (REMS) voluntarily 
submitted on November 30, 2009, received December 1, 2009. 
 
RISK EVALUATION AND MITIGATION STRATEGY REQUIREMENTS 
 
Section 505-1 of the FDCA authorizes FDA to require the submission of a REMS if FDA 
determines that such a strategy is necessary to ensure that the benefits of the drug outweigh its 
risks (section 505-1(a)).   
 
In accordance with section 505-1 of the FDCA, we have determined that a REMS is necessary 
for tapentadol ER to ensure that the benefits of the drug outweigh its risks of abuse, misuse, and 
overdose, as well as the risk of use of tapentadol ER in non-opioid-tolerant individuals. 
 
As you know, we are considering what REMS elements should be implemented for a number of 
opioid products, including modified-release opioids, to address the risks of abuse, misuse, 
overdose, and addiction and the risks of use in non-opioid-tolerant individuals.  Once we 
determine the necessary elements of the class-wide REMS, we will notify you in writing and you 
will be required to submit a modified REMS incorporating those elements.   
 
We are in the process of reviewing your proposed REMS provided in your NDA submission 
dated November 30, 2009.  We believe that the Medication Guide and the communication plan 
will not be adequate to ensure adequate training of healthcare providers to address the risks of 
abuse, misuse, and overdose, as well as the risk of use of tapentadol ER in non-opioid tolerant 
individuals, and to prevent the occurrence of serious adverse events associated with those risks.  
Therefore, we have determined that the REMS for tapentadol ER must contain an element to 
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assure safe use, specifically healthcare provider training under 505-1(f)(3)(A), to ensure that the 
benefits of the drug outweigh the risks described above. 
 
Based on our current understanding of the risks, your proposed REMS must include the 
following: 
 

Medication Guide:  As one element of a REMS, FDA may require the development of a 
Medication Guide as provided for under 21 CFR Part 208.  Pursuant to 21 CFR Part 208, 
FDA has determined that tapentadol ER poses a serious and significant public health concern 
requiring the distribution of a Medication Guide.  The Medication Guide is necessary for 
patients’ safe and effective use of tapentadol ER.  FDA has determined that tapentadol ER is 
a product for which patient labeling could help prevent serious adverse effects, and that has 
serious risks (relative to benefits) of which patients should be made aware because 
information concerning the risks could affect patients’ decisions to use, or continue to use 
tapentadol ER.  Under 21 CFR Part 208, you are responsible for ensuring that the Medication 
Guide is available for distribution to patients who are dispensed tapentadol ER. 
 
Elements to Assure Safe Use:  We have determined that elements to assure safe use are 
necessary to mitigate serious risks listed in the labeling of tapentadol ER.  In addition, we 
have determined that a Medication Guide and a communication plan are not sufficient to 
mitigate these serious risks.  Your REMS must include tools to manage these risks, including 
at least the following: 
 
A plan to ensure that tapentadol ER will only be prescribed by healthcare providers who have 
particular training about the information described below [under 505-1(f)(3)(A)].  At a 
minimum, the plan shall require that: 

 
(a) Healthcare providers are trained about: 

(i) Proper patient selection 
(ii) Appropriate dosing and administration  
(iii) General opioid use including information about opioid abuse and how to 

identify patients who are at risk for addiction 
(iv) The risks of abuse, misuse, overdose, and addiction from exposure to 

opioids, including tapentadol ER  
(v) The risks of tapentadol ER including: 

1. The risk of overdose caused by exposure to an essentially immediate-
release form of tapentadol due to broken, chewed, crushed, or dissolved 
tapentadol ER   

2. The risk of addiction from exposure to tapentadol ER  
3. The risk of use in non-opioid-tolerant individuals 

(vi) Information to counsel patients on the need to store opioid analgesics safely 
out of reach of children and household acquaintances 

(vii) The importance of providing each patient a Medication Guide with each 
prescription and instructing the patient to read it. 

(b) Healthcare providers are retrained periodically, at a specified interval. 
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Timetable for Submission of Assessments:  The proposed REMS must include a timetable 
for submission of assessments that shall be no less frequently than every 6 months for the 
first two years and annually thereafter.  You should specify the reporting interval (dates) that 
each assessment will cover and the planned date of submission to the FDA of the assessment.  
To facilitate inclusion of as much information as possible while allowing reasonable time to 
prepare the submission, the reporting interval covered by each assessment should conclude 
no earlier than 60 days before the submission date for that assessment. For example, the 
reporting interval covered by an assessment that is to be submitted by July 31st should 
conclude no earlier than June 1st. 
 
Each assessment must assess the extent to which the elements to assure safe use of your 
REMS are meeting the goals of your REMS and whether the goals or elements should be 
modified. 
 
Your proposed REMS submission should include two parts: a “proposed REMS” and a 
“REMS supporting document.”  Attached is a template for the proposed REMS that you 
should complete with concise, specific information (see Appendix A).  Include information 
in the template that is specific to your proposed REMS for tapentadol ER.  Additionally, all 
relevant proposed REMS materials including educational and communication materials 
should be appended to the proposed REMS. Once FDA finds the content acceptable and 
determines that the application can be approved, we will include these documents as an 
attachment to the approval letter that includes the REMS.  The REMS, once approved, will 
create enforceable obligations. 
 
The REMS supporting document should be a document explaining the rationale for each of 
the elements included in the proposed REMS (see Appendix B).  

