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             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 77-170 
 
 
 
 
 
 
TEVA Pharmaceuticals USA 
Attention: Patricia Jaworski 
   Senior Director, Regulatory Affairs 
2 University Plaza, Suite 220 
Hackensack, NJ 07601 
 
 
Dear Madam: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated June 1, 2004, submitted pursuant to section 505(j) 
of the Federal Food, Drug, and Cosmetic Act (the Act), for 
Cetirizine Hydrochloride and Pseudoephedrine Hydrochloride 
Extended-Release Tablets, 5 mg/120 mg.   
 
Reference is also made to your amendments dated May 16, July 14, 
September 7, and November 18, 2005; September 4, December 13, 
and December 20, 2007 (2 submissions); and January 22, 2008. 
 
We have completed the review of this ANDA and have concluded 
that adequate information has been presented to demonstrate that 
the drug is safe and effective for use as recommended in the 
submitted labeling.  Accordingly the ANDA is approved, effective 
on the date of this letter.  The Division of Bioequivalence has 
determined your Cetirizine Hydrochloride and Pseudoephedrine 
Hydrochloride Extended-Release Tablets, 5 mg/120 mg, to be 
bioequivalent and, therefore, therapeutically equivalent to the 
reference listed drug (RLD), Zyrtec-D Extended-Release Tablets, 
5 mg/120 mg of Pfizer Pharmaceuticals, Inc. (Pfizer).  
 
Your dissolution testing should be incorporated into the 
stability and quality control program using the same method 
proposed in your ANDA.  The “interim” dissolution specifications 
are as follows: 
 

 The dissolution testing should be conducted in 500 ml of 0.1N HCl 
using USP Apparatus I (Basket) at 100 rpm.  The test product 
should meet the following specifications:  
 
 
 



 
Cetirizine HCl: Not less than 75% (Q) of the labeled amount of 
the drug in the dosage form is dissolved in 30 minutes. 
Pseudoephedrine HCl:  1 hr  30 – 50% 
       2 hr  50 – 70% 
       4 hr  70 – 90% 
       8 hr  NLT 80% 
The “interim” dissolution tests and tolerances should be 
finalized by submitting dissolution data for the first three 
production size batches.  Data should be submitted as a Special 
Supplement – Changes Being Effected when there are no revisions 
to the “interim” specifications or when the final specifications 
are tighter than the “interim” specifications.  In all other 
instances, the information should be submitted in the form of a 
Prior Approval Supplement.  
 
The RLD upon which you have based your ANDA, Pfizer’s Zyrtec-D 
Extended-Release Tablets, is subject to periods of patent 
protection.  The following patents and expiration dates are 
currently listed in the agency’s publication titled Approved 
Drug Products with Therapeutic Equivalence Evaluations (the 
“Orange Book”):  
 
 U.S. Patent Number   Expiration Date 
 
 6,469,009 (the '009 patent) July 13, 2019 
 6,489,329 (the '329 patent) April 8, 2016 
 7,014,867 (the '867 patent) June 10, 2022 
 7,226,614 (the '614 patent) June 10, 2022 
 
Your ANDA contains paragraph IV certifications to each of the 
patents under section 505(j)(2)(A)(vii)(IV) of the Act stating 
that the patents are invalid, unenforceable, or will not be 
infringed by your manufacture, use, or sale of Cetirizine 
Hydrochloride and Pseudoephedrine Hydrochloride Extended-Release 
Tablets, 5 mg/120 mg, under this ANDA.  Section 
505(j)(5)(B)(iii) of the Act provides that approval of an ANDA 
shall be made effective immediately, unless an action is brought 
against TEVA Pharmaceuticals USA (TEVA) for infringement of one 
or more of the patents that were the subjects of the paragraph 
IV certifications.  You have notified the agency that TEVA 
complied with the requirements of section 505(j)(2)(B) of the 
Act, and that no action for infringement was brought against 
TEVA within the statutory 45-day period, which action would have 
resulted in a 30-month stay of approval under section 
505(j)(5)(B)(iii).  
 



FDA has determined that TEVA was the first applicant to submit a 
substantially complete ANDA for Cetirizine Hydrochloride and 
Pseudoephedrine Hydrochloride Extended-Release Tablets, 5 mg/120 
mg, that contained a paragraph IV certification and therefore 
was eligible for 180-day generic-drug exclusivity under section 
505(j)(5)(B)(iv) of the Act.  However, due to the following set 
of circumstances, your eligibility for 180-day exclusivity was 
forfeited under section 505(j)(5)(D)(i)(IV).   
 
