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EXCLUSIVITY SUMMARY  

 
NDA # 22556     SUPPL #          HFD #       

Trade Name   Karbinal ER   
 
Generic Name   Carbinoxamine ER Oral Suspension 
     
Applicant Name   Tris Pharma, Inc.       
 
Approval Date, If Known   3/28/13       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)(2) 

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

    YES  NO  
 

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

The sponsor’s development program were two BA/BE studies and not clinical trials. 
 The studies were designed to show the relative bioavailability of the proposed ER 
formulation was the same as the reference immediate release, Palgic.  The BA/BE 
studies show that the sponsor’s Carbinoxamine ER Oral Suspension is bioequivalent 
to two doses of the immediate release reference, Palgic, administered six hours apart. 

 
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:              
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N/A 
 

 
 
d)  Did the applicant request exclusivity? 

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

      
 

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

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    
            
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

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

 
      
NDA#             

NDA#             

NDA#             

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

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

NDA#             

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

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

   YES  NO  
 

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

 
      

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

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

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

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

   
   YES  NO  

 
     If yes, explain:                                          
 

                                                              
 

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

 
      

 
                     

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

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

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  
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Investigation #2      YES  NO  

 
 
 
 

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

 
      

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

 
       

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

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

 
Investigation #1   ! 
     ! 

 IND #        YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 
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Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  

                 
  
 
 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

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

 
  YES  NO  

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Jessica Lee                     
Title:  Regulatory Project Manager 
Date:  3/5/13 
 
                                                       
Name of Office/Division Director signing form:  Lydia Gilbert McClain, MD 
Title:  Deputy Division Director, Division of Pulmonary, Allergy, and Rheumatology Products 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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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). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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 NDAs:  Methods Validation (check box only, do not include documents) 

  Completed  
  Requested 
  Not yet requested 
  Not needed (per review) 
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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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Food and Drug Administration 
Center for Drug Evaluation and Research

OFFICE OF DRUG EVALUATION II 

 

ELECTRONIC CORRESPONDENCE 

 
DATE: March 20, 2013   

To:  W. Scott Groner 
Director Regulatory Affairs 

 From:  Jessica Lee, Pharm D 
Regulatory Project Manager 

Company:  Tris Pharma, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 732-940-0374   Fax number: 301-796-9728 

Phone number: 732-940-0358   Phone number: 301-796-3769 

Subject:  NDA 22556 carbinoxamine labeling #3 

Total no. of pages including cover:   10 

Comments: TIME-SENSITIVE 
 

Document to be mailed:  YES  xNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-2300.  Thank you. 
 

Reference ID: 3279906



 

 

NDA 22556 
Carbinoxamine maleate 
Tris Pharma 

 

 
 
 

 
Your submission dated October 4, 2012, to NDA 22556, is currently under review. We have the 
following comments.   Please note that these comments are not the Agency’s final comments and that we 
may have additional labeling  recommendations as we continue to review your application. 

   
Package Insert (PI) 

1. We have made additional edits to the wording of the PI (attached). 

2. Format the Highlights of Prescribing Information section to ½ page in length.  If the Highlights 
section exceeds ½ page in length, submit a waiver of Highlights section. 

 
All Carton and Container Labels 
3. Revise the established name on the carton, container, and PI to replace “carbinoxamine” with 

“carbinoxamine maleate.” 
 

4.  Remove the statements on the side panels which state that “  
” 

 

We request you address the deficiencies and submit revised labeling by noon, Monday, March 25, 2013, 
officially to the NDA.  For the package insert, submit a clean and tracked version.  If you have any 
questions, please contact Jessica Lee, Regulatory Project Manager, at 301-796-3769. 

Reference ID: 3279906
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Food and Drug Administration 
Center for Drug Evaluation and Research

OFFICE OF DRUG EVALUATION II 

 

ELECTRONIC CORRESPONDENCE 

 
DATE: March 7, 2013   

To:  W. Scott Groner 
Director Regulatory Affairs 

 From:  Jessica Lee, Pharm D 
Regulatory Project Manager 

Company:  Tris Pharma, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 732-940-0374   Fax number: 301-796-9728 

Phone number: 732-940-0358   Phone number: 301-796-3769 

Subject:  NDA 22556 carbinoxamine labeling #2 

Total no. of pages including cover:   10 

Comments: 
 

Document to be mailed:  YES  xNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-2300.  Thank you. 
 