 
The REMS assessment plan should include but may not be limited to: 

 
a. An evaluation of patients’ understanding of the serious risks of tapentadol ER. 
b. A report on periodic assessments of the distribution and dispensing of the Medication 

Guide in accordance with 21 CFR 208.24. 
c. A report on failures to adhere to distribution and dispensing requirements, and corrective 

actions taken to address noncompliance. 
d. A report on the status of the training program for healthcare providers.  
e. An evaluation of healthcare providers’ awareness and understanding of the serious risks 

associated with tapentadol ER (for example, through surveys of healthcare providers). 
f. Specification of measures that would be taken to increase awareness if surveys of 

healthcare providers indicate that healthcare provider awareness is not adequate. 
g. An analysis and summary of surveillance and monitoring activities for abuse, misuse and 

overdose, and any intervention taken resulting from signals of abuse, misuse, and 
overdose. 

h. A claims study to evaluate tapentadol ER utilization patterns including opioid-tolerant 
utilization patterns before and after implementation of the REMS.  

i. With respect to REMS goals, an assessment of the extent to which the elements to assure 
safe use are meeting the goals or whether the goals or such elements should be modified. 
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Before we can continue our evaluation of this NDA, you will need to submit the revised 
proposed REMS. 
 
Prominently identify subsequent submissions related to the proposed REMS with the following 
wording in bold capital letters at the top of the first page of the submission: 
 
 NDA 200533 

PROPOSED REMS - AMENDMENT  
 

If you do not submit electronically, please send 5 copies of your REMS-related submissions. 
 

If you have any questions, call Dominic Chiapperino, Regulatory Project Manager, at 301-796-
1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Larissa Lapteva, M.D., M.H.S. 
Deputy Director for Safety 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
 
 
Enclosure: REMS Template A and B 
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Appendix A- REMS Template 
<<If you are not proposing to include one of the listed elements, include a statement that the element is not 
necessary.>> 
 

Application number TRADE NAME (DRUG NAME)  

Class of Product as per label 
 

Applicant name 
Address 

Contact Information 
 
 

 PROPOSED RISK EVALUATION AND MITIGATION STRATEGY (REMS) 

I.  GOAL(S):   

 List the goals and objectives of the REMS. 

II.  REMS ELEMENTS: 
 
 A.  Medication Guide or PPI 
If a Medication Guide is included in the proposed REMS, include the following:  

A Medication Guide will be dispensed with each [drug name] prescription.  [Describe in detail 
how you will comply with 21 CFR 208.24.] 

 
B.  Communication Plan 

If a Communication Plan is included in the proposed REMS, include the following:  

 [Applicant] will implement a communication plan to healthcare providers to support 
implementation of this REMS. 
 
List elements of communication plan.  Include a description of the intended audience, including 
the types and specialties of healthcare providers to which the materials will be directed.  Include 
a schedule for when and how materials will be distributed.  Append the printed material and web 
shots to the REMS Document. 
 

C.  Elements To Assure Safe Use 
 
If one or more Elements to Ensure Safe Use are included in the proposed REMS, include the 
following:  
List elements to assure safe use included in this REMS.  Elements to assure safe use may, to 
mitigate a specific serious risk listed in the labeling, require that:  
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A.  Healthcare providers who prescribe [drug name] have particular training or experience, or are 
specially certified.  Append any enrollment forms and relevant attestations/certifications to 
the REMS; 

B.  Pharmacies, practitioners, or healthcare settings that dispense [drug name] are specially 
certified.  Append any enrollment forms and relevant attestations/certifications to the REMS; 

C. [Drug name] may be dispensed to patients only in certain healthcare settings (e.g., hospitals); 
D. [Drug name] may be dispensed to patients with documentation of safe-use conditions; 
E.  Each patient using [drug name] is subject to certain monitoring.  Append specified 

procedures to the REMS; or 
F. Each patient using [drug name] be enrolled in a registry.  Append any enrollment forms and 

other related materials to the REMS Document. 
 

D.  Implementation System 
 
If an Implementation System is included in the proposed REMS, include the following: 
Describe the implementation system to monitor and evaluate implementation for, and work to 
improve implementation of, Elements to Assure Safe Use (B), (C), and (D), listed above. 
 

E. Timetable for Submission of Assessments 
 

For products approved under an NDA or BLA, specify the timetable for submission of 
assessments of the REMS.  The timetable for submission of assessments shall be no less frequent 
than by 18 months, 3 years, and in the 7th year after the REMS is initially approved. You should 
specify the reporting interval (dates) that each assessment will cover and the planned date of 
submission to the FDA of the assessment.  To facilitate inclusion of as much information as 
possible while allowing reasonable time to prepare the submission, the reporting interval covered 
by each assessment should conclude no earlier than 60 days before the submission date for that 
assessment. For example, the reporting interval covered by an assessment that is to be submitted 
by July 31st should conclude no earlier than June 1st. 
    
Include the following paragraph in your REMS:  
 
COMPANY will submit REMS Assessments to the FDA <<Insert schedule of assessments: at a 
minimum, by 18 months, by 3 years and in the 7th year from the date of approval of the 
REMS.>> To facilitate inclusion of as much information as possible while allowing reasonable 
time to prepare the submission, the reporting interval covered by each assessment should 
conclude no earlier than 60 days before the submission date for that assessment.  COMPANY 
will submit each assessment so that it will be received by the FDA on or before the due date.    
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Appendix B 
 

REMS Supporting Document Template 
 
This REMS Supporting Document should include the following listed sections 1 through 5, as 
well as a table of contents.  If you are not proposing to include one of the listed elements, the 
REMS Supporting Document should simply state that the element is not necessary.  Include in 
section 3 the reason you believe each of the potential elements you are proposing to include in 
the REMS is necessary to ensure that the benefits of the drug outweigh the risks.   
 
