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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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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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EXCLUSIVITY SUMMARY  

 
NDA # 22113     SUPPL #          HFD # 560 

Trade Name   Advil Allergy and Congestion Relief 
 
Generic Name   200 mg ibuprofen, 4 mg chlorpheniramine, 10 mg phenylephrine 
     
Applicant Name   Pfizer Consumer Healthcare       
 
Approval Date, If Known   12/21/2011       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

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

 
Relative bioavailability studies under fed and fasted states were provided for the 

combination product and each individual ingredient.  No efficacy studies were performed. 
 
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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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   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 
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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# 22565 Advil Congestion Relief 

NDA# 19012 Motrin IB 

NDA# 21441 Advil Allergy Sinus 
 
 

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
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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 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  

   
   YES  NO  
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     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  

   
Investigation #2      YES  NO  
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
      

 
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? 

 
 
 
 
 
Investigation #1   ! 

! 
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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:  Janice Adams-King                     
Title:  Regulatory Health Project Manager 
Date:  January 3, 2012 
 
                                                       
Name of Office/Division Director signing form:  Joel Schiffenbauer 
Title:  Deputy Director, Division of Nonprescription Clinical Evaluation 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

                                                          

 
NDA 022113 INFORMATION REQUEST 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 
 
Pfizer Consumer Healthcare 
Attention: Erica M. Sinclair, MBA 
      Senior Manager, Regulatory Affairs 
5 Giralda Farms 
Madison, NJ 07940 
 
 
Dear Ms. Sinclair: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Advil® Allergy and Congestion Relief (ibuprofen 200 mg/ 
phenylephrine HCl 10 mg/ chlorpheniramine maleate 4 mg) tablets. 
 
FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   
 
Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 
 
The impact of the data from these studies (which may include bioequivalence, bioavailability, 
drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 

 
1 These violations include studies conducted by  specific to the 
Houston, Texas facility.  
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searching available documentation to determine which NDAs are impacted by the above 
findings. 
To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 
 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 
 

 
If you have any questions, call Janice Adams-King, Regulatory Project Manager, at (301) 796-
3713. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Andrea Leonard-Segal, M.D., M.S. 
Division Director 
Division of Nonprescription Clinical Evaluation 
Office of Drug Evaluation IV 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 022113 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

Pfizer Consumer Healthcare 
5 Giralda Farms 
Madison, New Jersey 07940 
 
Attention:  Erica Sinclair, MBA 
  Senior Manager, Regulatory Affairs 
 
Dear Ms. Sinclair: 
 
Please refer to your New Drug Application (NDA) dated September 25, 2007, received  
September 25, 2007, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
and the Class 2 Resubmission dated June 21, 2011  for Ibuprofen, Chlorpheniramine, and 
Phenylephrine HCI Tablets, 200 mg/4 mg/10 mg. 
  
We also refer to your June 21, 2011, correspondence, received June 21, 2011, requesting review of 
your proposed proprietary name, Advil Allergy & Congestion Relief.  We have completed our 
review of the proposed proprietary name, Advil Allergy & Congestion Relief, and have concluded 
that it is acceptable.  
 
The proposed proprietary name, Advil Allergy & Congestion Relief, will be re-reviewed 90 days 
prior to the approval of the NDA.  If we find the name unacceptable we will notify you. 
 
If any of the proposed product characteristics as stated in your June 21, 2011, submission are altered 
prior to approval of the marketing application, the proprietary name should be resubmitted for 
review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Cherye Milburn, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-2084.  For any other information regarding this 
application contact the Office of New Drugs (OND) Regulatory Project Manager Janice Adams-
King at (301) 796-3713.   
 

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 
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 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 022113 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
 
Pfizer Consumer Healthcare 
Attention:   Erica Sinclair, MBA 
        Senior Manager, Regulatory Affairs 
5 Giralda Farms 
Madison, NJ  07940 
 
Dear Ms. Sinclair: 
 
We acknowledge receipt on June 21, 2011 of your June 21, 2011 resubmission of your new drug 
application submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act 
for Advil® Allergy and Congestion Relief (ibuprofen 200 mg, phenylephrine HCl 10 mg, and 
chlorpheniramine maleate 4 mg) tablets. 
 
We consider this a complete, class 2 response to our July 25, 2008, action letter.  Therefore, the 
user fee goal date is December 21, 2011. 
 