Reference ID: 3272866



 

 

 
 
 

Your submission dated October 4, 2012, to NDA 22556, is currently under review. We have the following comments.  
 Please note that these comments are not the Agency’s final comments and that we may have additional labeling 
 recommendations as we continue to review your application. 

   
Package Insert (PI) 

1. We have made additional edits to the wording of the PI (attached).   

 

All Carton and Container Labels 

2. Increase the prominence and font of the established name.  As presented, the established name is less prominent in 
comparison to that of the dosage form. 

3. We concur with your proposal to retain the NDC listing for the physician sample in the How Supplied section of the 
package insert, in accordance with your agreement to list this drug product presentation as a not marketed physician 
sample. 

4. Your proposal to use the term “Dose every 12 hours” instead of “Dosed every 12 hours” is acceptable. 

5. Add the following statement below “Dose every 12 hours” on the principal display panel of all the carton and container 
labels: “Dispense with an accurate milliliter measuring device”.  If the carton containing the physician sample will 
include  substitute: “Use ”. 

6. We  logo on carton and container labels.  The  could 
be considered promotional, and is therefore not in conformance with 21 CFR 201.56(a)(2). 

 

We request you address the deficiencies and submit a corrected draft label by noon, Monday, March 11, 2013.  If you have 
any questions, please contact Jessica Lee, Regulatory Project Manager, at 301-796-3769. 

Reference ID: 3272866
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NDA 22556 
Carbinoxamine ER Oral Suspension 
 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 

OFFICE OF DRUG EVALUATION II 

 

ELECTRONIC CORRESPONDENCE 

 
DATE: February 22, 2013   

To:  W. Scott Groner 
 Director Regulatory Affairs 

 From: Jessica Lee 
Regulatory Project Manager 

Compan
y: 

 Tris Pharma, Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 732-940-0374   Fax number: 301-796-9728 

Phone number: 732-940-0358   Phone number: 301-796-3769 

Subject :  NDA 22556 Carbinoxamine Labeling Revisions 

Total no. of pages including 
cover:  9 

 

Comments: 
 

Document to be mailed:  YES  xNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you.
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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/
----------------------------------------------------

JESSICA K LEE
02/22/2013

Reference ID: 3266037





  
    

              
             

            
              

 

 
               

 
              

  
       

   
               

  
               

             
     

              
     

    
     

              
              

    

   



           
          

 

 

   
 

   



 
 
DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 022556 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Tris Pharma, Inc. 
2033 Route 130 
Monmouth Junction, NJ  08852 
 
ATTENTION:  W. Scott Groner 

Director, Regulatory Affairs 
 
 
Dear Mr. Groner: 
 
Please refer to your New Drug Application (NDA) dated October 4, 2012, received  
October 5, 2012, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act 
for Carbinoxamine Extended-release Oral Suspension, 4 mg/5 mL. 
 
We also refer to your October 16, 2012, correspondence, received October 16, 2012, requesting 
review of your proposed proprietary name, Karbinal ER.  We have completed our review of the 
proposed proprietary name, Karbinal ER and have concluded that it is acceptable.  
 
The proposed proprietary name, Karbinal 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.  (See 
the Guidance for Industry, Contents of a Complete Submission for the Evaluation of Proprietary 
Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM075068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 
2008 through 2012”.) 
 
If any of the proposed product characteristics as stated in your October 16, 2012, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  

Reference ID: 3238656



NDA 022556 
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-3904.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Jessica Lee, at (301) 796-.   
 
