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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
                             

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 090922 
 
 
 
 
 
 
 
Sun Pharmaceutical Industries Limited (C/O Caraco) 
Attention: Robert Kurkiewicz   
1150 Elijah McCoy Drive 
Detroit, MI 48202 
 
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated October 16, 2008, 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 USP, 5 mg/120 mg (OTC).  
 
Reference is also made to your amendments dated June 6, 2009; 
February 9, and December 17, 2010; February 1, February 14, 
April 18, and December 31, 2011; and February 13, 2012. 
 
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 USP, 5 mg/120 mg (OTC) to 
be bioequivalent and, therefore, therapeutically equivalent to 
the reference listed drug (RLD), Zyrtec-D 12 Hour, of McNeil 
Consumer Healthcare (McNeil).  
 
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: 
 
 Apparatus: USP Apparatus I (Basket) at 100 rpm 
 Medium: 500 mL of 0.1 N HCl at 37±0.5°C 
 Specifications:  
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Cetirizine:   
    NLT 80% (Q) in 30 min 
   
  Pseudoephedrine: 
    1 hour: 30-50% 
       2 hour: 50-70 % 
    6 hour: NLT 80% 
 
The “interim” dissolution test(s) 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, McNeil’s Zyrtec-D 
12 Hour, 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 
 
With respect to each of these patents, your ANDA contains a 
paragraph IV certification under section 505(j)(2)(A)(vii)(IV) 
of the Act stating that the patent is invalid, unenforceable, or 
will not be infringed by your manufacture, use, or sale of 
Cetirizine Hydrochloride and Pseudoephedrine Hydrochloride 
Extended-release Tablets USP, 5 mg/120 mg (OTC), under this 
ANDA.  You have notified the agency that Sun Pharmaceutical 
Industries Ltd. (Sun) complied with the requirements of section 
505(j)(2)(B) of the Act, and that no action for infringement was 
brought against Sun within the statutory 45-day period.    
 
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.  
 
Please note that if FDA requires a Risk Evaluation & Mitigation 
Strategy (REMS) for a listed drug, an ANDA citing that listed 
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drug also will be required to have a REMS.  See section 505-1(i) 
of the Act.  
   
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. 
   
As soon as possible, but no later than 14 days from the date of 
this letter, submit, using the FDA automated drug registration 
and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as 
described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLab
eling/default.htm, that is identical in content to the approved 
labeling (including the package insert, and any patient package 
insert and/or Medication Guide that may be required). Information 
on submitting SPL files using eLIST may be found in the guidance 
for industry titled “SPL Standard for Content of Labeling 
Technical Qs and As” at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInf
ormation/Guidances/UCM072392.pdf.  The SPL will be accessible via 
publicly available labeling repositories. 

 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Gregory P. Geba, M.D., M.P.H. 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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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
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/s/
----------------------------------------------------

ROBERT L WEST
09/28/2012
Deputy Director, Office of Generic Drugs, for
Gregory P. Geba, M.D., M.P.H.
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**Supersedes review signed off May 17, 2011** 

APPROVAL SUMMARY 

REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________
____________________________________________________________________________________
ANDA Number:  090922   

Dates of Submission:  February 13, 2012 (amendment) 

Applicant's Name:  Sun Pharmaceutical Industries Limited 

Established Name:  Cetirizine Hydrochloride and Pseudoephedrine HCl Extended Release Tablets 
USP, 5 mg/120 mg (OTC) 

____________________________________________________________________________________
____________________________________________________________________________________

APPROVAL SUMMARY 

CONTAINER LABELS (bottles of 30s) 
 Satisfactory in FPL as of the February 13, 2012 e-submission. 

Post-approval request: The following label revision will be emailed to the firm 
['robert.kurkiewicz@caraco.com'] after this review has been signed off.  The firm can submit revised label 
in the annual report: 

Uses: “itching of the nose or throat” [add “the”] 
____________________________________________________________________________________

NOTE TO THE CHEMIST: 

From: Robert.Kurkiewicz@caraco.com [mailto:Robert.Kurkiewicz@caraco.com] On Behalf Of 
RobertKurkiewicz/Caraco%CARACO@CARACO.COM 
Sent: Tuesday, February 28, 2012 12:00 PM 
To: Wu, Ruby (Chi-Ann) 
Subject: Fw: ANDA 90922 Cetirizine Hydrochloride and Pseudoephedrine HCl Extended Release Tablets 

Per your request.  

Bob
----- Forwarded by Robert Kurkiewicz/CARACO on 02/28/2012 11:59 AM -----

Subject:        Re: Fw: ANDA 90922 Cetirizine Hydrochloride and Pseudoephedrine HCl Extended Release Tablets  

Please forward this details to FDA.  

Diameter:  9  mm

Thickness:  5 mm 

______________________________________________
From: Zhang, Quan   
Sent: Thursday, February 23, 2012 10:18 AM 
To: Wu, Ruby (Chi-Ann) 
Cc: Park, Linda 
Subject: RE: ANDA 90922 Cetirizine Hydrochloride and Pseudoephedrine HCl Extended Release Tablets 
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Hi Ruby, 

I could not locate the tablets size information from my review and the original submission. Please let me 
know if you can find it somewhere. 

Thanks, 

Quan
_____________________________________________
From: Zhang, Quan   
Sent: Thursday, February 23, 2012 10:03 AM 
To: Wu, Ruby (Chi-Ann) 
Cc: Park, Linda 
Subject: RE: ANDA 90922 Cetirizine Hydrochloride and Pseudoephedrine HCl Extended Release Tablets 

Hi Ann, 

I went back to my review, USP monograph, and bio review. The firm's drug product do meet the dissolution 
test specified in the USP and the dissolution is adequate.

The dissolution testing is acceptable and complete Adequate.

Apparatus:   USP Apparatus I (Basket) at 100 rpm 
Medium:   500 mL of 0.1 N HCl at 37±0.5°C 
Specifications:  For Cetirizine: NLT 80% (Q) in 30 min; 

For Pseudoephedrine: 
1 hour 30-50% 
2 hour 50-70 % 
6 hour NLT 80% 

I will find out the size of the tablets soon. 

Thanks, 

Quan
______________________________________________
From: Wu, Ruby (Chi-Ann)   
Sent: Thursday, February 23, 2012 10:00 AM 
To: Wu, Ruby (Chi-Ann); Zhang, Quan 
Cc: Park, Linda 
Subject: RE: ANDA 90922 Cetirizine Hydrochloride and Pseudoephedrine HCl Extended Release Tablets 

Hi Quan, 

Another question…what is the size of the tablets?

Thanks, 

Ruby 
______________________________________________
From: Wu, Ruby (Chi-Ann)   
Sent: Thursday, February 23, 2012 9:43 AM 
To: Zhang, Quan 
Cc: Park, Linda 
Subject: ANDA 90922 Cetirizine Hydrochloride and Pseudoephedrine HCl Extended Release Tablets 

Good morning Quan, 

The drug product is not subject of a USP monograph.  Does the drug product meet the dissolution test 
specified in the USP? 

Thanks, 

Ruby 
Labeling reviewer 

____________________________________________________________________________________
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FOR THE RECORD: 

**Burhan Nour performed the previous reviews** 

1. The following review is based on the on the labeling of Zyrtec-D 12 Hour Extended Release Tablets (NDA 
021150/S-007) approved November 9, 2007, held by McNeil Consumer Healthcare. 

USP Monograph: (checked 2/23/12) 
Add the following:
Cetirizine Hydrochloride and Pseudoephedrine Hydrochloride Extended-Release Tablets 
ADDITIONAL REQUIREMENTS
•  Packaging and Storage: Preserve in well-closed containers. Store at controlled room 
temperature.

 PF: information already reflected in the current monograph. (checked 2/23/12) 

2. PATENTS/EXCLUSIVITIES 
Patent Data NDA 021150 

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

7226614 Jun 10, 2012 U-295 Treatment of seasonal and 
perennial allergic rhinitis symptoms 

IV None

Exclusivity  Data NDA 021150 
 There is no unexpired exclusivity for this product. 

3. MANUFACTURING FACILITY 
 Sun Pharmaceutical Industries Ltd., 
 Acme Plaza, Andheri-Kurla Road, 
 Andheri (East), Mumbai-400 059, India 

4. SCORING: 
NDA - unscored 
ANDA - unscored 

5. STORAGE CONDITIONS: 
NDA -  Store between 20° to 25°C (68° to 77°F) 
ANDA - Store between 20° to 25°C (68° to 77°F)  

6. PRODUCT DESCRIPTION
 RLD: film-coated, bi-layer 

Product Characteristics 
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_____________________________________________________________________________________________
__________________________________________________________________________________________
Date of Review:  February 28, 2012 

Primary Reviewer: Ruby Wu 

Team Leader:  Angela Payne 
____________________________________________________________________________________
____________________________________________________________________________________
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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/
----------------------------------------------------

CHI-ANN Y WU
02/28/2012

ANGELA M PAYNE
02/29/2012
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APPROVAL SUMMARY
 REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________
____________________________________________________________________________________
ANDA Number:  090922   

Dates of Submission:  April 18, 2011 

Applicant's Name:  Sun Pharmaceutical Industries Limited 

Established Name:  Cetirizine Hydrochloride and Pseudoephedrine HCl Extended Release Tablets,
5 mg/120 mg (OTC) 

____________________________________________________________________________________
____________________________________________________________________________________
REMS required? 