If you have any questions, call me, Regulatory Project Manager, at (301) 796-3713. 
 
      Sincerely, 
 
      {See appended electronic signature page} 
 
 

Janice Adams-King, RN, BSN, MS 
Regulatory Health Project Manager 
Division of Nonprescription Clinical Evaluation  
Office of Drug Evaluation IV 
Center for Drug Evaluation and Research 

 
 

Reference ID: 2968055



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

JANICE ADAMS
06/30/2011

Reference ID: 2968055





 
 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 022113 
 
 PROPRIETARY NAME REQUEST 
 INCOMPLETE  

 
Pfizer Consumer Healthcare 
5 Giralda Farms 
Madison, New Jersey 07940 
 
ATTENTION:  Erica Sinclair  

  Senior Manager, Regulatory Affairs  
 
Dear Ms. Sinclair: 
 
Please refer to your New Drug Application (NDA), dated and received September 25, 2007, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Ibuprofen, 
Phenylephrine Hydrochloride, and Chlorpheniramine Maleate  200 mg/10 mg/4 mg.   
 
We also refer to your December 22, 2010, correspondence, received December 22, 2010, 
requesting a review of your proposed proprietary name, .   
 
As noted in the Agency’s Not Approvable letter, dated July 25, 2008, in order to start a new review 
cycle you must fully address all the deficiencies listed.  Since your Request for Proprietary Name 
Review, did not accompany a Complete Response to the Not Approvable letter, your Request for 
Proprietary Name Review cannot be reviewed at this time.    
 
If you intend to submit a new Request for Proprietary Name Review at this time; submit it to an 
applicable Investigational New Drug (IND) application.  Alternatively, your Request for 
Proprietary Name Review may accompany your Complete Response to the Not Approvable letter.   
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Cherye Milburn, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-2084.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Janice Adams-King, at (301) 796-3713.   
 

Sincerely, 
{See appended electronic signature page}  

      
Denise P. Toyer, Pharm.D. 
Deputy Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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MEMORANDUM  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
     FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
     OFFICE OF SURVEILLANCE AND EPIDEMIOLOGY 
 
 
DATE:   January 3, 2011 
TO:    NDA 022113 Administrative File 
FROM:   Doris J. Bates, Ph.D. 
SUBJECT:   Telecon with Pfizer Consumer Health 
    Re: Proprietary Name Submission, December 22, 2010 
     
 
 
Background. Wyeth Consumer Healthcare submitted NDA 022113 to DNCE in September 2007 
(proposed proprietary name   The proprietary name was rejected in June, 
2008 (review); the NDA received a Not Approvable letter in July, 2008.  
 
In October, 2009, Wyeth was acquired by Pfizer and discussions with DNCE towards planning a 
resubmission continued. A new proposed proprietary name was submitted and received under the NDA 
on December 22, 2010 (SD 29, sequence number 0017). 
 
The cover letter for this submission indicates that the firm plans to submit the remaining components 
of a Complete Response in March, 2011. However, since this submission was made after the NDA 
received an NA letter, it technically cannot be reviewed until the remaining Complete Response 
components have also been received. 
 
Telephone Contacts with Sponsor. I contacted Pfizer Consumer Health on Monday, December 27 
(Erica Sinclair, 973-660-6431), and left a voicemail explaining the technical situation. On December 
29, I was contacted by Suzanne Brabant (973-660-5164) and followed up with her to explain. 
 
I explained that Pfizer could incorporate the existing proprietary name submission (NDA 022113, 
December 22, 2010) into their upcoming complete response NDA resubmission by cross-reference; at 
that time we will be able to initiate the review.  
 
I also clarified that any changes in the product, labeling, etc. should also be included in the upcoming 
resubmission and referenced at that time. 
 
Pfizer understands the technical situation. OSE can issue an incomplete letter for this submission, 
which I have drafted to include a summary of the recommendations above. 
 