 1.  Background 
 
 2.  Goals 
 
 3.  Supporting Information on Proposed REMS Elements 
 

a.  Additional Potential Elements 
i.   Medication Guide 
ii.   Patient Package Insert 
 iii. Communication Plan 

b.  Elements to Assure Safe Use, including a statement of how the elements to assure 
safe use will mitigate the observed safety risk 

c.  Implementation System 
d.  Timetable for Assessment of the REMS 

 
 4.  Information Needed for Assessments 
 
 5.  Other Relevant Information 
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1

Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Tuesday, April 13, 2010 2:17 PM
To: 'Dusek, Kathleen [PRDUS]'
Subject: Information Request, DSI

Kathleen F. Dusek, R.Ph., RAC
Associate Director, Regulatory Affairs
Johnson & Johnson Pharmaceutical
Research & Development, L.L.C.

Dear Katie,
 
Please refer to your NUCYNTA (tapentadol) ER New Drug Application (NDA 200533) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act.

The Division of Scientific Investigations (DSI) has identified the need for some additional information, as 
follows.

The following requests concern Protocol KF5503/23 (Grünenthal) aka Protocol R331333-PAI-3011 (J&JPRD) 
entitled “A Randomized Double-Blind, Placebo- and Active-Control, Parallel-arm, Phase 3 Trial with Controlled 
Adjustment of Dose to Evaluate the Efficacy and Safety of CG5503 Extended-Release (ER) in Subjects with 
Moderate to Severe Chronic Low Back Pain” and Protocol KF5503/36 (Grünenthal) aka Protocol R331333-
PAI-3015 (J&JPRD) entitled “A Randomized-Withdrawal Phase III Study Evaluating the Safety and Efficacy of 
CG5503 Extended-Release (ER) in Subjects with Painful Diabetic Peripheral Neuropathy (DPN)”: 

I. Please provide the following information concerning clinical trial data:
1. Name, address and contact information of all CROs used in the conduct of the clinical trials.
2. The location (actual physical site where documents are maintained and would be available for 

inspection) for all source data generated by the CROs with respect to their roles and responsibilities in 
conduct of respective studies.

3. The location (actual physical site where documents are maintained and would be available for 
inspection) of sponsor/monitor files (e.g. monitoring master files, drug accountability files, SAE files, 
etc.).

II. Please provide the following information concerning the eDiaries used in each of the trials:
1. Information concerning the electronic diary including instructions for use provided to subjects and 

investigators during the trial. Please include a description of support services available to subjects and 
investigators during the trial.

2. Please document the nature of the data generated by the electronic diary and describe the procedures 
used by the clinical investigator to collect and review the electronic diary.

3. During the clinical trial, did sites retain the data in paper form or have access electronically? If 
electronic access, please describe. 

4. Data captured on the eCRFs and the eDiaries were provided to the CI on CD(s) at the close of the 
study. Please state who provided the CD(s) and the contents of the CD(s).

5. Concerning the software:
a. Who designed and developed the software?
b. Could it be modified, or has it been modified? If so, by whom?
c. Has the software been validated? Who validated the software?
d. What was the process used to validate the software? How was the validation process 

documented?
e. Were error logs maintained (for errors in software and systems) and do they identify corrections 

made?
f. If data could be modified, how would the sponsor be aware of any changes?

6. Concerning data flow:
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a. Who was authorized to access the system and enter data or change data?
b. Is there an audit trail to record changes to subject entries, including who, when, and why the 

change was made?
c. Are there edit checks and data logic checks for acceptable ranges of values?
d. How are the data transmitted from the subject to the sponsor or CRO?

7. Concerning computerized system security:
a. How was system access managed, e.g., access privileges, authorization/deauthorization 

procedures, physical access controls? Are there records describing the names of authorized 
personnel, their titles, and a description of their access privileges?

b. What methods were used to access computerized systems, e.g., identification code/password 
combinations, tokens, biometric signatures, electronic signatures, digital signatures?

c. How were the data secured in case of disasters, e.g., power failure? Are there contingency plans 
and backup files?

d. Were there controls in place to prevent, detect, and mitigate effects of computer viruses on study 
data and software?

e. Were controls in place to prevent data from being altered, browsed, queried, or reported via 
external software applications that do not enter through the protective system software?  

f. When and how was data accessible to the clinical investigator?
8. Were there written procedures for software validation, data collection, and computerized system 

security?
9. To facilitate our understanding of how data were transmitted from the eDiary and prepared for 

submission to the Agency, please provide a flow diagram that tracks the course of data generated by 
the subject through submission in the NDA. Please also include a diagram that tracks the course of the 
data to the clinical investigator for archiving at the end of the trial. The diagram should identify who was 
responsible for each step in the process and should also specify points in dataflow where an audit trail 
exists. 