 Yes  No 

REMS acceptable? 
 Yes   No   n/a 

BASIS OF APPROVAL: 

APPROVAL SUMMARY 

CONTAINER LABELS (bottles of 30s) 
Satisfactory in FPL as of the April 18, 2011 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: 021150 
NDA Drug Name: Zyrtec-D 12 Hour Extended Release® Tablets 
NDA Firm: Pfizer Pharmaceuticals 
Date of Approval of NDA Insert and supplement: NDA 021150/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 
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_____________________________________________________________________________________________
__________________________________________________________________________________________
Date of Review:  May 15, 2011 

Dates of Submission:  April 18, 2011 

Primary Reviewer: Burhan Nour 

Team Leader:  John Grace 
____________________________________________________________________________________
____________________________________________________________________________________
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 REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:  090922   
 
Dates of Submission:  October 16, 2008 
 
Applicant's Name:  Sun Pharmaceutical Industries Limited 
 
Established Name:  Cetirizine Hydrochloride and Pseudoephedrine HCl Extended Release Tablets,  

5 mg/120 mg (OTC) 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
Labeling Deficiencies: 
 
1. CONTAINER LABELS (bottles of 30s , and ): 
 

a. We note your containers of  and  tablets exceed the daily sales limit of 
Pseudoephedrine HCL.  We note 21 CFR 1314.20 sets the daily sales limit of pseudoephedrine 
base to 3.6 gram per purchaser. Please delete the package sizes that exceed the daily sales limit.  

 

 

 
 

b. Your labels state the following: "Do not use if inner safety seal is torn or missing.” However, your 
application does not include any documentation regarding this safety seal.  In addition, 21 CFR 
211.132(b)(1) requires that the safety seal must include an "identifying characteristic (e.g., a 
pattern, name, registered trademark, logo, or picture)", and that the identifying characteristic must 
be referenced in the safety seal statement on the label.  Please submit information about the seal 
and revise your safety seal statement to include the identifying characteristic. 

 
2. OTC DRUG FACTS (bottles of 30s  and : 
  

a. In order for us to verify your compliance with the labeling format requirements of 21 CFR 201.66, 
please submit a format legend for each size of your container labels. 
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b. We note that “hydroxypropyl cellulose” is included in the list of Inactive Ingredients.  Meanwhile, 
it is not listed in your Component and Composition Statement. Please explain. 

 
c. See comments under container above. 
 
 
 
Revise your labeling, as instructed above, and submit final printed labeling electronically. 
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the 
daily or weekly updates of new documents posted on the CDER web site at the following address - 
http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm 
 
To facilitate review of your next submission please provide a side-by-side comparison of your 
proposed labeling with your last labeling submission with all differences annotated and explained. 
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REMS required? 
 Yes   No 

 
REMS acceptable? 

 Yes   No   n/a 
 
BASIS OF APPROVAL: 
 
APPROVAL SUMMARY  
 
CONTAINER LABELS (bottles of 30) 
 
See comments above  
 
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: 021150 
NDA Drug Name: Zyrtec-D 12 Hour Extended Release® Tablets 
NDA Firm: Pfizer Pharmaceuticals 
Date of Approval of NDA Insert and supplement: NDA 021150/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 
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DISSOLUTION TESTING: 
As per the “dissolution only” review the DBE requested the firm to accept and 
acknowledge the following dissolution method and specifications. The firm did so in the 
06/06/2009 amendment. Thus, the dissolution testing is acceptable and complete 
Adequate).   
 
Apparatus:   USP Apparatus I (Basket) at 100 rpm 
Medium:   500 mL of 0.1 N HCl at 37±0.5°C 
Specifications:  For Cetirizine: NLT 80% (Q) in 30 min; 

For Pseudoephedrine: 
1 hour 30-50% 
2 hour 50-70 % 
6 hour NLT 80% 

 
BIOEQUIVALENCE (BE) STUDIES: 
As per the “full ANDA” review there were 5 deficiencies. The 5 deficiencies were i) a 
request for resubmission of entire analytical report for the fasting BE study (PKD/08/021), 
ii) a request for complete raw numerical data for the fed BE study (PKD/08/022), iii) a 
request for explanation of the low mean recovery of 32% for pseudoephedrine seen in the 
report MV/CEPS/021, iv) a request for submission of at least 20% chromatograms for the 
fed BE study (PKD/08/022), v) a request for the Certificate of Analysis (COA) for the 
reference drug product (lot # 03607L).  
 
The firm responded to the 5 deficiencies in the amendment dated 12/17/2010 (1st 
amendment). There were inadequate data in this amendment (1st amendment). The firm 
therefore submitted the missing information in the subsequent amendment dated 
02/01/2011(telephone amendment). The current review evaluates the amendments dated 
12/17/2010 and 02/01/2011(telephone amendment). The firm’s response to the 5 
deficiencies is acceptable. Thus, the fasting and fed BE studies are now acceptable and 
complete (Adequate).  
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DSI INSPECTIONS: 
The clinical site was inspected for ANDA 090745 (routine) on 6/16/2010 and the outcome 
was NAI.  The analytical site was inspected for ANDA 090745 (Routine) on 6/16/2010 and 
the outcome was VAI [DARRTS: BISWAS, GOPA 06/17/2010 N/A 06/17/2010 
CONSULT REV-DSI-05(Bioequivalence Establishment Inspection Report Review) 
Original-1 Archive]. The reviewer has reviewed the DSI report and determined that the 
DSI report does not have any item that would affect the integrity of the analytical study 
submitted in this ANDA1.  
 
No Division of Scientific Investigations (DSI) inspection is pending or necessary for 
clinical and analytical sites. 
 
The application is acceptable (adequate). 
 
2 TABLE OF CONTENTS 

1 Executive Summary ................................................................................................................................ 1 
2 Table of Contents .................................................................................................................................... 3 
3 Background Information ......................................................................................................................... 3 
4 Submission Summary.............................................................................................................................. 5 

A. Drug Product Information, PK/PD Information, and Relevant DBE History .................................. 5 
B. Contents of Submission.................................................................................................................... 5 
C. Review of Submission...................................................................................................................... 5 
D. Deficiency Comments .................................................................................................................... 12 
E. Recommendations .......................................................................................................................... 12 
F. Comments for Other OGD Disciplines .......................................................................................... 13 

5 Outcome Page ....................................................................................................................................... 15 
 
 
3 BACKGROUND INFORMATION 

1. Sun Pharmaceuticals has submitted ANDA 090922 for its product, Cetirizine 
Dihydrochloride and pseudoephedrine Hydrochloride Tablets, 5 mg/120 mg. The 
submission references NDA 021150, ZYRTEC-D 12 hr® (Cetirizine 
Dihydrochloride and pseudoephedrine Hydrochloride) Tablets, 5 mg/120 mg from 
McNeil.  

 

                                                 
1 The routine DSI inspection of the analytical site was completed on 6/16/2010 and the outcome is VAI 
(voluntary action indicated) (for parent ANDA 090745). The DSI findings included: 1) Failure to conduct 
Incurred Sample Reproducibility assessments; 2) Failure to provide adequate controls for electronic source 
records. The DSI findings for studies conducted for ANDA 090745 are not expected to change the outcome 
of the current BE study. For ANDA 090745, after reviewing the DSI report, the studies were found still 
acceptable (DARRTS, DARRTS: BISWAS, GOPA 06/17/2010 N/A 06/17/2010 CONSULT REV-DSI-
05(Bioequivalence Establishment Inspection Report Review) Original-1 Archive).  The current reviewer did 
not considered the two DSI findings to have any impact on the current studies. 
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2. DBE had done a “dissolution only” review on this ANDA [DARRTS for ANDA 
090922: JIANG, XIAOJIAN 03/17/2009 N/A 03/17/2009 REV-BIOEQ-
02(Dissolution Review) Original-1 Archive]. The firm conducted its dissolution 
testing using the FDA-recommended dissolution method Cetirizine 
Dihydrochloride and pseudoephedrine Hydrochloride Tablets, 5 mg/120 mg: 

 
Medium: 0.1 N HCl 

  Apparatus:   USP apparatus I (Basket) 
Speed:   100 RPM 

 
The firm’s initially proposed specifications were not acceptable and DBE 
recommended the firm to acknowledge the following FDA-recommended 
specifications. 

 
Cetirizine-NLT 80% (Q) in 30 minutes 
Pseudoephedrine- 1 hr: 30%-50%,  
                              2hrs: 50%-70%  

                                      6hrs: NLT 80% 
 
In its amendment dated on 06/06/2009, the firm acknowledged the FDA-
recommended dissolution specification. The dissolution testing is acceptable. In 
addition to conducting dissolution testing in 0.1 N HCl, the firm also conducted 
dissolution testing in pH 4.5 acetate buffer, pH 6.8 phosphate buffer and water. The 
firm also conducted in vitro alcohol dose dumping testing of pseudoephedrine ER 
component for the test product using the following dissolution method: 900 ml, 0.1 
N HCl, USP apparatus I (Basket) at 100 rpm, with the addition of 0%, 5%, 20% and 
40% of ethanol to the dissolution media. The test product did not show any risk of 
dose-dumping in the presence of alcohol.  