Your ANDA was received by the agency on June 2, 2004.  The ANDA 
filing date plus 30 months was December 2, 2006.  This ANDA was 
not granted tentative approval within the 30-month period 
described in section 505(j)(5)(D)(i)(IV).  We also have 
determined that the requirements for approval of this ANDA were 
not changed or reviewed after your ANDA was filed, nor was a 
related citizen petition submitted that would extend the 30-
month period as described in section 505(q)(1)(G) of the Act.  
We therefore conclude that the 180-day exclusivity period 
described in section 505(j)(5)(B)(iv) of the Act for Cetirizine 
Hydrochloride and Pseudoephedrine Hydrochloride Extended-Release 
Tablets, 5 mg/120 mg, was forfeited by TEVA.   
 
Under section 506A of the Act, certain changes in the conditions 
described in this ANDA require an approved supplemental 
application before the change may be made. 
   
Postmarketing reporting requirements for this ANDA are set forth 
in 21 CFR 314.80-81 and 314.98.  The Office of Generic Drugs 
should be advised of any change in the marketing status of this 
drug. 
   
Promotional materials may be submitted to FDA for comment prior 
to publication or dissemination.  Please note that these 
submissions are voluntary.  If you desire comments on proposed 
launch promotional materials with respect to compliance with 
applicable regulatory requirements, we recommend you submit, in 
draft or mock-up form, two copies of both the promotional 
materials and package insert(s) directly to: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Drug Marketing, Advertising, and Communications 
5901-B Ammendale Road 
Beltsville, MD 20705 
 

We call your attention to 21 CFR 314.81(b)(3) which requires 
that all promotional materials be submitted to the Division of 



Drug Marketing, Advertising, and Communications with a completed 
Form FDA 2253 at the time of their initial use.   
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Gary Buehler 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



---------------------------------------------------------------------------------------------------------------------
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---------------------------------------------------------------------------------------------------------------------
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---------------------
Gary Buehler
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 APPROVAL SUMMARY 
 REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:  77-170     
 
Dates of Submission:  December 20, 2007 and December 13, 2007 
 
Applicant's Name:  Ivax Pharmaceuticals Inc.  
 
Established Name:  Cetirizine Hydrochloride  and Pseudoephedrine HCl Extended ReleaseTablets,  

5 mg/120 mg (OTC) 
____________________________________________________________________________________ 
____________________________________________________________________________________
BASIS OF APPROVAL: 
 
APPROVAL SUMMARY  
 
CARTON: (12 and 24 tablets) 
 
Satisfactory in FPL as of December 20, 2007 e- submission.  
   
BLISTERS: (2 x 6 and 4 x 6) 
 
Satisfactory in FPL as of December 20, 2007 e- submission.  
 
REFERENCE LISTED DRUG: 
 
Was this approval based upon a petition?   No 
What is the RLD on the 356(h) form: Zyrtec-D 12 Hour Extended Release Tablets 
NDA Number: 21-150 
NDA Drug Name: Zyrtec-D 12 Hour Extended Release® Tablets 
NDA Firm: Pfizer Pharmaceuticals 
Date of Approval of NDA Insert and supplement: NDA 21-150/S-007, approved November 9, 2007 
       This supplement provided for the OTC switch 
Has this been verified by the MIS system for the NDA?  Yes 
Was this approval based upon an OGD labeling guidance?    No 
Basis of Approval for the Container Labels: Side-by-side comparison 
Basis of Approval for the Package Insert:  Side-by-side comparison 
 
PATENTS/EXCLUSIVITIES for NDA 21-150 
             Patent Data  

No Expiration Use Code Use File Labeling Impact
6469009 JUL 13, 2019 U-295 Treatment of seasonal and 

perennial allergic rhinitis symptoms
IV None 

6489329 APR 8, 2016   IV None 
7014867 Jun 10, 2012   IV None 

Exclusivity  Data  
 There is no unexpired exclusivity. 