 
 
Doris J. Bates, Ph.D. 
Team Leader 
OSE Project Management 

Reference ID: 2888760

(b) (4)

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

 
 
 
Public Health Service 

  Food and Drug Administration 
Rockville, MD 20857 

 

NDA 22-113 INFORMATION REQUEST LETTER 

Wyeth Consumer Healthcare 
Attention: Neil Napolitano 

Assistant Director, Global Regulatory Affairs 
5 Giralda Farms 
Madison, NJ 07940 

Dear Mr. Napolitano: 

Please refer to your new drug application (NDA) dated September 25, 2007, received September 
25, 2007, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, 
for  (ibuprofen 200 mg/ phenylephrine HCl 10 mg/ chlorpheniramine 
maleate 4 mg) tablets. 

We also refer to your submissions dated December 18, 2007, March 5, 2008 and April 18, 2008. 

We are reviewing the Chemistry, Manufacturing and Controls section of your submissions and 
have the following comments and information requests. We request a prompt written response by 
May 19, 2008, in order to continue our evaluation of your NDA: 

1. We remind you that the drug product expiration date should start from the manufacturing 
date of the bulk tablets.  

2. We have concluded that the stability data and other relevant information provided to-date 
in the application can support only one month of holding time for the bulk tablets. 
However, if you commit to the following, you may hold the bulk tablets up to three 
months: 

• Perform full release testing on the final dosage form (i.e., tablets in blister or pouch) 
for each batch. 

• Ensure that the bulk tablets are stored at 20°C – 25°C/60% RH during the holding 
period. 

• Submit information (name and address of the supplier, and reference to the 
appropriate indirect food additives regulation) on the inner liner of the bulk packaging 
(drug contact surface) to ensure the drug product quality during the storage of the 
bulk tablets. 

 

(b) (4)
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3. The stability data provided in the amendment dated April 18, 2008, indicate that 
 has been identified with concentration up to  relative to 

phenylephrine hydrochloride. Please add  to the drug product 
specification as a specified impurity and do not include it in the calculation for 
unspecified impurities. The limit for  should be set at NMT 

 per ICH Q3B unless the degradant has been qualified at a higher level. 

4. Please explain the meaning of symbol “N” in the stability summary report.  

If you have any questions, call Scott N. Goldie, Ph.D., Regulatory Health Project Manager for 
Quality, at (301) 796-2055. 

Sincerely, 

{See appended electronic signature page} 

Moo-Jhong Rhee, Ph.D.  
Chief, Branch III 
Division of Pre-Marketing Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

 
 

 

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 

Food and Drug Administration 
Rockville, MD  20857 

 
NDA 22-113  
 
 
Wyeth Consumer Healthcare 
Attention:  Neil Napolitano  

      Assistant Director, Global Regulatory Affairs 
5 Giralda Farms 
Madison, NJ 07940 
 
 
Dear Mr. Napolitano: 
 
Please refer to your new drug application (NDA) dated September 25, 2007, received September 
25, 2007, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, 
for  (ibuprofen 200 mg/ phenylephrine HCl 10 mg/ chlorpheniramine 
maleate 4 mg) tablets. 
 
We also refer to the meeting between representatives of your firm and the FDA on  
February 26, 2008. The purpose of the meeting was to discuss FDA concerns regarding  
degradants, stability and toxicology studies for this NDA. 
 
The official minutes of that meeting are enclosed. You are responsible for notifying us of any 
significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Robin Anderson, Regulatory Project Manager, at (301) 796-0534. 

 
                 Sincerely, 
 

                                                                {See appended electronic signature page} 
 

                             Andrea Leonard Segal, M.D. 
                             Director 

     Division of Nonprescription Clinical Evaluation 
                                         Office of Nonprescription Products 

                                                                 Center for Drug Evaluation and Research 
 
 
Enclosure 
 
 

(b) (4)



 MEMORANDUM OF TELECON 
 
 
DATE:  February 26, 2008 
 
APPLICATION NUMBER: NDA 22-113  
 
BETWEEN: 

Name:   Global Regulatory Affairs:  
Neil Napolitano (Assistant Director) 
Lauren Quinn, JD (Sr. Director) 
Henry Weidmuller, R.Ph. (Sr. Director CMC) 
Vonnie Lewis (Manager CMC Global Regulatory Affairs) 

  
R&D (Chemists): 
David Giamalva, PhD (Research Fellow) 
Mike Eckstein (Assistant Director) 

  
Toxicology: 
Jay Goldring, PhD (Director) 

 
Representing:  Wyeth 

 
AND 

Name:  Division of Nonprescription Clinical Evaluation (DNCE):  
Robin Anderson, Project Manager 