 

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

 

Reference ID: 3238656
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: November 15, 2012   

To:  W. Scott Groner 
Director Regulatory Affairs 

 From:Jessica Lee 
Regulatory Project Manager 

Company:  Tris Pharma Inc.   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 732-940-0374   Fax number: 301-796-9728 

Phone number: 732-940-0358   Phone number: 301-796-3769 

Subject:  NDA 22556 Resubmission Microbiology Comment 

Total no. of pages including 
cover:  3 

 

Comments:  Please confirm receipt 
 

Document to be mailed:  YES  xNO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
 

Reference ID: 3217239



 

 

 
 
 
Your submission dated October 4, 2012, to NDA 22556, is currently under review. We have the 
following comments or request(s) for information: 
   
Microbiology Comment: 
We refer you to deficiency 5 in the October 7, 2011 complete response letter for NDA 22-556.  
In the October 4, 2012, resubmission, you did not add release or in-process tests for 
Burkholderia cepacia complex (BCC) species.  In advance of the release of a compendial test for 
these organisms, it is current agency policy to require high-risk new drug products to be free of 
these organisms.  You may demonstrate the absence of BCC with a release test or you may 
utilize in process controls to ensure that the final drug product does not contain BCC.  If you 
choose to utilize in process controls in place of release testing, provide a summary of the risk 
assessment that identified likely sources of BCC in the final product, the testing schedule, and 
methods for components identified as likely sources of contamination. If you choose to utilize 
release testing, submit a revised specification and provide the proposed test method.   
 
 
We request you provide the information requested by December 14, 2012.  You may submit the 
information via email to Jessica.Lee@fda.hhs.gov followed by an official submission to your 
NDA.  If you have any questions, please contact Jessica Lee, Regulatory Project Manager, at 
301-796-3769. 
 

Reference ID: 3217239
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
NDA 22556 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
Tris Pharma, Inc. 
2033 Route 130, Suite D 
Monmouth Junction, NJ 08852 
 
Attention: W. Scott Groner 
  Director Regulatory Affairs 
 
Dear Mr. Groner: 
 
We acknowledge receipt on October 5, 2012, of your October 4, 2012, resubmission of your new 
drug application submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act for Carbinoxamine ER Oral Suspension; eq. to 4 mg carbinoxamine maleate per 5 
mL. 
 
We consider this a complete, class 2 response to our October 7, 2011, action letter.  Therefore, 
the user fee goal date is April 5, 2013. 
 
If you have any questions, call me, at (301) 796-3769. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Jessica K. Lee, PharmD 
Regulatory Project Manager 
Division of Pulmonary, Allergy, and 
Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 

Reference ID: 3204695



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

JESSICA K LEE
10/17/2012

Reference ID: 3204695



 
 
DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 022556 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Tris Pharma, Inc. 
2033 Route 130 
Monmouth Junction, New Jersey  08852 
 
ATTENTION:  W. Scott Groner 

  Director, Regulatory Affairs 
 
Dear Mr. Groner: 
 
 
Please refer to your New Drug Application (NDA) dated December 7, 2010, received  
December 8, 2010, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
for Carbinoxamine ER Oral Suspension, 4 mg/5 mL. 

We also refer to your August 19, 2011, correspondence, received August 22, 2011, requesting 
review of your proposed proprietary name, Karbinal ER.  We have completed our review of the 
proposed proprietary name, Karbinal ER and have concluded that it is acceptable.  

We note that this NDA submission received a Complete Response on October 7, 2011.  
Therefore, if any of the proposed product characteristics as stated in your August 19, 2011, 
submission are altered prior to re-submission of your NDA, 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 Nichelle Rashid, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-3904.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Miranda Raggio, at (301) 796-2109.   
 

Sincerely, 
 
      {See appended electronic signature page}  
       

Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 

Reference ID: 3044814
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 022556 
 

PROPRIETARY NAME REQUEST  
 WITHDRAWN 

   
Tris Pharma, Inc. 
2033 Route 130 
Monmouth Junction, New Jersey  08852 
 
ATTENTION:  W. Scott Groner 

  Director, Regulatory Affairs 
 
 
Dear Mr. Groner: 
 
Please refer to your New Drug Application (NDA) dated December 7, 2010, received  
December 8, 2010, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
for Carbinoxamine Extended-release Oral Suspension, 4 mg/5 mL. 
 