 
3. The firm, in its original application, also submitted the fasting and fed 

bioequivalence studies comparing its Cetirizine and Pseudoephedrine Extended 
Release Tablets, 5 mg/120 mg, to the McNeil’s, ZYRTEC-D 12 hour® (Cetirizine 
and Pseudoephedrine) Tablets, 5 mg/120 mg. The BE studies were found 
incomplete [DARRTS: DANDAMUDI, SUMAN 09/20/2010 N/A 09/20/2010 
REV-BIOEQ-01(General Review) Original-1 Archive] due to 5 deficiencies. 
The 5 deficiencies were i) a request for resubmission of entire analytical report for 
the fasting BE study (PKD/08/021), ii) a request for complete raw numerical data 
for the fed BE study (PKD/08/022), iii) a request for explanation of the low mean 
recovery of 32% for pseudoephedrine seen in the report MV/CEPS/021, iv) a 
request for submission of at least 20% chromatograms for the fed BE study 
(PKD/08/022), v) a request for the Certificate of Analysis (COA) for the reference 
drug product (lot # 03607L). 
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4. In the current amendment, the firm re-submitted the analytical report of the fasting 
study and the raw numerical data for fed BE study of Cetirizine Dihydrochloride 
and Pseudoephedrine Hydrochloride Tablets. The firm also provided the 
explanation for the low recovery of pseudoephedrine in their method validation. 

 
4 SUBMISSION SUMMARY 

A. Drug Product Information, PK/PD Information, and Relevant DBE History 

See the review of the original submission in DARRTS for ANDA 090922- 
DANDAMUDI, SUMAN 09/20/2010 N/A 09/20/2010 REV-BIOEQ-01(General 
Review) Original-1 Archive. 
 
B. Contents of Submission  

Study Types Yes/No? How many? 
Single-dose fasting No  
Single-dose fed No  
Steady-state No  
In vitro dissolution No  
Waiver requests No  
BCS Waivers No  
Vasoconstrictor Studies No  
Clinical Endpoints No  
Failed Studies No  
Amendments Yes 2 
 

C. Review of Submission  

Deficiency 1: The DBE could not open the electronic file for the analytical report of the 
fasting study probably because it was corrupt. Please resubmit the entire analytical report 
of the fasting (Study No: PKD/08/021) bioequivalence (BE) study. 
 
Firm’s Response to Deficiency 1: As requested by the DBE please note that the 
bioanalytical study report for fasting study (PKD/08/021) has been provided in section 
5.3.1.4 of this version of eCTD. 
 
Reviewer’s Comments on Firm’s Response:  In the original application, the firm 
submitted the analytical report of the fasting study, however the reviewer could not open 
the electronic file since it was corrupt. So the firm was asked to resubmit the entire 
analytical report of the fasting study. 
 
In the current amendment the firm submitted the analytical report for the sample analysis of 
the Fasting Study No. PKD/08/021. 

Reference ID: 2931549
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• Pseudoephedrine has amino functional group which has greater ability for 
protonation therefore mode of ionization selected is electrospray with positive 
polarity along with acidic pH mobile phase to achieve better ionization & signal 
reproducibility. 

 
2. Additionally, the possible phospholipid and other matrix component in organic layer 

during protein precipitation method could induce matrix effect. But as per method 
validation data, there is no matrix effect which is evident from results (Recovery 
experiment, Precision & Accuracy data and Matrix effect) provided in Table 1, Table 2 
and Table 3. 

 
3.  Method validation and recovery results have been evaluated further and followings are 

observations for Pseudoephedrine. The results express that recovery is highly precise 
and reproducible across the range where low recovery (around 30%) would not have 
any impact on concentration obtained after sample analysis. 

 
• Mean recovery observed is 29.3, 31.6, 32.4 and 33.8 for LOW QC, MED QC A, 

MED QC B and HQC respectively. 
• % CV observed 4.0%, 1.8%, 3.0% and 2.1% for LOW QC, MED QC A, MED QC 

B and HQC respectively.  
• Mean recovery and % CV observed 31.78 and 5.9 respectively across the range and 

also Global P & A data further confirm to well precise and accurate method. 
 
Reviewer’s Comments on Firm’s Response: The ionization state of the analyte molecule 
depends on the pH of the mobile phase. The ionization efficiency in LC/MS with 
electrospray (ESI) in positive ion mode will be drastically lowered in high pH mobile 
phases. It is common practice to employ volatile weak acids for enhancing the ionization of 
basic compounds in electrospray. So the firm stated that since pseudoephedrine has amino 
functional group which has greater ability for protonation therefore mode of ionization 
selected is electrospray with positive polarity along with acidic pH mobile phase to achieve 
better ionization & signal reproducibility. At the acidic conditions, the extraction of 
pseudoephedrine is lowered, since the basic compounds have better extraction at the basic 
pH. The firm stated that even though the recovery of pseudoephedrine is low, the results 
are consistent and reproducible at all the quality control concentrations. The firm’s 
response to the 3rd deficiency is acceptable. 
 

Reference ID: 2931549
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Deficiency 4: For the Fed (Study No PKD/08/022) BE study, you have submitted the 
chromatograms of cetirizine for 7 subjects i.e. 18% of the subjects. For future 
submissions, please submit chromatograms of at least 20% of the subjects. 
 
Firm’s Response to Deficiency 4: As recommended by the DBE for future submission we 
will provide chromatograms for at least 20% of the subjects. Chromatograms of cetirizine 
for subject No. 9 and 10 of the fed study (PKD/08/022) have been provided in section 
5.3.1.4 of this version of eCTD. 
 
Reviewer’s Comments on Firm’s Response: In the original application, the firm 
submitted chromatograms of cetirizine for 7 subjects i.e. 18% of the subjects. In the current 
amendment the firm submitted chromatograms for two additional subjects. The firm’s 
response to the 4th deficiency is acceptable. 
 
Deficiency 5: Please provide the certificate of analysis for the reference product (lot# 
03607L). 
 
Firm’s Response to Deficiency 5: Please note that the certificate of analysis for the 
reference product had already been provided in submitted ANDA section 5.3.1.2. Please 
find the copy of reference product certificate of analysis herewith in section 5.3.1.2 for 
your ready reference. 
 
Reviewer’s Comments on Firm’s Response: The reviewer could not find the certificate 
of analysis for the reference product in the original application. Thus the potency and 
content uniformity of the reference product could not be verified. The firm in the current 
amendment submitted the certificate of analysis of reference product. The firm’s response 
to the 5th deficiency is acceptable. 
 
 
D. Deficiency Comments  

None 
 
 
E. Recommendations  

1. The Division of Bioequivalence accepts the fasting BE study No. PKD/08/021 
conducted by the Sun Pharmaceutical Industries, Ltd. on its Cetirizine 
Dihydrochloride and Pseudoephedrine Hydrochloride Extended Release Tablets, 5 
mg/120 mg, lot # GK71416C, comparing it to McNeil’s ZYRTEC-D 12 hour® 
(Cetirizine Dihydrochloride and Pseudoephedrine Hydrochloride) Tablets, 5 
mg/120 mg, lot 03607L. 

 
2. The Division of Bioequivalence accepts the fed BE study No. PKD/08/022 

conducted by the Sun Pharmaceutical Industries, Ltd. on its Cetirizine 

Reference ID: 2931549





BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 090922 

APPLICANT: Sun Pharmaceutical Industries Ltd. 

DRUG 
PRODUCT: 

Cetirizine Dihydrochloride and Pseudoephedrine 
Hydrochloride Extended Release Tablets, 5 mg/120 mg 

 
The Division of Bioequivalence has completed the review of 
your submission acknowledged on the cover page and has no 
further question at this time. 
 
We acknowledge that you will conduct dissolution testing for 
the test product using the following FDA-recommended 
dissolution method and specification: 
 
The dissolution testing should be conducted in 500 mL of 0.1 
N HCl, at 37ºC + 0.5º C using USP apparatus I (Basket) at 100 
rpm. 
 
The test product should meet the following specification: 

 
Cetirizine-NLT 80% (Q) in 30 minutes 
Pseudoephedrine- 1 hr: 30%-50%,  
                 2hrs: 50%-70%  
                 6hrs: NLT 80% 

 
Please note that the bioequivalence comments provided in this 
communication are preliminary.  These comments are subject to 
revision after review of the entire application, upon 
consideration of the chemistry, manufacturing and controls, 
microbiology, labeling, or other scientific or regulatory 
issues.  Please be advised that these reviews may result in 
the need for additional bioequivalence information and/or 
studies, or may result in a conclusion that the proposed 
formulation is not approvable. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm. D. 
Director, Division of Bioequivalence 
Office of Generic Drugs 
Center for Drug Evaluation and Research

Reference ID: 2931549
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5 OUTCOME PAGE 

ANDA: 090922 
 
Productivity:  
 

ID Letter Date Productivity 
Category Sub Category Productivity Subtotal

13230  12/17/2010  Other  Study Amendment 
Without Credit (WC)  

0  0 

    Bean Total:  0 
 
 
 
 
 

Reference ID: 2931549
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• The firm used K3 EDTA as anticoagulant in their fasting and fed BE studies. It 
used the same anticoagulant in pre-study and with-in study validations. The 
calibration standards and quality control samples were prepared with human plasma 
containing K3 EDTA. 

 
• The mean percent recovery value of pseudoephedrine is 32%. The firm should 

explain the reason for such low value of the recovery of the analyte 
pseudoephedrine reported in method validation report No MV/CEPS/021. 

