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

 
NDA #/Product Name: NDA 203794/Nucynta (tapentadol) oral solution, 20 mg/mL 
 
PMR Description: 

Deferred pediatric study under PREA: A pharmacokinetic, efficacy, and 
safety study of Nucynta for the management of moderate to severe 
acute pain in pediatric patients ages 6 to less than 17 years. 

 
PMR Schedule Milestones: Final Protocol Submission:  05/31/2014 
 Study/Trial Completion:  09/30/2018 
 Final Report Submission:  03/31/2019 
 Other: N/A   
 

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

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

 
We are deferring submission of this required pediatric study (to evaluate the 
pharmacokinetics, efficacy, and safety of Nucynta in pediatric patients ages 6 to less than 
17 years) for this application because Nucynta oral solution is ready for approval for use in 
adults and the pediatric study has not been completed. 
 

 

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

To obtain adequate data to describe the dosing, efficacy, and safety of Nucynta in pediatric patients 
ages 6 to less than 17 years. 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

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

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

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

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

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

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

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

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

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

The study must evaluate the pharmacokinetics, efficacy, and safety of Nucynta (tapentadol) 
in pediatric patients ages 6 to less than 17 years.   

 
Required 

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

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

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

Pharmacokinetic, efficacy, and safety study or clinical trial 
 

Agreed upon: 

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

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

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

      
 Other 

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

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

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine 
the safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug 
quality.  
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PMR/PMC Development Template 
 
This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

 
NDA #/Product Name: NDA 203794/Nucynta (tapentadol) oral solution, 20 mg/mL 
 
PMR Description: 

Deferred pediatric study under PREA: A pharmacokinetic, efficacy, and 
safety study of Nucynta for the management of moderate to severe 
acute pain in pediatric patients ages birth to 5 years. 

 
PMR Schedule Milestones: Final Protocol Submission:  03/31/2017 
 Study/Trial Completion:  07/31/2021 
 Final Report Submission:  12/31/2021 
 Other: N/A   
 

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

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

 
We are deferring submission of this required pediatric study (to evaluate the 
pharmacokinetics, efficacy, and safety of Nucynta in pediatric patients ages birth to 5 years) 
for this application because Nucynta oral solution is ready for approval for use in adults and 
the pediatric study has not been completed. 
 

 

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

To obtain adequate data to describe the dosing, efficacy, and safety of Nucynta in pediatric patients 
ages birth to 5 years. 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

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

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

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

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

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

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

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

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

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

The study must evaluate the pharmacokinetics, efficacy, and safety of Nucynta (tapentadol) 
in pediatric patients ages birth to 5 years.   

 
Required 

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

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

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

Pharmacokinetic, efficacy, and safety study or clinical trial 
 

Agreed upon: 

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

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

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

      
 Other 

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

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

 

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

REGULATORY PROJECT MANAGER LABELING REVIEW  
 

 
Application: NDA 203794  
 
Name of Drug: Nucynta (tapentadol) oral solution, 20 mg/mL, for proposed indication, 
management of moderate to severe acute pain in adults 
 
Applicant:  Janssen Pharmaceuticals, Inc. 
 

Labeling Reviewed 
 
Submission Date:  Orig. December 15, 2011; revised labeling in July 12, 2012 amendment; 
revised Carton & Container labels in August 3, 2012 amendment; and final revised labeling in 
October 15, 2012 amendment.   
  
Receipt Date:  Submissions received December 15, 2011, and July 12, August 3, and October 
15, 2012 

 
Background and Summary Description:   
NDA 203794 for Nucynta oral solution represents a new dosage form from the already-approved 
NDA 022304 for Nucynta (tapentadol) immediate-release tablets.   The Sponsor’s original NDA 
submission on December 15, 2011, contained their proposed package insert and Medication 
Guide intended to be common labeling with already-approved Nucynta immediate-release 
tablets.  The patient labeling for the oral solution also includes Instructions for Use to provide 
detailed instructions for patients to describe how to accurately administer their dose of Nucynta 
oral solution. DMEPA, the Patient Labeling Team in DMPP, and both professional and 
consumer reviewers in OPDP all filed separate reviews in DARRTS for Nucynta oral solution 
labeling.   
 