  Andrea Leonard Segal, Division Director 
  Joel Schiffenbauer, Deputy Division Director 
  Bindi Nikhar, Medical Team Leader 
  Steve Osborne, Medical Officer 
  Linda Hu, Medical Officer 
  Paul Brown, Pharmacology/Toxicology Team Leader 

Wafa Harrouk, Pharmacology/Toxicology Reviewer 
 

  Office of New Drug Quality Assessment: 
Shulin Ding, Chemistry PAL 

  Bogdan Kurtyka, Chemist 
   

SUBJECT:  FDA concerns regarding degradants, stability and toxicology studies for  
NDA 22-113 
 
Background: 
NDA 22-113 is currently under review by DNCE, with a PDUFA goal date of July 25, 2008. On 
December 19, 2007 an amendment with updated stability data for the optimized formulation was 
submitted to this NDA. During the evaluation of the 6-month accelerated data for the optimized 
formulation Wyeth observed an additional degradant of , referred 

(b) (4)

(b) (4)





NDA 22-113 
 

3

product. Wyeth agreed to forward information concerning the other product to the FDA Project 
Manager following the teleconference. FDA stated they will review Wyeth’s 14-day toxicology 
study data.  
 
FDA stated that this type of product is for an indication that will engender repeated use that may 
add up to chronic exposure to the drug.  Therefore, it is not clear that a 14-day study will be 
sufficient to support the safety of the drug. FDA also clarified that this combination product 
should be labeled for 7 days, not 10 days as Wyeth had indicated, since it includes phenylephrine 
which is an ingredient supported in the OTC monograph for up to 7 days of use.  
 
FDA stated that the approval of this NDA will be dependent on the qualification of the  

 degradant. Wyeth asked FDA if draft study reports should be submitted earlier than the 
planned April 21, 2008 amendment, but FDA stated that it prefers the study report to be 
complete and final so that a complete assessment and evaluation can be conducted.  Wyeth 
should submit the full package together so that a decision can be made regarding the toxicology 
qualification program and the stability data. 
 
Post Meeting Addendum: 
On February 28, 2008 Wyeth sent FDA the information concerning precedence for the 14 day 
toxicology study for a similar product. This is NDA 21-374 (Advil Cold & Sinus Liquid-
Gels).  The link to the redacted SBA pharmacology section (pg. 8): 
http://www.fda.gov/cder/foi/nda/2002/21-374_Ibuprofen_pharmr.pdf. 
 
        
 

Robin Anderson, Project Manager 
       

 

(b) 
(4)
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NDA 22-113  
 
 
Wyeth Consumer Healthcare 
Attention:  Neil Napolitano  

      Assistant Director, Global Regulatory Affairs 
5 Giralda Farms 
Madison, NJ 07940 
 
 
Dear Mr. Napolitano: 
 
Please refer to your new drug application (NDA) dated September 25, 2007, received September 
25, 2007, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, 
for  (ibuprofen 200 mg/ phenylephrine HCl 10 mg/ chlorpheniramine 
maleate 4 mg) tablets. 
 
We are reviewing the Chemistry section of your submission and have the following comments 
and information requests. We request a prompt written response in order to continue our 
evaluation of your NDA. 
 

1. Revise the drug product specification table for Chlorpheniramine Maleate (Table 1.0-1 on 
Page 1, Section 3.2.S.4) to clearly state that the identification test will be performed by 
Wyeth.  

 
2. The HPLC retention time alone is not specific enough for the identity test. You must add 

a second identity test (such as UV spectrum by photodiode detector) for all three active 
ingredients to the drug product specification. 

 
3. Provide stability data for  to support the proposed limit 

of NMT   Clarify the footnote to Table 1.0-2 on Page 4, Section 3.2.P.5.1 concerning 
Ibuprofen-Phenylephrine Amide. 