 
• In order to judge the impact of the low pseudoephedrine recovery, the reviewer 

compared the pharmacokinetic data of pseudoephedrine from the other ANDAs to 
that in the current ANDA. It is noticed that in spite of low recovery, the 
pharmacokinetic data of pseudoephedrine in the current submission is similar to that 
in the other ANDAs’ (see table below). 

 
Least Square Geometric Means of pseudoephedrine in fasting study 

 
ANDA 090922 (Current 

Submission) 
 

ANDA 077991 ANDA 077170  
Pharmacokinetic  

Parameter  
Test 

 
Reference 

 
Test 

 
Reference 

 
Test 

 
Reference 

AUC0-t (ng 
*hr/mL) 4601.27 4599.39 4590.84 4429.14 4164.28 4158.57 

AUC∞ (ng 
*hr/mL) 4729.56 4733.14 4624.93 4455.37 4265.06 4285.98 

Cmax (ng/mL) 382.72 364.38 351.13 343.85 319.73 332.47 

 
 
Least Square Geometric Means of pseudoephedrine in fed study 

 
ANDA 090922 (Current 

Submission) 
 

ANDA 077991 ANDA 077170  
Pharmacokinetic  

Parameter  
Test 

 
Reference 

 
Test 

 
Reference 

 
Test 

 
Reference 

AUC0-t (ng 
*hr/mL) 4141.44 4088.25 4040.37 4088.37 4012.63 3985.73 

AUC∞ (ng 
*hr/mL) 4256.12 4195.81 4058.58 4004.96 4117.00 4063.08 

Cmax (ng/mL) 378.16 350.47 375.78 361.64 362.64 363.86 

 
• The pre-study validation data are incomplete.
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Reviewer’s Comments on Dissolution: 
 

• There is no USP method for this product, but there is an FDA-recommended method. 
The firm conducted its dissolution testing using FDA- recommended dissolution 
method.  

 
• The firm’s initially proposed specifications were not acceptable and DBE 

recommended the firm to acknowledge the following FDA-recommended 
specifications (DARRTS for ANDA 090922: JIANG, XIAOJIAN 03/17/2009 N/A 
03/17/2009 REV-BIOEQ-02(Dissolution Review) Original-1 Archive): 

   
Cetirizine-NLT 80% (Q) in 30 minutes 
Pseudoephedrine- 1 hr: 30%-50%,  
                              2hrs: 50%-70%  
                              6hrs: NLT 80% 

 
In its amendment dated on 06/06/2009, the firm acknowledged the FDA-
recommended dissolution specification 

 
• In addition to conducting dissolution testing in 0.1 N HCl, the firm also conducted 

dissolution testing in pH 4.5 acetate buffer, pH 6.8 phosphate buffer and water. 
  

• The firm also conducted in vitro alcohol dose dumping testing of pseudoephedrine 
ER component for the test product using the following dissolution method: 900 ml, 
0.1 N HCl, USP apparatus I (Basket) at 100 rpm, with the addition of 0%, 5%, 20% 
and 40% of ethanol to the dissolution media. The data show that the % dissolved from 
the test product in media with various ethanol concentrations is comparable to % 
dissolution of the test product in media without alcohol. Therefore, no further 
comparison with the RLD is necessary. The test product does not show any risk of 
dose-dumping in the presence of alcohol. The dose dumping testing is not requested 
for this product and was reviewed for information only.
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4.4 SAS Output 

4.4.1 Fasting Study Data 

Cetirizine 
(b) (4)

Following this page, 58 pages withheld in full (b)(4)



BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 090922 

APPLICANT: Sun Pharmaceutical Industries Ltd. 

DRUG PRODUCT: Cetirizine and Pseudoephedrine Extended Release 
Tablets, 5 mg/120 mg 

 
The Division of Bioequivalence (DBE) has completed its review of 
your submission acknowledge on the cover sheet. The following 
deficiencies have been identified: 
 

1. The DBE could not open the electronic file for the analytical 
report of the fasting study probably because it was corrupt. 
Please resubmit the entire analytical report of the fasting 
(Study No: PKD/08/021) bioequivalence (BE) study. 

 
2. For Fed (Study No: PKD/08/022) BE study, you have submitted 

the raw numerical data from the assay runs of only 20% of the 
subjects. Please submit complete raw numerical data of ALL 
assay and reassay runs of both Fasting and Fed studies, 
including the data of peak height/area for the drug, peak 
height/area for the internal standard, ratio of the peak 
height/area for the drug to the peak height/area for the 
internal standard, dilution factor (if any), and the 
corresponding concentration for each assayed sample for all 
subject samples, calibration standard concentration samples, 
and quality control samples. 

 
3. The mean percent recovery value of pseudoephedrine is 32%. 

Please explain the reason for such low value of the recovery 
of the analyte pseudoephedrine reported in method validation 
report No MV/CEPS/021. 

 
4. For the Fed (Study No PKD/08/022) BE study, you have submitted 

the chromatograms of cetirizine for 7 subjects i.e. 18% of the 
subjects. For future submissions, please submit chromatograms 
of at least 20% of the subjects. 

 
5. Please provide the certificate of analysis for the reference 

product (lot# 03607L). 
 

 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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4.5 Outcome Page 

ANDA:  090922 
 

ID Letter Date Productivity Category Sub Category Productivity Subtotal 
12010  10/16/2008  Bioequivalence Study Fasting Study 1   1   
12010 10/16/2008  Bioequivalence Study Fed Study  1   1   
    Bean Total:  2   
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I. EXECUTIVE SUMMARY 

This is a review of the dissolution testing data only.  

The product references Zyrtec-D 12 hour® (Cetirizine HCl and Pseudoephedrine HCl) 
ER Tablets, 5 mg/120 mg (McNeil, NDA 21150). 

There is no USP method for this product but there is an FDA-recommended method (500
mL of 0.1 N HCl, basket at 100 rpm). The firm conducted its dissolution testing using 
FDA-recommended method as well as in three other media (500 ml of pH 4.5 Acetate 
buffer and pH 6.8 Phosphate buffer and Water, with basket at 100 rpm).  Based on the 
submitted data, the DBE recommends the following FDA-recommended dissolution 
method and data-driven specifications: 

Method: 500 mL of 0.1 N HCl using apparatus I (Basket) at 100 rpm

Specifications: 

For Cetirizine: NLT 80% (Q) in 30 min;  

For Pseudoephedrine: 

1 hour  30-50% 
2 hour  50-70 % 
6 hour  NLT 80% 

Please note that the “on-the –file” specifications are NLT 80% (Q) in 30 min for 
Cetirizine and 1 hr: 30-50%, 2 hr: 50-70% and 6 hr: NLT 80% for Pseudoephedrine. 

The firm conducted in vitro alcohol dose-dumping testing of the pseudoephedrine ER 
component for the test product only using the following dissolution method: 900 ml, 0.1 
N HCl, USP apparatus I (Basket) at 100 rpm, with the addition of 0%, 5%, 20% and 40% 
of ethanol to the dissolution media1. The data show that the % dissolved from the test 
product in media with various ethanol concentrations is comparable to % dissolution of 
the test product in media without alcohol. Therefore, no further comparison with the RLD 
is necessary. The test product does not show any risk of dose-dumping in the presence of 
alcohol. The dose dumping testing is not requested for this product and reviewed for 
information only.  

The Long Term Storage Stability (LTSS) of 88 days for both Cetirizine and 
Pseudoephedrine at -20°C ± 5°C is sufficient to cover the maximum storage time of the 
study samples (53 days at -20°C ± 5°C ).  

NO DSI inspection is necessary or pending. 

The DBE will review the fasted and fed BE study at a later date. 

                                                
1 Per the current Guidance for Industry: Individual Product Bioequivalence Recommendations (for 
Cetirizine HCl and Pseudoephedrine HCl ER tablet, posted on 2/2008, the DBE does not request alcohol 
dose dumping testing for this product.) 























II. COMMENTS: 

1.   The firm conducted its dissolution testing using FDA-recommended method (500 ml 
of 0.1 N HCl with basket at 100 rpm) as well as in three other media (500 ml of pH 4.5 
Acetate buffer and pH 6.8 Phosphate buffer and Water, with basket at 100 rpm).  The 
dissolution data show that the dissolution of the test product is comparable to 
corresponding reference product in all medium and there is no evidence of dose 
dumping in the test product. Based on the submitted data, the DBE recommends the 
following FDA-recommended dissolution method and data-driven specifications: 

Method: 500 mL of 0.1 N HCl using apparatus I (Basket) at 100 rpm

Specifications: 

For Cetirizine: NLT 80% (Q) in 30 min;  

For Pseudoephedrine: 

1 hour  30-50% 
2 hour  50-70 % 
6 hour  NLT 80% 

2. The firm has conducted alcohol dose-dumping testing on the test product only using 
the following dissolution method and media: 

Testing Conditions: 900 mL, 0.1 N HCl, apparatus I (basket) @ 100 rpm, with and 
without alcohol (see below):  
Test 1: 12 units tested according to the proposed method (with 0.1 N HCl), with data 
collected every 15 minutes for a total of 2 hours.  
Test 2: 12 units analyzed by substituting 5% (v/v) of test medium with Alcohol USP, and 
data collection every 15 minutes for a total of 2 hours.  
Test 3: 12 units analyzed by substituting 20% (v/v) of test medium with Alcohol USP, 
and data collection every 15 minutes for a total of 2 hours.  
Test 4: 12 units analyzed by substituting 40% (v/v) of test medium with Alcohol USP, 
and data collection every 15 minutes for a total of 2 hours. 