Review 
 
The FDA sent a broad set of comments to the Sponsor on June 13, 2012, concerning the package 
insert and Medication Guide, instructing the Sponsor to submit revised labeling for Nucynta oral 
solution that is not based on common labeling with Nucynta IR tablets.  The Sponsor was also 
directed to make Nucynta oral solution labeling more consistent where possible with updated 
labeling recently negotiated for Nucynta ER (NDA 200533).  The Sponsor resubmitted the 
package insert, Medication Guide, and Instructions for Use on July 12, 2012.  
 
The core review team members incorporated their recommended labeling changes to the group-
edited package insert and the resulting substantially complete package insert was provided to the 
consulted groups, OPDP and PLT, on September 6, 2012. 
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The information request (email) to Sponsor dated October 10, 2012, concerning the package 
insert, Medication Guide, and Instructions for Use, incorporated the labeling recommendations 
of the core review team and of PLT and OPDP, based on their reviews in DARRTS.  After an 
additional exchange of comments, the Sponsor submitted their final amendment on October 15, 
2012, accepting all FDA revisions.  
 
DMEPA comments about Carton & Container labeling were communicated to the Sponsor in an 
Information Request email on July 12, 2012.  Carton & Container labeling was resubmitted on 
August 3, 2012, incorporating all of the changes FDA had requested. 
 
All final labeling is appended to this labeling review. 

 
Recommendations 

 
The Nucynta oral solution package insert, Medication Guide, and Instructions for Use submitted 
on October 15, 2012, and the Carton & Container labeling submitted on August 3, 2012, 
represents agreed-upon labeling and can be approved. 
 
 
 
 
        
Dominic Chiapperino, Ph.D.      10-15-12 

Regulatory Project Manager      Date 
 
 
 
 
 

Reference ID: 3203583

42 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page



---------------------------------------------------------------------------------------------------------
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
10/15/2012

Reference ID: 3203583























 

Version: 1/24/12 11

 
Reviewer: 
 

David J. Lee Y Clinical Pharmacology 
 

TL: 
 

Yun Xu Y 

Reviewer: 
 

No clinical studies 
submitted, no assigned 
reviewer 

n/a Biostatistics  
 

TL: 
 

Dionne Price Y 

Reviewer: 
 

Armaghan Emami Y Nonclinical 
(Pharmacology/Toxicology) 

TL: 
 

Adam Wasserman Y 

Reviewer: 
 

Craig Bertha Y Product Quality (CMC) 
 

TL: 
 

Danae Christodoulou Y 

Reviewer: 
 

Bryan Riley N Quality Microbiology (for sterile 
products) 

TL: 
 

Stephen Langille N 

Reviewer: 
 

Zhong Li N Facility Review/Inspection  

TL: 
 

n/a n/a 

Reviewer: 
 

Denise Baugh Y OSE/DMEPA (proprietary name) 

TL: 
 

Lubna MerchanT Y 

Reviewer: 
 

n/a n/a OSE/DRISK (REMS) 

TL: 
 

n/a n/a 
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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 

 
• Abuse Liability/Potential 
 
 
 
Comments: none 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• 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 PHARMACOLOGY 
 
 
 
Comments: Since biowaiver was granted and BE study, 
therefore, is not pivotal, no inspections will be requested 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

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

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments: none 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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PRODUCT QUALITY (CMC) 
 
 
 
Comments: There was discussion, introduced at the 
filing meeting by the biopharmaceutics team in 
ONDQA, about whether the biowaiver granted prior to 
NDA submission should stand, given that the 
formulation contains sucrulose which is thought to affect 
bioavailability.  If FDA decided that the biowaiver 
should not have been granted, the application would not 
have been deemed fileable.  The issue was resolved 
between DAAAP and ONDQA, and documented in the 
memo filed by acting Director of ONDQA, Dr. Christine 
Moore, PhD.  As documented by Dr. Moore, the 
biowaiver that was granted would stand, and the 
bioequivalence data available for the oral solution versus 
the IR tablet would not be considered a pivotal BE study, 
although the clinical pharmacology team agreed to 
review the study during the review cycle.  No comments 
would need to be included in the 74-day letter, as an 
information request for the available BE data had been 
sent prior to the filing/74-day letter issuing. 
 