 
4. Submit a Certificate of Analysis for the ibuprofen reference standard. 

 
5. Submit a Certificate of Analysis for  used in the manufacturing of  

 
 

6. Your specification for  (Hypromellose) is based on an 
outdated USP monograph and should be rectified. 

 
 

(b) (4)

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)
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If you have any questions, call Robin Anderson, Regulatory Project Manager, at (301) 796-0534. 
 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Leah Christl, Ph.D. 
Acting Chief, Project Management Staff 
Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
Center for Drug Evaluation and Research 

 



---------------------------------------------------------------------------------------------------------------------
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NDA 22-113  
 
 
Wyeth Consumer Healthcare 
Attention:  Neil Napolitano  

      Assistant Director, Global Regulatory Affairs 
5 Giralda Farms 
Madison, NJ 07940 
 
 
Dear Mr. Napolitano: 
 
Please refer to your new drug application (NDA) dated September 25, 2007, received September 
25, 2007, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, 
for  (ibuprofen 200 mg/phenylephrine HCl 10 mg/chlorpheniramine 
maleate 4 mg) tablets. 
 
We are reviewing the Pharmacology/Toxicology section of your submission and have the 
following comments and information request. We request a prompt written response in order to 
continue our evaluation of your NDA. 
 

We note that in one of your qualification studies (the 14 day oral gavage for 
phenylephrine (PE) ) in rats), the stability profile for the 
degradants fell below the target levels for your specification when tested on day 8 after 8 
consecutive dosing days with the same solution for the 95 mg/kg/day for PE/5 mg/kg/day 

 and the 98 mg/kg/day PE/2 mg/kg/day  The No Adverse Effects 
Levels (NOAEL) established for the  degradants based on the absence of 
toxicological findings cannot be interpreted due to the lower-than-target levels of the 
degradants tested in this study. To address this issue you will either need to perform a  
14-day general toxicity study to qualify the amount of degradant  in the formulation, 
or provide justification as to why a study is not needed. 
 

 
 
 
 
 
 
 
 
 
 

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)
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If you have any questions, call Robin Anderson, Regulatory Project Manager, at (301) 796-0534. 
 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Joel Schiffenbauer, M.D. 
Deputy Director 
Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):   

Director, Division of Medication Errors and 
Technical Support (DMETS), HFD-420 
WO22, RM 4447 

 
FROM:  Robin Anderson, Regulatory Project Manager  

Division of Nonprescription Clinical Evaluation 

Office of Nonprescription Products 

 
 
DATE 

December 5, 2007 

 
IND NO. 

                   
   

 
NDA NO.  
22-113 

 
TYPE OF DOCUMENT 
Orginal NDA (505(b)(2) 

 
DATE OF DOCUMENT 
September 25, 2007 

 
NAME OF DRUG 

 

 
PRIORITY CONSIDERATION 

Medium 

 
CLASSIFICATION OF DRUG 

cough/cold 

 
DESIRED COMPLETION DATE 

April 25, 2008 

NAME OF FIRM:  Wyeth Consumer Healthcare 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

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

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 

  OTHER (SPECIFY BELOW): Trade name review

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

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

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

 
V. SCIENTIFIC INVESTIGATIONS 

 
   CLINICAL 

 
   PRECLINICAL 

 

COMMENTS/SPECIAL INSTRUCTIONS:  Wyeth has submitted a 505(b)(2) application proposing a proprietary name of  
.  The company already has approved NDA 21-441 with the trade name "Advil Allergy Sinus" 

(approved 12/20/02). The proposed product incorprates phenylephrine HCL (10 mg) as the nasal decongestant 
ingredient in order to provide an alternative to the pseudoephedrine product since pseudoephedrine has been moved 
behind the counter. This NDA is also our Division's CDTL pilot NDA, so review timelines have been planned in 
compliance with that initiative. 
 
PDUFA DATE:  July 25, 2008 
ATTACHMENTS: Draft Package Insert, Container and Carton Labels 
CC:  Archival IND/NDA 22-113 
HFD-560/Division File 
HFD-560/RPM 
HFD-560/Reviewers and Team Leaders 
 
NAME AND PHONE NUMBER OF REQUESTER 

 
METHOD OF DELIVERY (Check one) 

(b) (4)

(b) (4)



Robin Anderson (301) 796-0534   DFS ONLY                               MAIL    HAND 

 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 

5/28/05 

10 Pages of Draft Labeling have 
been Withheld in Full as B4 (CCI/

TS) Immediately Following this 
Page
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 

 
 

FILING COMMUNICATION 
NDA 22-113  
 
 
Wyeth Consumer Healthcare 
Attention:  Neil Napolitano  

      Assistant Director, Global Regulatory Affairs 
5 Giralda Farms 
Madison, NJ 07940 
 
 
Dear Mr. Napolitano: 
 
Please refer to your new drug application (NDA) dated September 25, 2007, received September 
25, 2007, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, 
for  (ibuprofen 200 mg/phenylephrine HCl 10 mg/chlorpheniramine 
maleate 4 mg) tablets. 
 