(b) (4)
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John Grace
12/27/2007 12:59:53 PM
LABELING REVIEWER
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Devinder Gill
2/26/2008 01:05:24 PM
CHEMIST

Leigh Matheny
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Devinder Gill
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 
_____________________________________________________________________________  
 
FROM: Cecelia M. Parise 
  Regulatory Policy Advisor to the Director 
  Office of Generic Drugs (HFD-600) 
 
THROUGH: Gary Buehler 
  Director 
  Office of Generic Drugs (HFD-600) 
   
SUBJECT: Forfeiture of 180-Day Exclusivity for Teva’s (formerly Ivax) Cetirizine 

Hydrochloride and Pseudoephedrine Hydrochloride Extended-release Tablets, 
  5 mg/120 mg 
 
TO:  ANDA 77-170 
   
 
The Medicare Prescription Drug, Improvement, and Modernization Act of 2003 (MMA) 
describes, among other things, certain events which can result in the forfeiture of a first 
applicant’s 180-day generic drug exclusivity as described in section 505(j)(5)(B)(iv).   
 
The forfeiture provisions of the MMA now appear at section 505(j)(5)(D) of the Federal Food, 
Drug, and Cosmetic Act (the Act).  Included among these is section 505(j)(5)(D)(i)(IV), which 
states the following: 
 

FAILURE TO OBTAIN TENTATIVE APPROVAL.--The first applicant fails to 
obtain tentative approval of the application within 30 months after the date on 
which the application is filed, unless the failure is caused by a change in or a 
review of the requirements for approval of the application imposed after the date 
on which the application is filed. 

 
A “first applicant” is eligible for 180-day exclusivity by virtue of filing a substantially 
complete ANDA with a paragraph IV certification on the first day on which such an 
ANDA is received.  Section 505(j)(5)(B)(iv)(II)(bb).  If only one such ANDA is filed on 
the first day, there is only one first applicant; if two or more such ANDAs are filed on the 
first day, first applicant status is shared.  
 
“Tentative approval” means, generally, that an ANDA otherwise meets the requirements for 
approval under the Act, but cannot be fully approved for marketing because of patent or 
exclusivity protections.  Section 505(j)(5)(B)(iv)(II)(dd).   The “failure to obtain tentative 
approval” forfeiture provision establishes a bright line standard:  If within 30 months an ANDA 
has been determined by the agency to meet the statutory standards for approval and it is only 



 
 

 2

patent and/or exclusivity protection that prevents full approval, then an applicant maintains 
eligibility for 180-day exclusivity.   If this standard is not met in 30 months, eligibility for 180 
day exclusivity is forfeited.  It should be noted that the 30-month timeframe generally is without 
regard to the length of time the ANDA was under review by the Agency.  One exception to this 
general rule, described in section 505(j)(5)(D)(i)(IV), states that forfeiture will not occur if "the 
failure [to obtain a tentative approval] is caused by a change in or a review of the requirements 
for approval of the application imposed after the date on which the application is filed."   A 
second exception is found in new section 505(q)(1)(G) of the Act, enacted as part of the Food 
and Drug Administration Amendments Act of 2007 (Pub. Law 110-85).   This provides that  
 

If the filing of an application resulted in first-applicant status under 
subsection (j)(5)(D)(i)(IV) and approval of the application was delayed 
because of a petition, the 30-month period under such subsection is deemed 
to be extended by a period of time equal to the period beginning on the date 
on which the Secretary received the petition and ending on the date of final 
agency action on the petition (inclusive of such beginning and ending dates), 
without regard to whether the Secretary grants, in whole or in part, or denies, 
in whole or in part, the petition. 

 
Thus, pursuant to this provision, the 30-month period will be extended for the prescribed 
period during the review of a related petition subject to section 505(q).    
 
The terms of section 505(q)(1)(G) also clarify the scope of section 505(j)(5)(D)(i)(IV).  A 
number of comments have suggested that this section applies only when an ANDA is eligible 
for a tentative approval, not when an ANDA would be eligible for a final approval because 
there is no patent, 30-month stay or exclusivity blocking approval.  Although a narrow 
interpretation of the scope finds support in the text of section 505(j)(5)(D)(i)(IV), the terms 
of section 505(q)(1)(G ) clearly describe a broader scope.  Section 505(q)(1)(G) expressly 
states that if "approval" of the first applicant's application was delayed because of a petition, 
the 30-month period will be extended.  Thus, Congress contemplated that section 
505(j)(5)(D)(i)(IV) establishes a 30-month period within which an ANDA generally must 
obtain either tentative approval or final approval.  This interpretation squares both with the 
statutory language and with not permitting the 180-day exclusivity for a first applicant whose 
ANDA is technically deficient to delay approval of subsequent applications.  Therefore, FDA 
interprets section 505(j)(5)(D)(i)(IV) as requiring that, unless the period is extended for one 
of the reasons described in the Act, a first applicant that fails to obtain either tentative 
approval or approval for its ANDA within 30 months will forfeit eligibility for 180-day 
exclusivity. 
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The following is a timeline of ANDA 77-170: 
 