  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: none 
 

  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: none 

 

  Not Applicable 
 

 YES 
  NO 
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 BLA/BLA supplements: If filed, send 60-day filing letter 
 

 If priority review: 
• 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 OMPQ (so facility inspections can be scheduled earlier) 

  Send review issues/no review issues by day 74 
 

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

 BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 
the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found at: 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027822] 

 Other:   
 

 
 
        
Dominic Chiapperino      3/9/12 
Regulatory Project Manager     Date 
 
Parinda Jani       3/9/12 
Chief, Project Management Staff     Date 
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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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FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
Division of Consumer Drug Promotion (DCDP) 
 
 

 

****Pre-decisional Agency Information**** 

Memorandum 
 

Date:  September 28, 2012 
  
To:  Dominic Chiapperino, Regulatory Project Manager 
  Division of Anesthesia, Analgesia, and Addiction Products (DAAAP) 
 
From:   L. Shenee Toombs, Regulatory Review Officer, DCDP 
 
CC:   Eunice Chung-Davies, Pharm.D., Regulatory Review Officer  
  Division of Professional Drug Promotion (DPDP) 
  Olga Salis, Senior Regulatory Health Project Manager (OPDP) 
  Michael Wade, Regulatory Health Project Manager (OPDP) 
       
Subject: NDA 203794 
  DCDP labeling comments for NUCYNTA (tapentadol) Oral Solution, CII 
  Medication Guide    

DCDP has reviewed the Medication Guide (Med Guide) for NUCYNTA (tapentadol) Oral 
Solution-CII (Nucynta) which was submitted for consult on March 23, 2012. DCDP used 
DMPP's tracked changes version of the Med Guide as the base document for review.  
DMPP's review of the Med Guide is being provided to the Reviewing Division under 
separate cover.  We conferred with DMPP to the extent possible for consistency in our 
comments. 
 
Thank you for the opportunity to comment on these proposed materials. 
 
If you have any questions, please contact Shenee’ Toombs at (301) 796-4174 or 
latoya.toombs@fda.hhs.gov. 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy Initiatives 
Division of Medical Policy Programs 

 

PATIENT LABELING REVIEW 

Date: September 20, 2012  

To: Bob A. Rappaport, MD 
Director 
Division of Anesthesia, Analgesia, and Addiction 
Products (DAAAP) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 

Barbara Fuller, RN, MSN, CWOCN 
Team Leader, Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: 

 
Sharon R. Mills, BSN, RN, CCRP 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 

 
Subject: 

 
DMPP Review of Patient Labeling: Medication Guide (MG) 
and Instructions for Use (IFU)  
 

 
Drug Name (established 
name):   

 
NUCYNTA (tapentadol) 
 

Dosage Form and Route: oral solution 

Application 
Type/Number:  

NDA 203-794 

Applicant: Janssen Pharmaceuticals, Inc. 
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1 INTRODUCTION 

On December 15, 2011, Janssen Pharmaceuticals, Inc. submitted for the Agency’s 
review an original New Drug Application (NDA) 203-794 for Nucynta (tapentadol) 
oral solution.  Nucynta (tapentadol) oral solution is indicated for the relief of 
moderate to severe acute pain in adults. On March 23, 2012, DAAAP requested that 
the Division of Medical Policy Programs (DMPP) review the Applicant’s proposed 
Medication Guide (MG) and Instructions for Use (IFU) for Nucynta (tapentadol) 
oral solution. 