The results are summarized as follows: 





III. DEFICIENCY COMMENTS: 

1. The firm should acknowledge the acceptance of FDA recommended method and data 
driven specifications. 

IV. RECOMMENDATION: 

The in vitro dissolution testing conducted by the firm on the test and reference products is 
acceptable. However, the firm should acknowledge the following FDA recommended 
dissolution method and data driven specifications:  

Method: 500 mL of 0.1 N HCl using apparatus I (Basket) at 100 rpm

Specifications: 

For Cetirizine: NLT 80% (Q) in 30 min;  

For Pseudoephedrine: 

1 hour  30-50% 
2 hour  50-70 % 
6 hour  NLT 80% 



BIOEQUIVALENCE DEFICIENCY
 

ANDA: 90-922 

APPLICANT: Sun Pharmaceutical Industries Ltd. 

DRUG PRODUCT: Cetirizine HCl and Pseudoephedrine HCl 
Extended-Release Tablets, 5 mg/120 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review of the dissolution testing portion of your 
submission acknowledged on the cover sheet. The review of 
the bioequivalence studies will be conducted at a later 
date. The following deficiency has been identified: 
 
1. Your dissolution testing is acceptable. However your 

proposed specifications are not acceptable. Please 
acknowledge your acceptance of the following FDA-
recommended method and data-driven specifications: 

 
    Apparatus: USP Apparatus I (Basket) 

Media: 500 mL of 0.1 N HCl 
Agitation Speed: 100 rpm 
Temperature: 37±0.5°C 
Specifications:  
 
For Cetirizine: NLT 80% (Q) in 30 min;  
 
For Pseudoephedrine: 
 
1 hour  30-50% 
2 hour  50-70 % 
6 hour  NLT 80% 

 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
 
   



V. OUTCOME 

Completed Assignment for 90922 ID: 7640  

Reviewer: Jiang, Xiaojian  Date Completed:
Verifier: , Date Verified:
Division: Division of Bioequivalence 
Description:

Productivity:  
ID Letter Date Productivity Category Sub Category Productivity Subtotal

7640  10/16/2008  Dissolution Data  Dissolution Review 1   1   
    Bean Total: 1
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CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 090922 

 
 
 

 
 

ADMINISTRATIVE and CORRESPONDENCE 
DOCUMENTS 

 



 

 

ROUTING SHEET 
 APPROVAL     TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)    CGMP 

 
Division: II Team: 24 PM: Linda Park 
 
ANDA #:90922 
Firm Name:Sun Pharmaceutical Industries Limited 
ANDA Name:Cetirizine Hydrochloride and Pseudoephedrine HCl Extended Release Tablets 
USP, 5 mg/120 mg (OTC) 
RLD Name:Zyrtec-D 12 Hour Extended Release Tablets, McNeil Consumer Healthcare. 
 
Electronic AP Routing Summary Located: 
V:\Chemistry Division II\Team 24\AP Summary 
 

AP/TA Letter Located: 
V:\Chemistry Division II\Team 24\AP LTR 

 
Project Manager Evaluation:        Date: 9-23-12   Initials: LP 

 Previously reviewed and tentatively approved --- Date       
 Previously reviewed and CGMP Complete Response issued -- Date        

 
Original Rec′d date 10-16-08 Date of Application 10-22-08 Date Acceptable for Filing 1-12-09 
Patent Certification (type) PIV Date Patent/Excl. expires       Citizens' Petition/Legal Case?    Yes  No  

(If YES, attach email from PM to CP coord) 
First Generic                 Yes  No  
DMF#:        (provide MF Jackets) 

Priority Approval   (Top 100, PEPFAR, etc.)?     Yes  No    Comment:       
Prepared Draft Press Release sent to Cecelia Parise Yes  No    Date:       

 Suitability Petition/Pediatric Waiver  Pediatric Waiver Request:   Accepted  Rejected  Pending  
 
EER Status:  Pending    Acceptable    OAI EES Date Acceptable:        Warning Letter Issued; Date:       
Has there been an amendment providing for a Major change in formulation since filling? Yes   No        Comment:       
Date of Acceptable Quality (Chemistry) 9-21-12        Addendum Needed: Yes   No        Comment:       
Date of Acceptable Bio 4-12-11       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 2-29-12  Attached labeling to Letter: Yes  No     Comment:       
Date of Acceptable Sterility Assurance (Micro) na 
 
Methods Val. Samples Pending: Yes  No ;   Commitment Rcvd. from Firm:  Yes  No  
 
Post Marketing Agreement (PMA): Yes   No   (If yes, email PM Coordinator)   Comment:       
 
Modified-release dosage form: Yes   No      (If yes, enter dissolution information in Letter) 
 
Routing: 

 Labeling Endorsement, Date emailed:        REMS Required: Yes  No   REMS Acceptable: Yes  No  
 

 Regulatory Support 
 

 Paragraph 4 Review (Dave Read, Susan Levine), Date emailed:       
 

 Division 
 

 1st Generic Review 
 

 Bob West / Peter Rickman 
 Gregory Geba 

 
Filed AP Routing Summary in DARRTs Notified Firm and Faxed Copy of Approval Letter 

 
 Sent Email to "CDER-OGDAPPROVALS″ 

distribution list 

Electronic ANDA:  
Yes   No  

Reference ID: 3197037





 

 

Since this is an OTC product and OPDP does not regulate OTC products, 
(http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/DrugMarketingAdvertisingandCommunicat
ions/ucm209384.htm) it may not be appropriate to include the "promotional materials" paragraphs in the approval letter. 
 
Thanks, 
 
Ruby 
 
3. Paragraph IV Evaluation                             PIV’s Only 

David Read            Date 27Sep2012 
OGD Regulatory Counsel           InitialsDTR 

Pre-MMA Language included     
Post-MMA Language Included     
Comments:Ok. 

 
4. Quality Division Director /Deputy Director Evaluation      Date SMR for 

Chemistry Div. II (Smith) Initials9/26/2012 
Comments:CMC acceptable and complete. 

 
5. First Generic Evaluation                              First Generics Only 

Frank Holcombe           Date      
  Assoc. Dir. For Chemistry          Initials          
  Comments: (First generic drug review) 
       
 
OGD Office Management Evaluation  
 
6. Peter Rickman           Date 9/28/2012 
  Director, DLPS           Initials wpr 

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No        
Comments: BOS=Zyrtec D 12 hour NDA 21150,  Applicant provided PIV certs to all listed patents, '009, '329, '867, and 

'614 patents. Sun provided a statement that they were not sued within the 45 day period. There are no exclusivity issues. 180 day 
exclusivity was forfeited for this drug product. Chemistry acceptable 9/21/2012. Bio acceptable 4/12/2011 (fasting and fed studies 
5/120 mg). Labeling acceptable 2/29/2012 per AP Summary, TL sign-off 9/24/2012. EER acceptable 9/24/2012.  Application is 
okay for immediate Full Approval.  
 
AND/OR 
 
7. Robert L. West           Date       

Deputy Director, OGD          Initials       
      Para.IV Patent Cert: Yes  No  

Pending Legal Action: Yes  No  
Petition: Yes  No  

      Press Release Acceptable  
Date PETS checked for first generic drug       

 
 Comments:      
 
8. OGD Director Evaluation 

Gregory Geba            
Deputy Director, OPS           

Comments:      
First Generic Approval        
PD or Clinical for BE       
Special Scientific or Reg.Issue  

 Press Release Acceptable  
Reference ID: 3197037



 

 

  
 Comments:      
 
9. Project Manager 

Date       
Initials       
 
Check Communication and Routing Summary into DARRTS 
 
 

Reference ID: 3197037
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09/28/2012
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QUALITY DEFICIENCY - MINOR

ANDA  090922 

OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 

APPLICANT:  Sun Pharmaceutical Industries Ltd. 

ATTN:  Vincent P. Andolina 

FROM:  Linda Park 

TEL: 609-495-2808 

FAX: 609-495-2711 

FDA CONTACT PHONE: (240) 276-8536 

Dear Sir: 

This facsimile is in reference to your abbreviated new drug application dated October 16, 2008, submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Cetirizine Hydrochloride and Pseudoephedrine Extended Release 
Tablets, 5 mg/120 mg (OTC).  

Reference is also made to your amendments dated February 9, 2010; and February 14, 2011. 

The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached   pages.   This facsimile is to be regarded as an official FDA communication and 
unless requested, a hard copy will not be mailed.  

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.  
Your cover letter should clearly indicate that the response is a QUALITY MINOR AMENDMENT and should appear 
prominently in your cover letter.  

We also request that you include a copy of this communication with your response.  Please direct any questions concerning this 
communication to the project manager identified above. 

SPECIAL INSTRUCTIONS:
 
Effective 001-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) 
Regulatory Documents will be: 

Office of Generic Drugs, CDER, FDA 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855 

 
All ANDA documents will only be accepted at the new mailing address listed above. For further 
information, please refer to the following websites prior to submitting your ANDA Regulatory 
documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 

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.