III. Request for specific protocol information and site level and subject level data:
For the following protocols and sites: Protocol KF5503/23 (Grünenthal) aka Protocol R331333-PAI-3011 
(J&JPRD) entitled “A Randomized Double-Blind, Placebo- and Active-Control, Parallel-arm, Phase 3 Trial with 
Controlled Adjustment of Dose to Evaluate the Efficacy and Safety of CG5503 Extended-Release (ER) in 
Subjects with Moderate to Severe Chronic Low Back Pain” Pamela Amador, M.D. site 49, and Protocol 
KF5503/36 (Grünenthal) aka Protocol R331333-PAI-3015 (J&JPRD) entitled “A Randomized-Withdrawal 
Phase III Study Evaluating the Safety and Efficacy of CG5503 Extended-Release (ER) in Subjects with Painful 
Diabetic Peripheral Neuropathy (DPN)” the following 3 sites:

1. Daniel Whittington, M.D., site 1478
2. Bret Wittmer, M.D., site 1477 and 
3. Allan Soo, M.D., site 1460

Please provide the information listed below:
A. For each protocol, please provide an electronic copy of the protocol and blank eCRF.
B. Please provide the following site-specific individual subject data (“line”) listings by subject number, from 

the datasets:
1. Listings by site and subject, of screened subjects and reason for subjects who did not meet 

eligibility requirements
2. Listing by site and subject, of treatment assignment (randomization)
3. Listings by site and subject, of drop-outs and discontinued subjects with date and reason
4. Listings by site of evaluable subjects/ non-evaluable subjects and reason not evaluable
5. Listings by site and subject, of AEs, SAEs, deaths and dates
6. Listings by site and subject, of protocol violations and/or deviations reported in the NDA, 

description of the deviation/violation and dates
7. Listings by site and subject, of the primary endpoint the NRS and the date entered into the diary. 

Please provide all the data listings that comprised the NRS scores for the primary endpoint, 
including baseline values. 

8. Listings by site and by subject, of rescue and concomitant medications and dates taken. 
9. Listings by site and by subject, of study drug administration and date dispensed(placebo, active 

comparator and test article)
10. Listings by site and subject of SOWS and COWS and the date of the value
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Note: Listings 3 through 10 above can be arranged either by subject number numerical order or by subject 
number numerical order within treatment groups.

IV. Additional request
For Protocol KF23, please state the reason why two headaches reported by subjects in the eDiary were not 
captured as adverse events in the clinical database at Dr. Whittington’s site (site number 001478).

If you have any questions about this information request please call me.

Sincerely,

Dominic Chiapperino, Ph.D. 
Senior Regulatory Health Project Manager
FDA, Center for Drug Evaluation and Research
Division of Anesthesia and Analgesia Products
10903 New Hampshire Avenue
Building 22, Room 3134
Silver Spring, MD 20993
Office phone: (301) 796-1183
Facsimile: (301) 796-9723
Dominic.Chiapperino@fda.hhs.gov
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 200533 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Ortho-McNeil-Janssen Pharmaceuticals, Inc. 
c/o Johnson & Johnson Pharmaceutical Research & Development, L.L.C. 
1125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, New Jersey 08560-0200 
 
ATTENTION: Kathleen F. Dusek, RPh, RAC 
                         Associate Director, Regulatory Affairs 
  
Dear Ms. Dusek: 
 
Please refer to your New Drug Application (NDA) dated November 30, 2009, received  
December 1, 2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Tapentadol 
Extended-release Tablets, 50 mg, 100 mg, 150 mg, 200 mg and 250 mg. 
 
We also refer to your December 11, 2009, correspondence, received December 11, 2009, requesting review of your 
proposed proprietary name, Nucynta ER.  We have completed our review of the proposed proprietary name, 
Nucynta ER and have concluded that this is an acceptable nomenclature strategy for this product. However, in our 
review of the proposed proprietary name we identified some risk of confusion between Nucynta and Nucynta ER 
since these products overlap in strength (i.e., 50 mg and 100 mg).  Thus, in order to minimize the risk of confusion 
between Nucynta ER and Nucynta, we recommend at the time of product launch you inform healthcare practitioners 
about the differences between Nucynta ER and currently marketed Nucynta product, and clearly communicate the 
dosing differences and frequency of administration for each product.   
 
The proposed proprietary name, Nucynta ER, will be re-reviewed 90 days prior to the approval of the NDA. If we 
find the name unacceptable following the re-review, we will notify you. 
  
If any of the proposed product characteristics as stated in your December 11, 2009, submission are altered prior to 
approval of the marketing application, the proprietary name should be resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary name review 
process, contact Bola Adeolu, Safety Regulatory Project Manager in the Office of Surveillance and Epidemiology, 
at (301) 796-4264.  For any other information regarding this application contact the Office of New Drugs (OND) 
Regulatory Project Manager, Dominic Chiapperino at (301) 796-1183.   
 

Sincerely, 
               

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

 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-200533 ORIG-1 ORTHO MCNEIL

JANSSEN
PHARMACEUTICA
LS INC

TAPENTADOL

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

CAROL A HOLQUIST
03/09/2010



1

Chiapperino, Dominic

From: Chiapperino, Dominic
Sent: Tuesday, March 09, 2010 3:43 PM
To: 'Dusek, Kathleen [PRDUS]'
Subject: New information request

Kathleen F. Dusek, R.Ph., RAC
Associate Director, Regulatory Affairs
Johnson & Johnson Pharmaceutical
Research & Development, L.L.C.

Dear Katie,
 
Please refer to your NUCYNTA (tapentadol) ER New Drug Application (NDA) submitted under section 505(b) 
of the Federal
Food, Drug, and Cosmetic Act.

Our clinical review team and the Controlled Substance Staff have identified a need for some additional 
information.

For this information request, the treatment groups include double-blind (DB) placebo, DB oxycodone CR, 
open-label (OL) oxycodone CR, all oxycodone CR, DB tapentadol ER, OL tapentadol ER, and all tapentadol 
ER.  We request that you include datasets for these analyses.