On June 13, 2012 the Division of Anesthesia, Analgesia, and Addiction Products 
(DAAAP) sent an Information Request (IR) to the Applicant by email. The IR 
requested that the Applicant submit an amendment to their pending application for 
Nucynta (tapentadol) oral solution, including revisions of the: 
• Prescribing Information and Medication Guide to make both specific for Nucynta 

oral solution rather than as common labeling with Nucynta immediate-release oral 
tablets.  DAAAP decided to discontinue the Medication Guide for Nucynta 
immediate-release oral tablets, and no longer considers it appropriate or 
practicable for Nucynta immediate-release oral tablets and Nucynta oral solution 
to have common product labeling.   

• Prescribing Information to make the labeling consistent with revisions made to 
Nucynta ER product labeling (as submitted April 18, 2012) for such sections of 
the Nucynta oral solution package insert that can or should have language 
common for all tapentadol product labeling.  

• Medication Guide for Nucynta oral solution to better address concerns of 
overdosage and medication errors in dispensing and administering 20 mg/mL 
tapentadol oral solution.  

This review is written in response to a request by DAAAP for DMPP to review the 
Applicant’s proposed Medication Guide (MG) and Instructions for Use (IFU) for 
Nucynta (tapentadol) oral solution. DMPP conferred with the Division of Medication 
Error, Prevention, and Analysis (DMEPA) and the enclosed IFU review comments 
are collaborative from DMPP and DMEPA.     
 

2 MATERIAL REVIEWED 

• Draft NUCYNTA (tapentadol) oral solution Medication Guide (MG) received on 
December 15, 2011 and further revised on July 12, 2012, and received by DMPP 
on September 6, 2012.  

• Draft NUCYNTA (tapentadol) oral solution Instructions for Use (IFU) received 
on December 15, 2011 and further revised on July 12, 2012 and received by 
DMPP on September 6, 2012.  

• Draft Prescribing Information (PI) received on December 15, 2011, revised by the 
Review Division throughout the review cycle, and received by DMPP on 
September 6, 2012. 
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3 REVIEW METHODS 

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

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

In our review of the MG and IFU we have:  

• revised the MG  and ensured to the extent possible that it is consistent with the 
approved extended-release and long-acting opioid analgesics class MG 

• removed the Patient Instructions for Use from the end of the DRAFT MG and 
created a separate document titled “Instructions for Use” 

• simplified wording and clarified concepts where possible 

• ensured that the MG and IFU are consistent with the Prescribing Information 
(PI)  

• removed unnecessary or redundant information 

• ensured that the MG meets the Regulations as specified in 21 CFR 208.20  

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

 
4 CONCLUSIONS 

The MG and IFU are acceptable with our recommended changes. 
 

5 RECOMMENDATIONS 

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

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

 Please let us know if you have any questions.  
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  September 20, 2012 
  
To:  Dominic Chiapperino 
  Senior Regulatory Project Manager 
  Division Anesthesia, Analgesia, and Addition Products (DAAAP) 
   
From:   Eunice Chung-Davies, Pharm.D., Regulatory Review Officer 
  Division of Professional Drug Promotion (DPDP)  
 
CC:  L. Shenee’ Toombs, Pharm.D., Regulatory Review Officer 
  Division of Consumer Drug Promotion (DCDP) 
 
Subject: NDA 203794 

OPDP labeling comments for NUCYNTA® (tapentadol) oral solution (CII) 
 
   
In response to DAAAP’s March 23, 2012, consult request, OPDP has reviewed the draft 
Prescribing Information (PI) for NUCYNTA® (tapentadol) oral solution (CII) (Nucynta).  
OPDP notes that this new NDA proposes an addition of an oral solution dosage form.  
The labeling consists of updates to various sections of the PI to be more consistent with 
the Nucynta ER PI. 
 
Comments on the proposed PI are based on the proposed draft marked-up labeling 
titled “Nucynta oral solu Label subm 8-29-12 tracked FDA-revised.doc” that was sent via 
email from Dominic Chiapperino (RPM) on September 6, 2012.  Please note that 
OPDP’s comments on the proposed PI are provided directly on the marked up version 
below.   
 
Comments on the proposed patient labeling will follow under separate cover. 
 