Reference ID: 2953975



CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 

 ANDA:      090922          APPLICANT:       Sun Pharmaceuticals Industries, Ltd.                                       

 DRUG PRODUCT:   Cetirizine Hydrochloride and Pseudoephedrine Hydrochloride
   Extended-Release Tablets USP, 5 mg/120 mg  

The deficiencies presented below represent MINOR deficiencies.

A. Deficiencies: 

1.

2.

3.

4.

5.

Reference ID: 2953975

(b) (4)



6.

 Sincerely yours, 

 {See appended electronic signature page} 

 Glen J. Smith  
 Acting Director 

      Division of Chemistry II 
      Office of Generic Drugs 
      Center for Drug Evaluation and Research

Reference ID: 2953975

(b) (4)



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

SUSAN M ROSENCRANCE
06/02/2011
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Electronic Log Book 
 
Electronic Log Book ID 367 
Contact: Sun Pharmaceutical Industries Ltd. 
Contact Person: Anne  Toland 
  
Reason: Outgoing, FDA Request for 

Information 
Contact Type: Email 
  
Category: ANDA 
ANDA/Control/Protocol #: 090922 
  
FDA Contact: Teresa Ramson 
  
Contact Time and Date 1/28/2011 at 4:25:10 PM 

 
Subject: Bioequivalence 
  
Query  
 In the amendment dated December 17, 2010, for Fasting 
(Study No: PKD/08/021) BE study, you have submitted the raw 
numerical data from the assay runs of only 1-30 subjects. 
Please submit complete raw numerical data of assay and 
reassay runs for subjects 31-44 of cetirizine and 
pseudoephedrine of Fasting BE study, including the data of 
peak height/area for the drug, peak height/area for the 
internal standard, ratio of the peak height/area for the 
drug to the peak height/area for the internal standard, 
dilution factor (if any), and the corresponding 
concentration for each assayed sample for all subject 
samples, calibration standard concentration samples and 
quality control samples. Please also submit the raw 
numerical data of all rejected runs. 
  
Response  
Dear Teresa,  
 
Thank you.  I have received the below e-mail and forwarded 
the same to the Sun group in India.  I expect they will 
respond within the requested timeframe.    
 
Regards, 
 
Anne Toland 
Director, Regulatory Affairs 
Sun Pharmaceutical Industries, Inc.  
270 Prospect Plains Rd. 
Cranbury, NJ  08512 
Phone:  609-495-2823 
Fax:  609-495-2711 

 

Reference ID: 2898094



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

TERESA V RAMSON
01/28/2011
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 REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________
____________________________________________________________________________________
ANDA Number:  090922   

Dates of Submission:  October 16, 2008 

Applicant's Name:  Sun Pharmaceutical Industries Limited 

Established Name:  Cetirizine Hydrochloride and Pseudoephedrine HCl Extended Release Tablets,
5 mg/120 mg (OTC) 

____________________________________________________________________________________
____________________________________________________________________________________
Labeling Deficiencies: 

1. CONTAINER LABELS (bottles of 30s, , and ): 

a. We note your containers of  and  tablets exceed the daily sales limit of 
Pseudoephedrine HCL.  We note 21 CFR 1314.20 sets the daily sales limit of pseudoephedrine 
base to 3.6 gram per purchaser. Please delete the package sizes that exceed the daily sales limit.

b. Your labels state the following: "Do not use if inner safety seal is torn or missing.” However, your 
application does not include any documentation regarding this safety seal.  In addition, 21 CFR 
211.132(b)(1) requires that the safety seal must include an "identifying characteristic (e.g., a 
pattern, name, registered trademark, logo, or picture)", and that the identifying characteristic must 
be referenced in the safety seal statement on the label.  Please submit information about the seal 
and revise your safety seal statement to include the identifying characteristic. 

2. OTC DRUG FACTS (bottles of 30s, , and : 

a. In order for us to verify your compliance with the labeling format requirements of 21 CFR 201.66, 
please submit a format legend for each size of your container labels. 

Reference ID: 2894430

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

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

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



b. We note that “hydroxypropyl cellulose” is included in the list of Inactive Ingredients.  Meanwhile, 
it is not listed in your Component and Composition Statement. Please explain. 

c. See comments under container above. 

Revise your labeling, as instructed above, and submit final printed labeling electronically. 

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the 
daily or weekly updates of new documents posted on the CDER web site at the following address - 
http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm

To facilitate review of your next submission please provide a side-by-side comparison of your 
proposed labeling with your last labeling submission with all differences annotated and explained. 

       {See appended electronic signature page}
  ___________________________

 Wm. Peter Rickman 
 Director 
 Division of Labeling and Program Support 
 Office of Generic Drugs 
 Center for Drug Evaluation and Research 

Reference ID: 2894430



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

JOHN F GRACE
01/25/2011
for Wm Peter Rickman
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BIOEQUIVALENCE AMENDMENT 
 
ANDA  090922 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327)  
  
APPLICANT: Sun Pharmaceutical Industries Ltd. 
 
ATTN: Anne Toland 
 
FROM:  Teresa Ramson 

TEL: (609) 495 - 2823 
 
FAX: (609) 495 -  2711 
 
FDA CONTACT PHONE: (240) 276-8782  

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalence data submitted on October 16, 2008, pursuant to Section 505(j) of the 
Federal Food, Drug, and Cosmetic Act for Cetirizine Dihydrochloride and Pseudoephedrine Hydrochloride Extended Release 
Tablets, 5 mg/120 mg.  
 
Reference is also made to your amendment dated June 6, 2009. 
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached 1  page.  This facsimile is to be regarded as an official FDA communication and unless 
requested, a hard-copy will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.  Your amendment should respond to all the 
deficiencies listed.  Facsimiles or partial replies will not be considered for review.  Your cover letter should clearly indicate: 
 
Bioequivalence  Response to Information Request          
If applicable, please clearly identify any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution 
waiver) that might be included for each strength.  We also request that you include a copy of this communication with your 
response. 
Please submit a copy of your amendment in an archival (blue) jacket and unless submitted electronically through the 
gateway, a review (orange) jacket.  Please direct any questions concerning this communication to the project manager 
identified above. 
 
Please remember that when changes are requested to your proposed dissolution methods and/or specifications by the 
Division of Bioequivalence, an amendment to the Division of Chemistry should also be submitted to revise the release 
and stability specification.  We also recommend that supportive dissolution data or scientific justification be provided in 
the CMC submission to demonstrate that the revised dissolution specification will be met over the shelf life of the drug 
product. 
 

SPECIAL INSTRUCTIONS: 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) Regulatory Documents will be: 
 

Office of Generic Drugs 
Document Control Room 

7620 Standish Place 
Rockville, Maryland 20855 

After the effective date, 01-Aug-2010, ANDAs will only be accepted at the new mailing address listed above. DO NOT submit your 
ANDA Regulatory documents to this address prior to 01-Aug-2010.  For further information, please refer to the following 
websites prior to submitting your ANDA Regulatory documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal 
Register: http://www.gpoaccess.gov/fr/ 
 
Please submit your response in electronic format.  This will improve document availability to review staff. 
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



 

ANDA: 090922 

APPLICANT: Sun Pharmaceutical Industries Ltd. 

DRUG PRODUCT: Cetirizine and Pseudoephedrine Extended Release 
Tablets, 5 mg/120 mg 

 
The Division of Bioequivalence (DBE) has completed its review of your 
submission acknowledge on the cover sheet. The following deficiencies 
have been identified: 
 

1. The DBE could not open the electronic file for the analytical 
report of the fasting study probably because it was corrupt. 
Please resubmit the entire analytical report of the fasting 
(Study No: PKD/08/021) bioequivalence (BE) study. 

 
2. For Fed (Study No: PKD/08/022) BE study, you have submitted the 

raw numerical data from the assay runs of only 20% of the 
subjects. Please submit complete raw numerical data of ALL assay 
and reassay runs of both Fasting and Fed studies, including the 
data of peak height/area for the drug, peak height/area for the 
internal standard, ratio of the peak height/area for the drug to 
the peak height/area for the internal standard, dilution factor 
(if any), and the corresponding concentration for each assayed 
sample for all subject samples, calibration standard 
concentration samples, and quality control samples. 

 
3. The mean percent recovery value of pseudoephedrine is 32%. 

Please explain the reason for such low value of the recovery of 
the analyte pseudoephedrine reported in method validation report 
No MV/CEPS/021. 

 
4. For the Fed (Study No PKD/08/022) BE study, you have submitted 

the chromatograms of cetirizine for 7 subjects i.e. 18% of the 
subjects. For future submissions, please submit chromatograms of 
at least 20% of the subjects. 

 
5. Please provide the certificate of analysis for the reference 

product (lot# 03607L). 
 
 

 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



Reference ID: 2840395
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COMPLETE RESPONSE -- MINOR 
 
ANDA  90-922 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
 
  
APPLICANT:  Sun Pharmaceutical Industries Ltd.           
U.S. Agent:  Kendle Regulatory 
 
ATTN:  Anthony C. Celeste 
 
FROM:  Leigh Ann Bradford 

TEL: 301-838-3120 
 
FAX: 301-838-3182 
 
FDA CONTACT PHONE: (240) 276-8453 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated October 16, 2008, submitted pursuant 
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Cetirizine Hydrochloride and Pseudoephedrine 
Extended-release Tablets, 5 mg/120 mg.  
 