We acknowledge receipt of your August 19, 2011 correspondence, on August 22, 2011, notifying 
us that you are withdrawing your request for a review of the proposed proprietary name, 

  This proposed proprietary name request is considered withdrawn as of August 22, 
2011.   
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Nichelle Rashid, Regulatory Project Manager in the Office 
of Surveillance and Epidemiology, at (301) 796-3904.  For any other information regarding this 
application, contact the Office of New Drugs (OND) Regulatory Project Manager, Miranda 
Raggio, at (301) 796-2109.   
 
 

Sincerely, 
{See appended electronic signature page}   
 
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 

Reference ID: 3008117
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: 8-19-11   

To: W. Scott Groner 
Director, Regulatory Affairs and 
Compliance 

  From: Miranda Raggio, Senior RPM 

Company:  Tris Pharma   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 732-940-0374 
Secure Email: TrisRA@trispharma.com 

  Fax number: 301-796-9728 

Phone number: 732-040-0358   Phone number: 301-796-2109 

Subject: NDA 22556(carbinoxamine) 505 (b) (2)  Information Request 

Total no. of pages including cover: 2 

Comments: Please confirm receipt via email or phone. Thanks,m 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 827-1050.  Thank you. 
 

Reference ID: 3003179



NDA 22556 

 

Your submission dated December 7, 2010, to NDA 22-556, is currently under review and 
we have the following request related to reliance on the innovator product and respective 
patent certification/statement specific to reliance on that product: 
 

1. A 505(b)(2) application contains “full reports of investigations” of safety and 
effectiveness, where at least some of the information required for approval comes 
from studies not conducted by or for the applicant and for which the applicant has 
not obtained a right of reference or use. Reliance on an approved ANDA is not 
acceptable to support your proposed 505(b)(2) application.  

 
a. Submit a revised 356h form which identifies the NDA that was the basis 

for submission for the ANDA you have incorrectly cited as the listed drug 
relied upon to support your proposed 505(b)(2) application.  

 
b. Provide a patent certification or statement with respect to each patent 

listed in FDA’s “Approved Drug Products with Therapeutic Equivalence 
Evaluations” (the Orange Book) for the listed drug upon which you rely 
(see 21 CFR 314.54(a)(1)(vi)). 

 
Submit your documents to me via email at Miranda.Raggio@fda.hhs.gov at your earliest  
convenience. Your response must also subsequently be submitted officially to the NDA. 
If there are any questions, please contact me at 301-796-2109. 
 
 
       Miranda Raggio, RN, BSN, MA 
       Senior Regulatory Project Manager, 
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during these method validation studies.    
  
We refer you to Envir. Microbiol. 13(1):1-12, 2011 for more information on the B. 
cepacia complex of organisms.  We refer you to J. Appl. Microbiol. 1997 Sep;83
(3):322-6 for more information on the recovery of B. cepacia organisms from 
pharmaceutical environments.  

Thank you 

Swati Patwardhan  
Regulatory Health Project Manager for Quality  
Office of New Drug Quality Assessment (ONDQA)  
Center of New Drug Evaluation and Research  
Phone: 301-796-4085  
Fax: 301-796-9748  

Page 2 of 2
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 022556 
 

PROPRIETARY NAME REQUEST  
 UNACCEPTABLE 

 
Tris Pharma, Inc. 
2033 Route 130 
Monmouth Junction, New Jersey 08852 
 
ATTENTION:  W. Scott Groner 

  Director Regulatory Affairs and Compliance 
 
 
Dear Mr. Groner: 
 
Please refer to your New Drug Application (NDA) dated December 7, 2010, received  
December 8, 2010, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
Carbinoxamine Extended-release Oral Suspension, 4 mg/5 mL. 
 
We also refer to your February 17, 2011, correspondence, received February 18, 2011, requesting review 
of your proposed proprietary name,  and alternate proposed name,   It is the 
FDA’s policy to review only the primary name submission.  However, a promotional concern was 
identified for the proposed proprietary name  as well as the alternate proposed name, 

   

We have completed our review of the proposed proprietary names and have concluded that  
and  are unacceptable for the following reason. 
 

The Division of Drug Marketing, Advertising, and Communications (DDMAC) objects to the 
proposed proprietary names "  and "  because they imply that the drug 
is useful in a broader range of conditions or patients than has been supported by substantial 
evidence or substantial clinical experience.  The proposed proprietary names contain the suffix 

 which suggests that the drug can be used in all  patients.  However, this product is 
contraindicated in patients less than two years old.  Therefore, the proposed proprietary names 
broaden the indication of the drug by implying that they are indicated for use in all  
patients, when this is not the case. 
 