1. Submit an analysis of possible abuse-related MedDRA terms (listed below) by treatment group in the 
pooled controlled dose adjustment DB and OL Phase 3 studies of tapentadol ER (i.e., Studies KF24, KF11, 
KF12, and KF23).  Include only events that occurred after the initial dose of study medication up until the 
last day of study medication dosing.  Include the following possible abuse-related MedDRA terms (exclude 
HTN and dementia terms):

Euphoria mood, euphoria, euphoric, exaggerated well-being, excitement excessive, feeling high, 
felt high, high, high feeling, laughter, elevated mood, mood elevate, elation, feeling abnormal, 
cotton wool in head, feeling dazed, feeling floating, feeling strange, feeling weightless, felt like a 
zombie, floating feeling, foggy feeling in head, funny episode, fuzzy, fuzzy head, muzzy head, 
spaced out, unstable feeling, weird feeling, spacey, feeling drunk, drunkenness feeling of, drunk-
like effect, intoxicated, stoned, drugged, feeling of relaxation, feeling relaxed, relaxation, relaxed, 
increased well-being, excessive happiness, dizziness: dizziness and giddiness, felt giddy, 
giddiness, light headedness, light-headed, light-headed feeling, lightheadedness, swaying 
feeling, wooziness, woozy, thinking abnormal, abnormal thinking, thinking irrational, wandering 
thoughts, hallucination, illusions, flashbacks, floating, rush, feeling addicted, inappropriate affect, 
elation inappropriate, exhilaration inappropriate, feeling happy inappropriately, inappropriate 
affect, inappropriate elation, inappropriate laugher, inappropriate mood elevation, somnolence: 
groggy, groggy and sluggish, groggy on awakening, stupor, mental disturbance, 
depersonalization, psychomotor stimulation, mood disorders, emotional and mood disturbances, 
deliria, delirious, mood altered, mood alterations, mood instability, mood swings, emotional 
liability, emotional disorder, emotional distress, personality disorder, impatience, abnormal 
behavior, delusional disorder, irritability, memory loss, amnesia, memory impairment, decreased 
memory, cognition and attention disorders and disturbances, decreased concentration, cognitive 
disorder, disturbance in attention, mental impairment, mental slowing, mental disorders, drug 
tolerance, habituation, drug withdrawal syndrome, substance-related disorders, psychosis, 
psychotic episode or disorder, hostility, anger, paranoia, confusion, disorientation: confusional 
state, disoriented, disorientation, confusion, disconnected, derealization, dissociation, detached, 
fear symptoms, depersonalization, perceptual disturbances, thinking disturbances, thought 
blocking, sensation of distance from one's environment, blank stare, muscle rigidity, non-
communicative, sensory distortions, slow slurred speech, agitation, excitement, increased pain 
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threshold, loss of a sense of personal identity.

2. Submit two analyses of all MedDRA preferred terms by treatment group in the follow-up period in pooled 
Studies KF24, KF11, KF12, and KF23.  For the first analysis, include only events that started within the 
following period:  the day after the last dose of study medication up until the follow-up visit (i.e., 4 days 
after the last dose).  For the second analysis, include events that started the day after the last dose up until 
the follow-up telephone call (i.e., 10-14 days after the last dose).  For these analyses, exclude patients who 
entered the open-label extension study.  

If you have any questions about this information request please call me.

Sincerely,

Dominic Chiapperino, Ph.D. 
Senior Regulatory Health Project Manager
FDA, Center for Drug Evaluation and Research
Division of Anesthesia, Analgesia, and Rheumatology
    Products
10903 New Hampshire Avenue
Building 22, Room 3134
Silver Spring, MD 20993
Office phone: (301) 796-1183
Facsimile: (301) 796-9723
Dominic.Chiapperino@fda.hhs.gov
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o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

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

 
 
• If the application is affected by the AIP, has the 

division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:       

 

⌧ Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

⌧  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments: No review issues yet identified. 

  Not Applicable 
⌧ FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 
• Clinical pharmacology study site(s) inspections(s) 

needed? 
 

  YES 
⌧ NO 

BIOSTATISTICS 
 
 
 
Comments: No review issues yet identified. 
 

  Not Applicable 
⌧ FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments: No review issues yet identified. 
 

  Not Applicable 
⌧ FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       

⌧  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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PRODUCT QUALITY (CMC) 
 
 
 
Comments: A substantive review of the CMC sections 
is already comlpeted and a DR letter will be sent, 
separate from 74-day letter. 

  Not Applicable 
⌧  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 
 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments: A new consult will not be needed.  The 
reasons why are documented in the completed CMC 
review. 
 

  Not Applicable 
 

 YES 
⌧  NO 
 
⌧ YES 

  NO 
 

 YES 
⌧ NO 
 

Quality Microbiology (for sterile products) 
 
• Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:       

 

⌧ Not Applicable 
 

 YES 
  NO 

 
 

Facility Inspection 
 
• Establishment(s) ready for inspection? 
 
 
� Establishment Evaluation Request (EER/TBP-EER) 

submitted to DMPQ? 
 