If you have any questions regarding the package insert, please contact Eunice Chung-
Davies at 301-796-4006 or eunice.chung-davies@fda.hhs.gov .  
 
Enclosure: Marked up PI 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
Division of Professional Drug Promotion 
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1 INTRODUCTION 
This review evaluates the proposed container label, carton and insert labeling for Nucynta 
(Tapentadol) Oral Solution (NDA 203794) for areas of vulnerability that could lead to 
medication errors.  This NDA provides for a new formulation of Tapentadol, an oral 
solution, which will have the same indication, and dosing as for the immediate-release 
tablet (NDA 022304). 

1.1 REGULATORY HISTORY 
Nucynta (Tapentadol) Tablets (NDA 022304) and Nucynta ER (Tapentadol) Extended-
release Tablets were approved November 20, 2008 and August 25, 2011 respectively. 

1.2 PRODUCT INFORMATION 
The following product information is provided in the December 15, 2011 labeling 
submission. 

• Active Ingredient:  Tapentadol 

• Indication of Use: relief of moderate to severe acute pain in patients 18 years of 
age or older 

• Route of Administration: oral 

• Dosage Form:  solution 

• Strength: 20 mg/mL 

• Dose and Frequency:  Initiate with or without food at a dose of 50 mg, 75 mg, or 
100 mg every 4 to 6 hours depending upon pain intensity. On the first day of 
dosing the second dose may be given as soon as one hour after the first dose, if 
adequate pain relief is not attained with the first dose.  Subsequent dosing is 50 
mg, 75 mg, or 100 mg every 4 to 6 hours and should be adjusted to maintain 
adequate analgesia with acceptable tolerability.  Daily doses greater than 700 mg 
on the first day of treatment and 600 mg on subsequent days are not 
recommended. 

• How Supplied:  100 mL and 200 mL bottles along with an oral syringe 

• Storage:  up to 25 C (77 F) excursions permitted to 15 C – 30 C (59 F -86 F); 
store the bottle upright after opening 

• Container and Closure System:  120 mL and 235 mL HDPE bottles fitted with 
 closures that have foil heat induction seals; 

target fills are 100 mL and 200 mL, respectively 
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2.2 LABELS AND LABELING 
Using the principals of human factors and Failure Mode and Effects Analysis,1 along 
with post marketing medication error data, the Division of Medication Error Prevention 
and Analysis (DMEPA) evaluated the following: 

• Container Labels submitted  December 15, 2011 (Appendix B) 

• Carton Labeling submitted  December 15, 2011   (Appendix B) 

• Insert Labeling submitted  December 15, 2011 (no image) 

• Approved Container Label and Carton Labeling for NDA 200533 
(Nucynta ER Tablets) and NDA 022304 (Nucynta Immediate Release 
Tablets) – See Appendix C 

• Insert labeling for Nucynta ER and Nucynta Immediate release Tablets 
(no image)  

2.3 PREVIOUSLY COMPLETED REVIEWS 
DMEPA had previously reviewed label and labeling for Nucynta Extended-release 
Tablets (OSE Review # 2009-2413 dated August 1, 2011 and OSE Review # 2011-4275 
dated March 1, 2012).  We evaluated these reviews to ensure all recommendations 
relevant to this new formulation are implemented. 

3 INTEGRATED SUMMARY OF MEDICATION ERROR RISK 
ASSESSMENT 

The recommended dosage and administration for Nucynta oral solution will be the same 
as Nucynta immediate release tablets.  Therefore, we do not anticipate confusion will 
occur with the introduction of this new dosage form.  However, the presentation of the 
strength as “20 mg/mL” is problematic given that the recommended volume per dose for 
Nucynta may range from 2.5 mL (50 mg) to 5 mL (100 mg).  The manner in which the 
strength is stated is inconsistent with the recommended dosing and may lead to 
calculation errors.  Expressing the statement of strength as 100 mg/5 mL may minimize 
the potential for medication errors due to miscalculations.   Although this presentation 
would still require calculation for the lower doses, the medical community is familiar 
with this presentation (e.g., XX mg/5 mL) and it is consistent with the expression of other 
oral solutions.  See our recommendations in Section 5. 