 

SPECIAL INSTRUCTIONS: 
 

Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
We have completed the review of your ANDA and have determined that we cannot approve this application in its present form.  
We have described below our reasons for this action and, where possible, our recommendations to address these issues in the 
following attachments ( 3   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. Upon OGD's acceptance for filing of your ANDA, it was determined that an adequate amount of 
information was submitted to allow for review of your Bioequivalence and Microbiology data.  You will be notified in a 
separate communication of any further deficiencies identified during our review of your Bioequivalence and Microbiology data  
If you have substantial disagreement with our reasons for not approving this application, you may request an opportunity for a 
hearing. 
 
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  

 



CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
 ANDA:      90-922        APPLICANT:       Sun Pharmaceuticals Industries, Ltd.                                          
 
 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. 

 
7. 

 
8. 

 
9. 

 
10. 

(b) (4)

Following this page, 1 page withheld in full (b)(4)



 
23. 

 
24. 

 
 

B. In addition to responding to the deficiencies presented above, please note  and 
acknowledge the following comments in your response: 
 
1. Review of the Labeling is pending and BA/BE portions of this ANDA is 

deficient. We may request additional information at the completion of these 
reviews. 

 
2. Evaluation of all the finished drug product site establishments is pending. 
 
3. Please provide all available room temperature stability data. 
 

 
Sincerely yours, 
 
{See appended electronic signature} 
 
Vilayat A. Sayeed, Ph.D. 
Director 
Division of Chemistry III 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

 

(b) (4)
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BIOEQUIVALENCE AMENDMENT

ANDA  90-922 

OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 

APPLICANT:  Sun Pharmaceutical Industries Ltd.            
U.S. Agent:  Kendle Regulatory 

ATTN:  Anthony C, Celeste 

FROM:  Steven Mazzella 

TEL: 301-838-3120 

FAX: 301-838-3182 

FDA CONTACT PHONE: (240) 276-8782 

Dear Sir: 

This facsimile is in reference to the bioequivalence data submitted on October 16, 2008, pursuant to Section 505(j) 
of the Federal Food, Drug, and Cosmetic Act for Cetirizine Hydrochloride and Pseudoephedrine Extended Release 
Tablets, 5 mg/120 mg.  

The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached 1  page.  This facsimile is to be regarded as an official FDA 
communication and unless requested, a hard-copy will not be mailed.

You should submit a response to these deficiencies in accord with 21 CFR 314.96.   Your amendment should 
respond to all 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.  Your cover letter should clearly indicate that 
the response is a "Bioequivalence Amendment" and clearly identify any new studies (i.e., fasting, fed, multiple 
dose, dissolution data, waiver or dissolution waiver) that might be included for each strength.  We also request that 
you include a copy of this communication with your response.  Please submit a copy of your amendment in both an 
archival (blue) and a review (orange) jacket.  Please direct any questions concerning this communication to the 
project manager identified above. 

Please remember that when changes are requested to your proposed dissolution methods and/or 
specifications by the Division of Bioequivalence, an amendment to the Division of Chemistry should also be 
submitted to revise the release and stability specification. We also recommend that supportive dissolution 
data or scientific justification be provided in the CMC submission to demonstrate that the revised dissolution 
specification will be met over the shelf life of the drug product. 

SPECIAL INSTRUCTIONS:
Please submit your response in electronic format. 
This will improve document availability to review staff.

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.



ANDA: 90-922 

APPLICANT: Sun Pharmaceutical Industries Ltd. 

DRUG PRODUCT: Cetirizine HCl and Pseudoephedrine HCl Extended-
Release Tablets, 5 mg/120 mg 

 
The Division of Bioequivalence (DBE) has completed its review of 
the dissolution testing portion of your submission acknowledged 
on the cover sheet. The review of the bioequivalence studies 
will be conducted at a later date. The following deficiency has 
been identified: 
 
1. Your dissolution testing is acceptable. However your proposed 

specifications are not acceptable. Please acknowledge your 
acceptance of the following FDA-recommended method and data-
driven specifications: 

 
    Apparatus: USP Apparatus I (Basket) 

Media: 500 mL of 0.1 N HCl 
Agitation Speed: 100 rpm 
Temperature: 37±0.5°C 
Specifications:  
 
For Cetirizine: NLT 80% (Q) in 30 min;  
 
For Pseudoephedrine: 
 
1 hour  30-50% 
2 hour  50-70 % 
6 hour  NLT 80% 

 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



---------------------------------------------------------------------------------------------------------------------
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ANDA CHECKLIST FOR CTD or eCTD FORMAT 
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION FOR

FILING

For More Information on Submission of an ANDA in Electronic Common Technical Document (eCTD) 
Format please go to:  http://www fda.gov/cder/regulatory/ersr/ectd.htm

*For a Comprehensive Table of Contents Headings and Hierarchy please go to:  
http://www fda.gov/cder/regulatory/ersr/5640CTOC-v1.2.pdf

** For more CTD and eCTD informational links see the final page of the ANDA Checklist 
*** A model Quality Overall Summary for an immediate release tablet and an extended release capsule can 

be found on the OGD webpage http://www.fda.gov/cder/ogd/ *** 

ANDA #: 90-922    FIRM NAME:  SUN PHARMACEUTICAL INDUSTRIES LTD. 

PIV: YES  Electronic or Paper Submission:  ELECTRONIC (ECTD FORMAT)

 RELATED APPLICATION(S):  NA

First Generic Product Received?  NO  

(PER IAIN MARGAND 12/1/08)

DRUG NAME:  CETIRIZINE DIHYDROCHLORIDE 
AND PSEUDOEPHEDRINE HYDROCHLORIDE EXTENDED-RELEASE 

Bio Assignments: 

 BPH  BCE 

 BST            BDI 

Micro Review 
      (No) 

DOSAGE FORM:  TABLETS, 5 MG/120 MG   
Random Queue:  4
Chem Team Leader: Liu, Shing Hou Chem PM: Leign Ann Matheny    Labeling Reviewer: Postelle Birch                
Bio PM: Steven Mazzella 

           Letter Date:   OCTOBER 16, 2008  Received Date:  OCTOBER 22, 2008 

   Comments:     EC - 1 YES                         On Cards:   YES         
Therapeutic Code:  6010515 ANTIHISTAMINE        

Archival  copy: ELECTRONIC (ECTD FORMAT)            Sections   I
Review copy:  NA               E-Media Disposition:  YES SENT TO EDR 
Not applicable to electronic sections                     

PART 3 Combination Product Category   N Not a Part3 Combo Product   
(Must be completed for ALL Original Applications)           Refer to the Part 3 Combination Algorithm 

Reviewing 
CSO/CST      Kwadwo Awuah 

        Date       12/10/08   

Recommendation:      

 FILE REFUSE to RECEIVE

Supervisory Concurrence/Date:                 Date:        



 ADDITIONAL COMMENTS REGARDING THE ANDA: 
Contact Person: Mr. Anthony Celeste Phone No. (301) 838-3120 
Called Mr. Anthony Celeste on Dec 11, 2008, and asked him to provide a revised 356h with the  
established name of the subject of the ANDA written out as Cetirizine Hydrochloride and
Pseudoephedrine Hydrochloride Extended-release tablets instead of Cetirizine Dihydrochloride 
and Pseudoephedrine Hydrochloride Extended-release tablets. This request was made to ensure 
that the name and labeling being used by the generic drug product is consistent with that of the 
of the innovator drug product as identified in the Orange Book. (See further explanation below)
Revised 356h received the FDA via fax on 12/11/08. An official submission to the ANDA will be 
hand delivered to 7500 Standish place on 12/12/08.  

During my review, I noticed that there was a difference in the chemical name being used by the 
ANDA sponsor and the name of the reference listed name (RLD) listed in the Orange Book. The 
ANDA submission was for Cetirizine Dihydrochloride/Pseudoephedrine HCL instead of
Cetirizine Hydrochloride/Pseudoephedrine. I spoke to Dr. Robert Iser about this on 12/10/08
and he indicated that they are one and the same. He also stated that the correct name is
Cetirizine Dihydrochloride since the drug complex usually consists of one Cetirizine molecule 
combined with 2 Hydrochloride molecules as shown below.    