 
Comments:       
 

  Not Applicable 
 
⌧  YES 

  NO 
 
⌧ YES 

  NO 

Facility/Microbiology Review (BLAs only) 
 
 
 
Comments:       

⌧ Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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• notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 
filing letter; For NDAs/NDA supplements: see CST for choices) 

 
• notify DMPQ (so facility inspections can be scheduled earlier) 

⌧  Send review issues/no review issues by day 74 
 

 Other 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original application is likely to be a 505(b)(2) application if: 
 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application, 

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any 
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

 
Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 200533 FILING COMMUNICATION 
 
 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
1125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen F. Dusek, R.Ph., RAC  
 Associate Director, Regulatory Affairs   
 
Dear Ms. Dusek: 
 
Please refer to your new drug application (NDA) dated November 30, 2009, received December 
1, 2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for 
NUCYNTA (tapentadol) ER Tablets 50, 100, 150, 200, and 250 mg. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, this application is considered filed 60 days 
after the date we received your application in accordance with 21 CFR 314.101(a).  The review 
classification for this application is Standard.  Therefore, the user fee goal date is October 1, 
2010. 
 
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 September 2, 2010. 
 
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review.   Deficiencies and review 
issues relating to chemistry, manufacturing, and controls have been identified and will be 
communicated to you in a separate Discipline Review letter. 
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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 in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.   
 
Pediatric studies conducted under the terms of section 505B of the Federal Food, Drug, and 
Cosmetic Act (the Act) may also qualify for pediatric exclusivity under the terms of section 
505A of the Act.  If you wish to qualify for pediatric exclusivity please consult the Division of 
Anesthesia, Analgesia, and Rheumatology Products.  Please note that satisfaction of the 
requirements in section 505B of the Act alone may not qualify you for pediatric exclusivity 
under 505A of the Act. 
 
We acknowledge receipt of your requests for a partial waiver and a partial deferral of pediatric 
studies for this application.  Once we have reviewed your requests, we will notify you if the 
partial waiver and/or partial deferral requests are denied. 
 
If you have any questions, call Dominic Chiapperino, Senior Regulatory Health Project 
Manager, at (301) 796-1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Bob A. Rappaport, M.D. 
Director 
Division of Anesthesia, Analgesia, and 
  Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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23. The following preliminary comments pertain to the proposed product labeling. 
 

a. Revise the DESCRIPTION section of the package insert to comply with 21 CFR 
201.57(c)(12), i.e., to state the quantity or proportion of the active ingredient for 
each strength. 
 

b. Revise the DESCRIPTION section to include the pharmacological or therapeutic 
class of the drug, as per 21 CFR 201.57(c)(12). 
 

c. Revise the SPL Drug Listing Data Elements tables’ “Basis of Strength” entries to 
the free-base, i.e., “tapentadol”, as is appropriate based on what is indicated in the 
“Strength” entries. 
 

d. Confirm that  is an inactive ingredient in the 250 mg 
strength.  If not, make the appropriate modification to the SPL Drug Listing Data 
Elements table for that strength. 

 
 
We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified.  In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so.  These comments are 
preliminary and subject to change as we finalize our review of your application. In addition, we 
may identify other information that must be provided before we can approve this application.  If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may not be able to consider 
your response before we take an action on your application during this review cycle. 
 
If you have any questions, call Dominic Chiapperino, Senior Regulatory Health Project 
Manager, at (301) 796-1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Parinda Jani 
Chief, Project Management Staff 
Division of Anesthesia, Analgesia, and  
Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research  

 

(b) (4)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR DDMAC LABELING REVIEW CONSULTATION 

**Please send immediately following the Filing/Planning meeting** 
 
TO:  
CDER-DDMAC-RPM  
ATTN: Wayne Amchin, Mathilda Fienkeng, Twyla Thompson 
 

 
FROM: (Name/Title, Office/Division/Phone number of requestor) 

Division of Anesthesia, Analgesia, and  
   Rheumatology Products - Dr. Bob Rappaport, M.D., Director 
Point-of-contact: Dominic Chiapperino, Ph.D., Senior 
Regulatory Health Project Manager, 301-796-1183     
   

REQUEST DATE 
Jan. 22, 2010 

 
IND NO. 
 

 
NDA/BLA NO. 

NDA 200553 

 
TYPE OF DOCUMENTS 
(PLEASE CHECK OFF BELOW) 

 
NAME OF DRUG 
NUCYNTA (tapentadol) ER 
Tablets 

 
PRIORITY CONSIDERATION 

S 

 
CLASSIFICATION OF DRUG 

Type 3 

 
DESIRED COMPLETION DATE  
(Generally 1 week before the wrap-up meeting) 
 
July 20, 2010 

NAME OF FIRM: 

Johnson & Johnson on behalf of Ortho-McNeil-Janssen 
Pharmaceuticals Inc. 

PDUFA Date: Oct. 1, 2010 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 
(Check all that apply) 
⌧ PACKAGE INSERT (PI)  
� PATIENT PACKAGE INSERT (PPI) 
⌧ CARTON/CONTAINER LABELING 
⌧ MEDICATION GUIDE 
� INSTRUCTIONS FOR USE(IFU) 

 
TYPE OF APPLICATION/SUBMISSION 
⌧  ORIGINAL NDA/BLA 
�  IND 
�  EFFICACY SUPPLEMENT 
�  SAFETY SUPPLEMENT 
�  LABELING SUPPLEMENT 
�  PLR CONVERSION 
 

 
REASON FOR LABELING CONSULT 
⌧ INITIAL PROPOSED LABELING 
�  LABELING REVISION 
 
 

EDR link to submission:   
 
\\CDSESUB1\EVSPROD\NDA200533\200533.enx 
 
 
Please Note:  There is no need to send labeling at this time.  DDMAC reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  The DDMAC reviewer will contact you at a later date to obtain the substantially 
complete labeling for review. 
 
