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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: 19-SEP-2012 
 
TO:  N203794 File 
 
FROM: Craig M. Bertha, Ph.D. 

Chemistry Reviewer 
ONDQA, Division III, Branch VIII 

 
THROUGH: Prasad Peri, Ph.D. 
  Branch Chief 
  ONDQA, Division III, Branch VIII 
 
SUBJECT: ACCEPTABLE recommendation from the Office of Compliance for application 

of 18-SEP-2012; Final CMC recommendation 
 
SUMMARY: The Office of Compliance has placed an overall recommendation of 
ACCEPTABLE into the EES on 18-SEP-2012.  The CMC team can now recommend that the 
application be approved. 
 
RECOMMENDATION: The application is recommended for approval. 
 
 
 
      _______________________________ 
      Craig M. Bertha, Ph.D. 
      Chemist 
 
 
cc: 
OND/DAAAP/DChiapperino 
ONDQA/DIV 1/CBertha/19-SEP-2012 
ONDQA/DIV 1/PPeri_______________ 
ONDQA/DIV1/DChristodoulou 
OND/DAAAP/EFields 
ONDQA/LRivera 
 

Reference ID: 3191151



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

CRAIG M BERTHA
09/19/2012

PRASAD PERI
09/20/2012
I concur

Reference ID: 3191151



 CHEMISTRY REVIEW

 
 
 
 
 

NDA 203794 
 
 

Nucynta® (tapentadol) Oral Solution 
 
 

Janssen Pharmaceuticals, Inc. 
 
 
 

Craig M. Bertha, Ph.D. 
Office of New Drug Quality Assessment 

Division III/Branch VIII 
 

for 
 

Division of Anesthesia, Analgesia, and Addiction Products 
 
 
 
 
 
 
 
 
 

 

Reference ID: 3174017

















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

CRAIG M BERTHA
08/14/2012

PRASAD PERI
08/14/2012
I concur

Reference ID: 3174017



 CHEMISTRY REVIEW

 
 
 
 
 

NDA 203794 
 
 

Nucynta® (tapentadol) Oral Solution 
 
 

Janssen Pharmaceuticals, Inc. 
 
 
 

Craig M. Bertha, Ph.D. 
Office of New Drug Quality Assessment 

Division III/Branch VIII 
 

for 
 

Division of Anesthesia, Analgesia, and Addiction Products 
 
 
 
 
 
 
 
 
 

 

Reference ID: 3121241

















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

CRAIG M BERTHA
04/24/2012

PRASAD PERI
04/25/2012
I concur

Reference ID: 3121241



MEMORANDUM 
 
 
Date: February 24, 2012 
 
To: NDA 203794 
 
From:  Christine M. V. Moore, Ph.D. 
 Acting Office Director 
 ONDQA 
 
Subject: ONDQA recommendation on biowaiver for NDA 203794 Nucynta Oral Solution 
 
This memo relates to the suitability of a biowaiver for NDA 203794 Nucynta Oral Solution 
relative to the immediate release tablet. I have reviewed the current and previous review 
documents and related research literature on this matter, and have held meetings with the primary 
reviewer (Dr. Kareen Riviere), the secondary reviewer (Dr. Sandra Suarez-Sharp), and the Acting 
Biopharm Supervisor (Dr. Angelica Dorantes) to discuss the issues related to the suitability of the 
biowaiver. I believe that I have a good understanding of the data available and the regulatory 
requirements. Based on the information reviewed, I deem that the biowaiver granted by ONDQA 
for IND 61,345 on 6/29/09 is valid for NDA 203794.  
 
Background:  
Tapentadol is a highly soluble, highly permeable drug that was granted BCS-1 classification by 
the CDER BCS Committee in September 2008. Immediate release Tapentadol tablets were 
approved by FDA on 11/20/08 for the relief of moderate to severe acute pain in adults. In 2009, 
the applicant requested a biowaiver for an oral solution of tapentadol with two strengths (4 mg/ml 
and 20 mg/ml) relative to the approved immediate tablet. The biowaiver was granted on 6/29/09. 
The 20 mg/ml formulation utilized in NDA 203794 is identical to that previously granted a 
biowaiver in IND 61,345.  
 
Current Issue: 
In the ONDQA Biopharmaceutics Filing Review, the reviewer determined that the previously 
approved biowaiver was not valid for the proposed 20 mg/ml tapentadol oral solution. The 
reviewer states that  per the BCS guidance for industry, demonstration in vivo BA or BE data 
may not be necessary for pharmaceutically equivalent drug products containing Class 1 drug 
substances, as long as the active ingredients do not significantly affect absorption of the active 
ingredients. The reviewer believes that the current drug product does not meet this requirement 
because: 
 

 The proposed product and the reference product do not meet the definition of 
pharmaceutical equivalents in 21 CFR 320.1 because they are not the same dosage form. 

 
 The proposed product contains sucralose as an inactive ingredient which may affect 

bioavailability. 
 
I do not find either of these arguments compelling enough to overturn the previous decision to 
grant a biowaiver.  
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Related to the first point, this matter is deemed to be a difference in interpretation of regulations 
and guidance. Neither the regulatory requirements in the CFR nor the related guidance for 
biowaivers have changed since the biowaiver was granted in 2009. While biowaivers for a 
solution with a BCS 1 component is not explicitly discussed in the regulations, it is consistent 
with CDER’s Guidance on Bioavailability and Bioequivalence for Orally Administered Products 
– General Considerations which states “Generally, in vivo BE studies are waived for solutions on 
the assumption that release of the drug substance from the drug product is self evident and that 
the solutions do not contain any excipients that significantly affect drug absorption (21 CFR 
320.22(b)(3)(iii).” 
 
Regarding the second point, I find a negligible risk that the sucralose in the formulation could 
affect bioavailability. While the cited paper (Abou-Donia, et. al 2008) provides information that 
sucralose can affect expression levels of certain enzymes transporters that could affect 
bioavailability of some drugs, it should be noted that this study was performed in animal models 
over an 12 week period of time. The product under consideration is intended for acute pain 
indication and the concentration of sucralose (approximately  lower than the 
lowest concentration studied in the paper. Furthermore, the cited work has been refuted by later 
authors (  Finally, the total amount of sucralose in the formulation is quite 
low compared to other food products; a 100 mg tapentadol dose contains  of sucralose, 
approximately equal to one packet of commercially available sweetener.  
 
Recommendation: 
After reviewing the available information and discussing the issues with Drs. Riviere, Suarez-
Sharp and Dorantes, insufficient evidence was found to present reverse the biowaiver granted on 
the same formulation on 6/29/09. Consequently, the ONDQA recommendation is that the 
biowaiver be considered valid for NDA 203794.  While this decision does not impact the 
ONDQA review of the application, it may affect the Office of Clinical Pharmacology review 
approach. 

Reference ID: 3092576

(b) (4)

(b) (4)

(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/
----------------------------------------------------

CHRISTINE M MOORE
02/24/2012

Reference ID: 3092576



 CHEMISTRY REVIEW

 
 
 
 
 

NDA 203794 
 
 

Nucynta® (tapentadol) Oral Solution 
 
 

Janssen Pharmaceuticals, Inc. 
 
 
 

Craig M. Bertha, Ph.D. 
Office of New Drug Quality Assessment 

Division III/Branch VIII 
 

for 
 

Division of Anesthesia, Analgesia, and Addiction Products 
 
 
 
 
 
 
 
 
 

 

Reference ID: 3087005



















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

CRAIG M BERTHA
02/14/2012

PRASAD PERI
02/15/2012
I concur

Reference ID: 3087005