6/2/2004:    ANDA submitted containing 5 mg/120 mg extended-release tablets.  
Paragraph III (PIII) certification provided to the ‘358 patent and Paragraph 
IV (PIV) certifications submitted to the ‘329 and ‘009 patents. 

6/29/2004:  DBE first generic checklist completed finding BE studies acceptable for 
filing 

7/16/2004:   PIV filing letter issued to Ivax stating ANDA was acceptable for filing on 
6/2/2004 

7/19/2004:   Authorization provided to use  for notice purposes 
11/24/2004: Chemistry review 1 completed; deficiencies faxed to firm the same day 
3/16/2005:   DBE dissolution review completed; deficiencies faxed to firm on 3/18/2005 
4/27/2005:   Labeling review 1 completed; deficiencies faxed to firm on 4/29/2005 
7/22/2005:   DBE Fasting and Fed studies reviews completed; deficiencies faxed to firm 

7/28/2005 
7/15/2005:   Firm responded to labeling deficiencies 
8/29/2005:   Labeling found acceptable 
9/8/2005:     BE amendment submitted 
10/27/2005: BE review completed with studies found acceptable; comments to firm on 

11/3/2005 
11/21/2005: Firm acknowledges BE comments 
5/8/2006:     Dunner letter sent to firm regarding chemistry deficiencies faxed 11/24/2004 
5/24/2006:   Intent to amend letter received from the firm.  
6/7/2006:     XP containing PIII to the ‘358 and PIVs to the ‘009, ‘329 and ‘867 patents 
8/1/2006:     Response to the chemistry deficiencies that issued 11/24/2004 
11/30/2006: Return receipts provided documenting notice to the following entities: 

• Notice sent to UCB in Brussels, BE via  on 7/19/2004 
• Notice sent to Pfizer in NY, NY via US cert on 7/19/2004 
• Notice sent to Pfizer in NY, NY, UCB in Brussels, BE and UCB in 

Fribourg, Switzerland via  on 6/6/2006 for the ‘867 patent   
12/2/2006:   [6/2/2004 plus 30 months]   

 
Teva’s ANDA 77-170 was received on June 2, 2004, and has not been tentatively approved as of 
December 19, 2007.  The ANDA filing date plus 30 months was December 2, 2006; therefore, 
Teva’s ANDA was not tentatively approved within 30 months.  Teva does not claim, and the 
Agency does not find, that the requirements for approval changed or were reviewed, nor was a 
related citizen petition submitted that is subject to section 505(q).  We therefore conclude that 
the 180-day exclusivity period described in section 505(j)(5)(B)(iv) of the Act was forfeited by 
Teva.  

(b) (4)

(b) (4)

(b) (4)
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Robert L. West
12/26/2007 10:25:52 AM
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for Gary Buehler



MINOR AMENDMENT 
 
ANDA  77-170 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

  
APPLICANT:  IVAX Pharmaceuticals, Inc. 
 
ATTN:  Patricia Jaworski, Director, Regulatory Affairs 
 
FROM:  Leigh Ann Matheny 

TEL: 215-293-6150 
 
FAX: 201-489-1403 
 
PROJECT MANAGER: (301) 827-5727 

 
Dear Madam: 
 
This facsimile is in reference to your abbreviated new drug application dated June 1, 2004, submitted pursuant to 
Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Cetirizine Hydrochloride and Pseudoephedrine 
Hydrochloride extended-Release Tablets, 5 mg/120mg.  
 
Reference is also made to your amendment dated July 31, 2006. 
 
The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in 
the attachments ( 4  pages).   This facsimile is to be regarded as an official FDA communication and unless 
requested, a hard copy will not be mailed.  
 