Please note that the Federal Food Drug and Cosmetic Act provides that labeling or advertising 
can misbrand a product if misleading representations are made, whether through a proposed 
proprietary name or otherwise; this includes suggestions that a drug is better, more effective, 
useful in a broader range of conditions or patients, safer, has fewer, or lower incidence of, or less 
serious side effects or contraindications than has been demonstrated by substantial evidence or 

Reference ID: 2924154
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substantial clinical experience. [21 U.S.C. 321(n); see also 21 U.S.C. 352(a) & (n); 21 CFR 
202.1(e)(5)(i);(e)(6)(i)]. 

 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-3904.  For any other information regarding this application 
contact the Office of New Drugs (OND) Regulatory Project Manager, Miranda Raggio,  
at (301) 796-2109.   
 

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 
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NDA 22556 
 FILING COMMUNICATION 
 
Tris Pharma 
2033 Route 130 
Suite D 
Monmouth Junction, NJ 08852 
 
Attention: W. Scott Groner 
  Director Regulatory Affairs and Compliance 
 
Dear Mr. Groner: 
 
Please refer to your New Drug Application (NDA) dated December 7, 2010, received December 
7, 2010, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, 
for carbinoxamine ER oral suspension eq. to 4mg carbinoxamine maleate per 5 ml. 
 
We also refer to your submissions dated December 29, 2010, and January 21, 2011.  
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is October 8, 
2011. 
 
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, 
midcycle, 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 17, 2011. 
 
During our filing review of your application, we identified the following Clinical and 
Biopharmaceutics potential review issues: 
 

1. The proposed indications for your carbinoxamine extended release product reflect the 
current list of indications for the carbinoxamine reference product. We acknowledge that 
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acceptance criteria (i.e.,specification-sampling time points and specification values) for 
your proposed extended release (ER) product. 

 
5. Submit the dissolution method report including the complete dissolution profile 

(individual, mean, SD, profiles) data for your proposed ER suspension collected during 
the development of the proposed dissolution method. 

 
6. You have provided information on the in vitro alcohol interaction study for 

carbinoxamine ER suspension using the proposed QC method.  However, in order to rule 
out a possible dose-dumping (DD) effect in the presence of alcohol in the acidic 
environment of the stomach, we recommend that you conduct an additional drug-alcohol 
interaction study in 0.1 N HCl with the following alcohol concentrations; 0 %, 5 %, 10 
%, 20 %, and 40 % as the dissolution media.  Dissolution testing should be conducted 
using the same apparatus and paddle speed as the QC method.  Dissolution data should be 
generated from 12 dosage units (n=12) at multiple time points to obtain a complete 
dissolution profile.  Please include the following information as part of your study report: 

 
a. The comparison dissolution profile data to determine if the modified release 
 characteristics are maintained, especially in the first 2 hours. 

 
b. The similarity f2 values to assess the similarity (or lack thereof) in the dissolution 

profiles. 
 

 Additionally, we have the following preliminary labeling comments: 
 
HIGHLIGHTS 

7. RECENT MAJOR CHANGES 

 Remove this section. It is not required for original NDAs. 

8. INDICATIONS AND USAGE 

 If the drug is a member of an established pharmacologic class, the concise statement 
 under this heading in Highlights must identify the class as follows: “(Drug) is a (name of 
 class) indicated for (indications(s)).”  If the drug is not a member of an established 
 pharmacologic class, the statement should be omitted. 

 For the pharmacological class web page see 
 http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm162549.h
 tm. 

9. ADVERSE REACTIONS 
 This section should include not only a list of the most frequently occurring adverse 
 reactions, but also the criteria used to determine inclusion(e.g., incidence rate great than 
 x%). 
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    10.  USE IN SPECIFIC POPULATIONS 
 The pregnancy category designation is not appropriate for inclusion in Highlights because 

the pregnancy category, in isolation, tends to oversimplify the risks of drugs in pregnancy, 
and, as a result, may be confusing. Therefore, do not include the pregnancy category in the 
Highlights section. 