The net quantity of 100 mL and 200 mL is reasonable given the recommended doses.  
Furthermore, since dosing with Nucynta should be adjusted to maintain adequate 
analgesia with acceptable tolerability, this dosage form can be used to meet this 
objective.   

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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Applicant states that the dosing accuracy for this revised device is equivalent to the 
previously proposed syringe.  We defer to the Division and to Chemistry, Manufacturing, 
and Controls (CMC) to confirm this statement.   

During this review, we also noted that the presentation of the proprietary name can be 
improved to increase its readability and a statement on the principal display panel can be 
deleted because it clutters the label.  See Section 5 for specific recommendations.   

Additionally, the Applicant has proposed a common package insert for Nucynta IR 
tablets and Nucynta oral solution, however since an Instructions for Use (IFU) section is 
required only for the oral solution, the division has requested the Applicant revise the 
package insert to make the labeling consistent with revisions made to Nucynta ER 
product labeling. In addition, they requested the Applicant revise the IFU for Nucynta 
oral solution to better address concerns of over dosage and medication errors in 
dispensing and administering tapentadol oral solution. The revised insert labeling is 
pending. 

4 CONCLUSIONS  
DMEPA concludes that statements on the proposed container label and carton labeling 
can be improved to increase their readability and prominence to promote the safe use of 
the product. 

5 RECOMMENDATIONS  
Based on this review, DMEPA recommends the following be implemented prior to 
approval of this NDA supplement:  

A. Container Label and Carton Labeling (100 mL and 200 mL bottle) 

1. Revise the statement of strength from “20 mg/mL” to read “100 mg/5 mL” to 
maintain consistency with other approved oral solutions and to minimize the 
potential for medication errors due to miscalculations.  Please note that there 
should be space between the number and the metric measurement.  

2. Revise the statement which starts with “Each 1 mL contains 20 mg of . . . “ to 
read “Each 5 mL contains 100 mg of . . . “ to be consistent with the above 
recommendation.  Note that there should be space between the number and 
the metric measurement. 

3. To increase readability, revise the proprietary name presentation from all 
UPPERCASE letters (NUCYNTA) to title case (Nucynta). Words set in upper 
and lower case form recognizable shapes, making them easier to read than the 
rectangular shape formed by words set in all upper case. Revise accordingly. 

4. Delete the “Caution: Federal law prohibits the  . . . ” statement from the 
principal display since it is not necessary and it clutters the label.  
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B. Proposed Dosing Device 

1. Revise the statement,  to read “For Use Only 
with Nucynta Oral Solution”. 

2. Provide details of the process for replacing lost syringes and syringe adaptors 
and how this process will be communicated to patients and pharmacists. 

If you have further questions or need clarifications, please contact Danyal Chaudhry, 
project manager, at 301-796-3813. 
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APPENDICES   

 APPENDIX A. DATABASE DESCRIPTIONS 
Adverse Event Reporting System (AERS) 

The Adverse Event Reporting System (AERS) is a computerized information database designed 
to support the FDA's post-marketing safety surveillance program for drug and therapeutic 
biologic products. The FDA uses AERS to monitor adverse events and medication errors that 
might occur with these marketed products. The structure of AERS complies with the international 
safety reporting guidance (ICH E2B) issued by the International Conference on Harmonisation.  
Adverse events in AERS are coded to terms in the Medical Dictionary for Regulatory Activities 
terminology (MedDRA).   

AERS data do have limitations. First, there is no certainty that the reported event was 
actually due to the product. FDA does not require that a causal relationship between a 
product and event be proven, and reports do not always contain enough detail to properly 
evaluate an event. Further, FDA does not receive all adverse event reports that occur with 
a product. Many factors can influence whether or not an event will be reported, such as 
the time a product has been marketed and publicity about an event. Therefore, AERS 
cannot be used to calculate the incidence of an adverse event in the U.S. population. 
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