COMMENTS/SPECIAL INSTRUCTIONS: 
 
Mid-Cycle Meeting: April 29, 2010 
 
Labeling Meetings: June 21, August 5 and 26, and September 7, 2010 
 
Wrap-Up Meeting: July 29, 2010  
 

 
SIGNATURE OF REQUESTER    Dominic Chiapperino (signed electronically) 
 
 
SIGNATURE OF RECEIVER 
 
 

 
METHOD OF DELIVERY (Check one) 

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

DOMINIC CHIAPPERINO
01/22/2010



 

 

 
DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
Office of Surveillance and Epidemiology 
ATTN: Abolade Adeolu, Chris Wheeler, Mary Dempsey 

 
FROM:  

Division of Anesthesia, Analgesia, and  
   Rheumatology Products -- Dr. Bob Rappaport, M.D. 
Point-of-contact: Dominic Chiapperino, Ph.D., Senior 
Regulatory Project Manager, 301-796-1183    

DATE 
December 28, 2009 

 
IND NO. 
 

 
NDA NO. 

200533 

 
TYPE OF DOCUMENT 

Original submission 

 
DATE OF DOCUMENT 

Recvd. December 1, 2009 
 
NAME OF DRUG 
Nucynta (tapentadol) ER 

 
PRIORITY CONSIDERATION 

S 

 
CLASSIFICATION OF DRUG 

Type 3 

 
DESIRED COMPLETION DATE 

August 1, 2010 
NAME OF FIRM: Johnson & Johnson on behalf of Ortho-McNeil-Janssen Pharmaceuticals, Inc. 
 

REASON FOR REQUEST 
 

I. GENERAL 
 
�  NEW PROTOCOL 
�  PROGRESS REPORT 
�  NEW CORRESPONDENCE 
�  DRUG ADVERTISING 
�  ADVERSE REACTION REPORT 
�  MANUFACTURING CHANGE/ADDITION 
�  MEETING PLANNED BY 

 
�  PRE--NDA MEETING 
�  END OF PHASE II MEETING 
�  RESUBMISSION 
�  SAFETY/EFFICACY 
�  PAPER NDA 
�  CONTROL SUPPLEMENT 

 
�  RESPONSE TO DEFICIENCY LETTER 
�  FINAL PRINTED LABELING 
�  LABELING REVISION 
�  ORIGINAL NEW CORRESPONDENCE 
�  FORMULATIVE REVIEW 
⌧  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

 
�  TYPE A OR B NDA REVIEW 
�  END OF PHASE II MEETING 
�  CONTROLLED STUDIES 
�  PROTOCOL REVIEW 
�  OTHER (SPECIFY BELOW): 

 
�  CHEMISTRY REVIEW 
�  PHARMACOLOGY 
�  BIOPHARMACEUTICS 
�  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
�  DISSOLUTION 
�  BIOAVAILABILTY STUDIES 
�  PHASE IV STUDIES 

 
�  DEFICIENCY LETTER RESPONSE 
�  PROTOCOL-BIOPHARMACEUTICS 
�  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

 
�  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
�  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
�  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
�  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
�  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
�  SUMMARY OF ADVERSE EXPERIENCE 
�  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
 �  CLINICAL 

 
 �  PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS: 
Please review these various sections of this new NDA (#200533, with PDUFA date, Oct. 1, 2010) from a drug safety and risk management perspective.   

• Package Insert labeling 
• Medication Guide labeling 
• Carton and Container labeling 
• Proposed REMS as part of risk management plan (includes Medication Guide and Communication Plan) 

This drug product is an opioid schedule II compound (tapentadol) in an extended release formulation.   An immediate release formulation is already approved and marketed (NDA 
22-304).   NDA 200533 is fully electronic (eCTD format) and all files can be found at: \\CDSESUB1\EVSPROD\NDA200533\200533.ENX 
Some relevant files are also saved at: <\\Fdsfs01\ode2\Dominic Chiapperino\NDA 200533 Nucynta-tapentadol-ER>  This network folder will also be used for shared files/editing. 
All questions and requests can be sent to Dominic Chiapperino, Senior Regulatory Project Manager.  FYI, the assigned Medical Officer reviewing the NDA is Eric Brodsky. 
 
SIGNATURE OF REQUESTER 
Dominic Chiapperino (signed electronically) 

 
METHOD OF DELIVERY (Check one) 

⌧  MAIL   �  HAND 
 
SIGNATURE OF RECEIVER 

 
SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):   
Controlled Substance Staff (CSS, HFD-009) 
ATTN:  Corinne Moody 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):   
Division of Anesthesia, Analgesia, and Rheumatology 
Products -- Dr. Bob Rappaport, M.D. 
point-of-contact:  
Dominic Chiapperino, Ph.D., Senior Regulatory Project 
Manager, 301-796-1183 

 
DATE 

December 18, 2009 

 
IND NO. 

                   
   

 
NDA NO.  
200533 

 
TYPE OF DOCUMENT 
Original Submission 
NDA 

 
DATE OF DOCUMENT 
recvd: December 1, 2009 

 
NAME OF DRUG 

NUCYNTA (tapentadol) ER 
Tablets 

 
PRIORITY CONSIDERATION 

No 

 
CLASSIFICATION OF DRUG 

      

 
DESIRED COMPLETION DATE 

August 1, 2010 

NAME OF FIRM:  Johnson & Johnson on behalf of Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE / ADDITION 
  MEETING PLANNED BY 

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
  PRIORITY P NDA REVIEW 
  END-OF-PHASE 2 MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

 
  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:   
The Division requests that you please review this new NDA from a controlled substance/abuse potential perspective 
and provide written feedback by August 1, 2010.  
If you require additional items or clarification from the sponsor, please send those requests to DAARP as soon as 
you are aware of them. Please provide any feedback or deficiencies you wish shared with the sponsor in “letter-
ready” format. 
 