We also refer to your submission dated November 19, 2007. 
 
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 July 25, 2008. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by June 10, 2008. 
 
During our filing review of your application, we identified the following potential review issues: 
 

1. Inadequate drug product stability data for the to-be-marketed formulation. 
2. Absence of method validation protocols for Methods A7277 and A7300. 
 

(b) (4)
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We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.   
 
We also request that you submit the following information: 

 
1. Updated drug product stability data for the to-be-marketed formulation. 
2. Method validation protocols for Methods A7277 and A7300.  The protocols should 

include experimental details for the forced degradation study and the method used to 
assess peak purity. 

 
Please respond only to the above request 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. 
 
All applications for new active ingredients, new dosage forms, new indications, new routes of 
administration, and new dosing regimens are required to contain an assessment of the safety and 
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.  
We note that you have not fulfilled the requirements.  We acknowledge receipt of your request 
for a waiver of pediatric studies for this application for pediatric patients below twelve years of 
age. 
 
If you have any questions, call Robin Anderson, Regulatory Project Manager, at (301) 796-0534. 
 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Andrea Leonard-Segal, M.D. 
Director 
Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
Center for Drug Evaluation and Research 
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NDA 22-113 

NDA ACKNOWLEDGMENT 
 
Wyeth Consumer Healthcare 
Attention:  Neil Napolitano, Assistant Director 
       Global Regulatory Affairs 
5 Giralda Farms 
Madison, NJ 07940 
 
 
Dear Mr. Napolitano: 
 
We have received your new drug application (NDA) submitted pursuant to section 505(b)(2)  
of the Federal Food, Drug, and Cosmetic Act for the following: 
 
Name of Drug Product:  (ibuprofen 200 mg/phenylephrine HCl 10 

mg/chlorpheniramine maleate 4 mg) tablets 
 
Date of Application:   September 25, 2007 
 
Date of Receipt:   September 25, 2007 
 
Our Reference Number:   NDA 22-113 
 
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 November 24, 2007 in 
accordance with 21 CFR 314.101(a).  
 
The NDA number provided above shown above 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 
Office of Nonprescription Products  
Division of Nonprescription Clinical Evaluation 
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, 

(b) (4)
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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/cder/ddms/binders.htm. 
 
If you have any questions, call Robin Anderson, Regulatory Project Manager, at  
(301) 796-0534. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Leah Christl, Ph.D. 
Chief, Project Management Staff 
Division of Nonprescription Clinical Evaluation 
Office of Nonprescription Products 
Center for Drug Evaluation and Research 
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NDA /22-113 Pre-NDA Meeting 
 
1. Does the Agency agree that the proposed stability data package will be acceptable for 

filing the NDA, i.e., 3 months accelerated data on PG formulations plus 6 months 
accelerated data on non-PG formulations? 

 
This proposal is acceptable, but the applicant has proposed updating the stability data two 
months prior to the goal date; however we are concerned that there will not be sufficient 
time to review the data before final approval.  We cannot guarantee review of 
information submitted so late in the review cycle. 

 
2. Does the Agency agree that the proposed stability data package provided during Agency 

review, will be acceptable to support 18-month expiry dating on the PG formulations, 
i.e., 6 months accelerated data on the PG formulations and 12 real time data for all 
formulations? 

 
Yes, if no significant changes are noted at the accelerated condition and provided that 
FDA receives and reviews the 12 month stability update. 

 
3. Does the Agency agree that a request for a waiver of bioequivalence studies 

demonstrating equivalence between the formulas will be acceptable for NDA filing, 
assuming: 

 
a) Dissolution data are adequate to satisfy the requirement for in vitro testing under 

this waiver request, and  
 

b) Results of the in vivo bioavailability/bioequivalence studies on the non-PG 
formulations are found to be acceptable? 

 
4. Does the Agency concur that the agreements reached on the three previous questions 

apply equally to  applications:  and NDA 22-1 13 (see Attachment II for 
Data for NDA 22-113) 

 
Yes to 1 and 2. 

(b) (4) (b) (4)

(b) (4)
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