 

TABLE OF CONTENTS 

    11.   USE IN SPECIFIC POPULATIONS 

Any required section, subsection, or specific information that is clearly inapplicable may 
be omitted from the FPI.  However, the numbering does not change.  This is important to 
remember for the required subsections in Sections 8 (Use in Specific Populations), 12 
(Clinical Pharmacology) and 13 (Nonclinical Toxicology).  Subsection 8.2, Labor and 
Delivery, has been omitted but the following subsections were renumbered.  Revise the 
numbering as 8.1, 8.3, 8.4, 8.5, in the Table of Contents.  Revise the corresponding 
subsections in the FPI accordingly. 

FULL PRESCRIBING INFORMATION 
 
    12.  CONTRAINDICATIONS 
           For each contraindications, use numbered subsections headings OR bullets. 
 
    13.  WARNINGS AND PRECAUTIONS 
 

A subheading should be used for each adverse reaction, syndrome, or constellation of 
reactions prioritized based on relative public health significance.  (The subheading should 
convey the risk.) 
 

CARTON AND CONTAINER 
 
     14.  Submit the draft carton label, or provide a rationale as to why a carton will not be   

 required. 
 
If you have not already done so, you must 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.  The 
content of labeling must be in the Prescribing Information (physician labeling rule) format. 
 
Please respond only to the above requests for additional information. While we anticipate that 
any response submitted in a timely manner will be reviewed during this review cycle, such 
review decisions will be made on a case-by-case basis at the time of receipt of the submission. 
 
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 
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product for the claimed indication(s) 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 Pulmonary, 
Allergy, 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 request for a partial waiver of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the partial waiver 
request is denied. 
 
If you have any questions, call Miranda Raggio, Senior Regulatory Project Manager, at 
(301) 796-2109. 
 

Sincerely, 
 
{See appended electronic signature page} 
 

   Badrul A. Chowdhury, M.D., Ph.D. 
   Director 
   Division of Pulmonary, Allergy, and Rheumatology 
   Products 
   Office of Drug Evaluation II 
   Office of New Drugs 
   Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: 1-11-11   

To: W. Scott Groner 
Director, Regulatory Affairs and 
Compliance 

  From:  
Miranda Raggio, RPM 

Company:  Tris Pharma   Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number: 732-940-0374 
Secure Email: TrisRA@trispharma.com 

  Fax number: 301-796-9728 

Phone number: 732-040-0358   Phone number: 301-796-2109 

Subject: NDA 22-556(carbinoxamine) Clinical Information Request 

Total no. of pages including cover: 2 

Comments: Please confirm receipt via email or phone. Thanks,m 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 827-1050.  Thank you. 
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Your submission dated December 7, 2010, to NDA 22-556, is currently under review and 
we have the following request(s): 

 
1. Provide the following information for laboratory parameters in both studies: 

a. Provide a table for each laboratory parameter that lists each subject and 
provides the baseline, any interim values, and the final value.   

b. Provide a table showing all of the laboratory values for all subjects who had a 
final laboratory value outside the reference range. 

2. Explain the clinical significance of the elevated uric acid levels seen in study 
M1FT08002 (15 out of 42 subjects had uric acid values above the reference range 
at the final study visit). 

 
 
If there are any questions, please contact Miranda Raggio, Senior Regulatory Project 
Manager, at 301-796-2109. 
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NDA ACKNOWLEDGMENT 
 
Tris Pharma 
2033 Route 130 
Suite D 
Monmouth Junction, NJ 08852 
 
Attention: W. Scott Groner 
  Director Regulatory Affairs and Compliance 
 
Dear Mr Groner: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product:  extended release oral suspension 
 
Date of Application: December 7, 2010 
 
Date of Receipt: December 8, 2010 
 
Our Reference Number:  NDA 22556 
 
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 February 6, 2011, 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. 
 
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 Pulmonary, Allergy, and Rheumatology Products 
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5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have any questions, call Miranda Raggio, Senior Regulatory Project Manager, at (301) 
796-2109. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Miranda Raggio, RN, BSN, MA 
Senior Regulatory Project Manager 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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