This is a fully electronic NDA, available here:  \\CDSESUB1\EVSPROD\NDA200533\200533.ENX 
 
Please contact Dominic Chiapperino, RPM, DAARP (HFD-170), at 301-796-1183 with any questions. 
 



 
 
 
SIGNATURE OF REQUESTOR 

Dominic Chiapperino (electronically signed) 

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO:  (Division/Office) 

Patrick Marroum, Ph.D., Biopharm. Review Expert 

 
FROM: 

Craig M. Bertha, Ph.D., ONDQA, Div I 
 
DATE 
10-DEC-2009 

 
IND NO. 

IND 61345 

 
NDA NO. 

N200533 

 
TYPE OF DOCUMENT 

Original NDA [505(b)(1)] 

 
DATES OF DOCUMENTS 

30-NOV-2009 
 
NAME OF DRUG 

Nucynta (tapentadol) Extended 
Release Tablets 

 
PRIORITY CONSIDERATION 

3 

 
CLASSIFICATION OF DRUG 

S 

 
DESIRED COMPLETION 
Mid-cycle meeting (May 1, 
2010) 

 
NAME OF FIRM: Novartis Pharmaceuticals Corporation 
 

REASON FOR REQUEST 
 

I.  GENERAL 
 

 NEW PROTOCOL 
 PROGRESS REPORT 
 NEW CORRESPONDENCE 
 DRUG ADVERTISING 
 ADVERSE REACTION REPORT 
 MANUFACTURING CHANGE/ADDITION 
 MEETING PLANNED BY                                        

 
 PRE-NDA MEETING 
 END OF PHASE II MEETING 
 RESUBMISSION 
 SAFETY/EFFICACY 
 PAPER NDA 
 CONTROL SUPPLEMENT 

 
 RESPONSE TO DEFICIENCY 

LETTER 
 FINAL PRINTED LABELING 
 LABELING REVISION 
 ORIGINAL NEW 

CORRESPONDENCE 
 FORMULATIVE REVIEW 

X OTHER (Specify below) 
 

II.  BIOMETRICS 
 

STATISTICAL EVALUATION BRANCH 
 

STATISTICAL APPLICATION BRANCH 
 

 TYPE A OR B NDA REVIEW 
 END OF PHASE II MEETING 
 CONTROLLED STUDIES 
 PROTOCOL REVIEW 
 OTHER 

 
 CHEMISTRY 
 PHARMACOLOGY 
 BIOPHARMACEUTICS 
 OTHER 

 
III.  BIOPHARMACEUTICS 

 
 DISSOLUTION 
 BIOAVAILABLITY STUDIES 
 PHASE IV STUDIES 

 
 DEFICIENCY LETTER RESPONSE 
 PROTOCOL-BIOPHARMACEUTICS 
 IN-VIVO WAIVER REQUEST 

 
IV.  DRUG EXPERIENCE 

 
 PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
 DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED 

DIAGNOSES 
 CASE REPORTS OF SPECIFIC REACTIONS (List below) 
 COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG 

GROUP 

 
 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND 

SAFETY 
 SUMMARY OF ADVERSE EXPERIENCE 
 POISON RISK ANALYSIS 

 
V.  SCIENTIFIC INVESTIGATIONS 

 
 CLINICAL 

 
 PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS:  Please see attached. 
cc: Orig. NDA # 200533 
ONDQA/DIV I/CBertha 
ONDQA/DIV I/PPeri 
ONDQA/DIV I/DChristodoulou 
OND/DAARP/PJani 
 
SIGNATURE OF REQUESTER 

 
METHOD OF DELIVERY (Check one)      MAIL                 HAND 

 
SIGNATURE OF RECEIVER 

 
SIGNATURE OF DELIVERER 



NDA 200533 Consult to Biopharm. Review Expert in ONDQA p. 2 
 

COMMENTS/SPECIAL INSTRUCTIONS: Please evaluate the acceptability of the In vitro – In vivo 
Correlation that the applicant claims to have established and validated to predict that the ER registration 
and the to-be-marketed batches are bioequivalent.  The following overview is reproduced from section 2.3 
of the Clinical Overview in module 2 of the electronic (eCTD) application. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
 
NDA 200533 
 NDA ACKNOWLEDGMENT 
 
 
 
Ortho-McNeil-Janssen Pharmaceuticals, Inc.  
c/o Johnson & Johnson Pharmaceutical  
     Research & Development, L.L.C.  
125 Trenton-Harbourton Road, P.O. Box 200 
Titusville, NJ 08560 
 
Attention: Kathleen F. Dusek, R.Ph., RAC  
 Associate Director, Regulatory Affairs   
 
Dear Ms. Dusek: 
 
We have received your new drug application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: NUCYNTA (tapentadol) ER Tablets 50, 100, 150, 200, and 250 mg  
 
Date of Application: November 30, 2009 
 
Date of Receipt: December 1, 2009 
 
Our Reference Number:  NDA 200533 
 
 
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 January 30, 2010, 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. 
 



NDA 200533 
Page 2 
 
 
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: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Anesthesia, Analgesia, and Rheumatology 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/DrugMasterFil
esDMFs/ucm073080.htm 
 
If you have any questions, call me at (301) 796-1183. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Dominic Chiapperino, Ph.D. 
Senior Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and 

Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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