The file on this application is now closed.  You are required to take an action described under 21 CFR 314.120 
which will either amend or withdraw the application.  Your amendment should respond to all of the deficiencies 
listed.  Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until 
all deficiencies have been addressed.  The response to this facsimile will be considered to represent a MINOR 
AMENDMENT and will be reviewed according to current OGD policies and procedures.  The designation as a 
MINOR AMENDMENT should appear prominently in your cover letter.  You have been/will be notified in a 
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of 
your bioequivalence data.  If you have substantial disagreement with our reasons for not approving this application, 
you may request an opportunity for a hearing. 
 
SPECIAL INSTRUCTIONS: 
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
 



36.  CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA: 77-170   APPLICANT:  IVAX Pharmaceuticals, Inc.                          
 
DRUG PRODUCT:  Cetirizine Hydrochloride and Pseudoephedrine 

Hydrochloride Extended-Release Tablets, 5 mg / 120 mg 
 
The deficiencies presented below represent MINOR deficiencies.   
 
A. Deficiencies: 
 
1.

 
2.

 
3.

 
4.

 
5.
 

 

 

 
6.

(b) (4)



 
7.

 

 
8.

 
9.

 
10

 
11

 
12

 
B. In addition to responding to the deficiencies presented above, 
please note and acknowledge the following comment in your response: 

 

(b) (4)



1. OGD is changing its CMC review process through our question based 
review (QbR) initiative, which is described in more detail on the 
OGD website:http://www.fda.gov/cder/ogd/QbR.htm. 

 
OGD’s QbR initiative was designed with the expectation that ANDA 
applications would be organized according to the Common Technical 
Document (CTD), a submission format adopted by multiple regulatory 
bodies including the FDA.  Generic firms are strongly recommended to 
submit their ANDAs in the CTD format (either eCTD or paper) to 
facilitate the implementation of the QbR and to avoid undue delays 
in the review of their applications.  

 
Because of the increasing number of ANDA submissions OGD receives 
each year, the Quality Overall Summary (QOS) part of the CTD format 
is extremely important to making our new review process more 
efficient.  Beginning in January 2007, all ANDA applicants are 
recommended to provide an electronic copy of a QOS that addresses 
OGD’s QbR questions. The QbR-Quality Overall Summary Outline posted 
on our webpage http://www.fda.gov/cder/ogd/ contains all the 
questions to prepare the QOS.  
 
 
The QOS should be submitted in both MS Word and pdf format along 
with the paper or electronic submission. The QOS should be provided 
even if the remainder of the application is not in CTD format. OGD 
has prepared QOS models that can be found on the OGD web site. We 
ask you to use these as a guide for your submissions.  

 
 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 

 
Vilayat A. Sayeed, Ph.D. 
Director 
Division of Chemistry III 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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for Vilayat Sayeed, Ph.D.





     
  

 

 

 
  

 
    

   

 
   









    
   

      

         
     

         
     

         
       

           
          

        
        

   

         
            

            
            

  

       

        
        

         
         

             
         

       
        
 

 
    

    
    
      





     
    

       
     

         
       

         
       

     

        
      

          
            

          
        

         
       
          
           

        
       

            
         

           
       

        
         

        
         

      
       

          
       

      
          

        

          
       

        
        

        



         
         

         
        

         
        

       

 
    

    
    
      

        
     



      

      

         
  

              
          

  

  
   

  
           

            
  

           
 

  
 

  

 
  

  
    

         
    

            
          

    
  

 
 



         

 
   

         
   

       
 

  
 

   
      

 

  
 



     

   
          

       
        
         

     
      
      
           

        
         
         
         
        

       
     

          
    

         
     

         



        

   
     

            
      

         
       

       
     

  



    

        
          

 

  

   



          

  
   

     

  
  

    
  

 
   

   
   
   

    
 

   
   

 
   
   

   
   

    

  



         

     
          

       
      

    
             

           
 
 

 
 
 

 
   

            



      

  
     

          
 

     
            

         

 
     
  
  

 
 

             





         
         

  

        
        

      

        
        

        
          

 

  

     
 
    

    
      



  

  

  

  

       
 

    

    

    

 

     

           
        

   







    
    
     

     
     

      
 

    

     

     

     

   

     
     

   

      
    

     
 

  





    
    
     

     
     

      
 

    
     

     

     

   

     
     

   

      
    

     
 

    



       
   

  

 

 

   

 

    
      

    

    
           
         

 
             

       
            

      

            
       

             
               

                  
             

            
           

              
           

            

             
              
         