16.  CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA, 
MOLECULAR WEIGHT: 

Cetirizine Hydrochloride
(±)- [2-[4-[4-chlorophenyl) phenyl methyl]-1-piperazinyl] ethoxy] acetic acid dihydrochloride
C21H27Cl3N2O3 MW = 461.8 

MODULE 1 
     ADMINISTRATIVE                  
                                                                     ACCEPTABLE 

1.1 1.1.2  Signed and Completed Application Form (356h)  (original signature)  
     (Check Rx/OTC Status) OTC YES
Contact Person: Mr. Anthony Celeste Phone No. (301) 838-3120 
(Letter of Non-Repudiation submitted) 

1.2 Cover Letter  Dated: OCTOBER 16, 2008  

1.2.1 Form FDA 3674 (PDF) YES 

    * Table of Contents (paper submission only) N/A (e-CTD submission)

1.3.2 Field Copy Certification (original signature) NA
(N/A for E-Submissions)



1.3.3 Debarment Certification-GDEA (Generic Drug Enforcement Act)/Other: 
1. Debarment Certification (original signature)   YES   
2. List of Convictions statement (original signature)  YES

1.3.4 Financial Certifications 
Bioavailability/Bioequivalence Financial Certification (Form FDA 3454) YES 
Disclosure Statement (Form FDA 3455, submit copy to Regulatory Branch Chief) NA  

1.3.5 1.3.5.1  Patent Information 
Patents listed for the RLD in the Electronic Orange Book Approved Drug Products with  

    Therapeutic Equivalence Evaluations 
1.3.5.2  Patent Certification      
    1.  Patent number(s)        

    2.  Paragraph:  (Check  all certifications that apply) 
         MOU  PI   PII   PIII
         PIV   (Statement of Notification) 
         (PIV TO ALL FOUR PATENTS) 
    3. Expiration of Patent(s):     6/10/2022 
        a.   Pediatric exclusivity submitted?  N/A 
        b.   Expiration of Pediatric Exclusivity? N/A 
    4. Exclusivity Statement:   YES      

1.4.1 References 
     Letters of Authorization 

1. DMF letters of authorization 
a.    Type II DMF authorization letter(s) or synthesis for Active Pharmaceutical 
       Ingredient  YES 
(Cetirizine Dihydrochloride DMF # 17889) 
(Pseudoephedrine Hydrochloride DMF #  
b. Type III DMF authorization letter(s) for container closure Y 

2. US Agent Letter of Authorization (U.S. Agent [if needed, countersignature  
on 356h])  Y

(b) (4)



   1.12.11 Basis for Submission   
NDA# :   21-150     
Ref Listed Drug:  ZYRTEC - D
Firm: MCNEIL CONSUMER HEALTHCARE   
ANDA suitability petition required?  NA 
If Yes, then is change subject to PREA (change in dosage form, route or active ingredient) 
see section 1.9.1

MODULE 1 (Continued) 
     ADMINISTRATIVE

ACCEPTABLE

1.12.12 Comparison between Generic Drug and RLD-505(j)(2)(A) 
1. Conditions of use    Same as the RLD 
2. Active ingredients   Cetirizine Dihydrochloride and Pseudoephedrine HCL 
3. Inactive ingredients   (See attached IIG checklist) 
4. Route of administration   Oral 
5. Dosage Form   Extended-release Tablet 
6. Strength   5 mg/120 mg 

1.12.14 Environmental Impact Analysis Statement YES

1.12.15 Request for Waiver
Request for Waiver of In-Vivo BA/BE Study(ies): NA 

1.14.1 Draft Labeling  (Mult Copies N/A for E-Submissions) 
1.14.1.1  4 copies of draft (each strength and container)   Y 
1.14.1.2 1 side by side labeling comparison of containers and carton with all 
differences annotated and explained   Y
1.14.1.3 1  package insert (content of labeling) submitted electronically  N/A 
    ***Was a proprietary name request submitted?  NO     
    (If yes, send email to Labeling Reviewer indicating such.)

1.14.3 Listed Drug Labeling  
1.14.3.1 1 side by side labeling (package and patient insert) comparison with all 
differences annotated and explained  N/A 
1.14.3.3 1 RLD label and 1 RLD container label   Y 



MODULE 2 
     SUMMARIES                               ACCEPTABLE

2.3 Quality Overall Summary (QOS)  
     E-Submission:  PDF  Y
                                Word Processed e.g., MS Word  Y

A model Quality Overall Summary for an immediate release tablet and an extended release capsule 
can be found on the OGD webpage http://www fda.gov/cder/ogd/

Question based Review (QbR)  Y

2.3.S
    Drug Substance (Active Pharmaceutical Ingredient) Y
       2.3.S.1 General Information 
       2.3.S.2 Manufacture 
       2.3.S.3 Characterization 
       2.3.S.4 Control of Drug Substance 
       2.3.S.5 Reference Standards or Materials 
       2.3.S.6 Container Closure System 
       2.3.S.7 Stability 

2.3.P
    Drug Product  Y 

2.3.P.1 Description and Composition of the Drug Product 
       2.3.P.2  Pharmaceutical Development        
                  2.3.P.2.1 Components of the Drug Product 
                            2.3.P.2.1.1 Drug Substance 
                            2.3.P.2.1.2 Excipients 
                 2.3.P.2.2 Drug Product 
                 2.3.P.2.3 Manufacturing Process Development 
                 2.3.P.2.4 Container Closure System 
      2.3.P.3 Manufacture 
      2.3.P.4 Control of Excipients 
      2.3.P.5 Control of Drug Product 
      2.3.P.6 Reference Standards or Materials 
      2.3.P.7 Container Closure System 
      2.3.P.8 Stability  

2.7
Clinical Summary (Bioequivalence) –  
REANALYSIS DONE ON SOME SAMPLES – Review Issue as per Dr. Seo 
Model Bioequivalence Data Summary Tables 
           E-Submission:  PDF  Y
                                      Word Processed e.g., MS Word   Y  
2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods
2.7.1.1 Background and Overview
            Table 1. Submission Summary  Y 
              Table 4. Bioanalytical Method Validation  Y 
              Table 6. Formulation Data  Y
2.7.1.2 Summary of Results of Individual Studies
              Table 5. Summary of In Vitro Dissolution  Y
2.7.1.3 Comparison and Analyses of Results Across Studies
            Table 2. Summary of Bioavailability (BA) Studies  Y 
              Table 3. Statistical Summary of the Comparative BA Data  Y 
2.7.1.4 Appendix       
2.7.4.1.3 Demographic and Other Characteristics of Study Population 
             Table 7. Demographic Profile of Subjects Completing the Bioequivalence Study  Y 
2.7.4.2.1.1 Common Adverse Events 
             Table 8. Incidence of Adverse Events in Individual Studies  Y 



MODULE 3 
     3.2.S DRUG SUBSTANCE ACCEPTABLE

3.2.S.1 General Information 
3.2.S.1.1 Nomenclature 
3.2.S.1.2 Structure 
3.2.S.1.3 General Properties 

3.2.S.2 Manufacturer 
3.2.S.2.1 
     Manufacturer(s) (This section includes contract manufacturers and testing labs) 
     Drug Substance (Active Pharmaceutical Ingredient)
     1. Name and Full Address(es)of the Facility(ies)  Y 
     2. Function or Responsibility      
     3. Type II DMF number for API      (Cetirizine Dihydrochloride DMF # 17889) 
                                                          (Pseudoephedrine Hydrochloride DMF # 
     4. CFN or FEI numbers   (Cetirizine FEI – 3003952717)/(Pseudophed CFN –  

3.2.S.3 Characterization

3.2.S.4 Control of Drug Substance (Active Pharmaceutical Ingredient) 
3.2.S.4.1 Specification 
     Testing specifications and data from drug substance manufacturer(s)   Y 
3.2.S.4.2 Analytical Procedures   Y 
3.2.S.4.3 Validation of Analytical Procedures 

1. Spectra and chromatograms for reference standards and test samples  Y 
     2. Samples-Statement of Availability and Identification of: 
         a. Drug Substance   Y 
         b. Same lot number(s)   (Cetirizine Lot # PN61692/ Pseudophed Lot # 202806B) 
3.2.S.4.4 Batch Analysis 
     1. COA(s) specifications and test results from drug substance mfgr(s)  Y  
     2. Applicant certificate of analysis  Y 
3.2.S.4.5 Justification of Specification  Y 

3.2.S.5 Reference Standards or Materials 

3.2.S.6 Container Closure Systems 

3.2.S.7 Stability

(b) (4)

(b) (4)



MODULE 3 
     3.2.P DRUG PRODUCT ACCEPTABLE

3.2.P.1
             
Description and Composition of the Drug Product 

1. Unit composition  Y 
     2. Inactive ingredients and amounts are appropriate per IIG  - YES (See attached IIG table) 

3.2.P.2
            
Pharmaceutical Development 
Pharmaceutical Development Report   Y 

3.2.P.3 Manufacture  
3.2.P.3.1 Manufacture(s) (Finished Dosage Manufacturer and Outside Contract Testing 
Laboratories) 
    1. Name and Full Address(es)of the Facility(ies)     Y 
    2. CGMP Certification:  YES 
    3. Function or Responsibility    Y 
    4. CFN or FEI numbers    (FEI – 3004561553) 
3.2.P.3.2 Batch Formula  Y (ANDA Batch –  tabs / Comm. Batch – tabs) 
3.2.P.3.3 Description of Manufacturing Process and Process Controls 
    1. Description of the Manufacturing Process  Y
    2. Master Production Batch Record(s) for largest intended production runs  
        (no more than  10x pilot batch) with equipment specified   Y 
    3. If sterile product: Aseptic fill  / Terminal sterilization  N/A 
    4. Reprocessing Statement    Y 
3.2.P.3.4 Controls of Critical Steps and Intermediates  Y 
3.2.P.3.5 Process Validation and/or Evaluation 
    1. Microbiological sterilization validation 
    2. Filter validation (if aseptic fill)

3.2.P.4 Controls of Excipients (Inactive Ingredients)  
Source of inactive ingredients identified   Y (located in Section 3.2.R.1.P.2) 

3.2.P.4.1 Specifications 
    1. Testing specifications (including identification and characterization)  Y 
    2. Suppliers' COA (specifications and test results)  Y 
3.2.P.4.2 Analytical Procedures 
3.2.P.4.3 Validation of Analytical Procedures 
3.2.P.4.4 Justification of Specifications 
    Applicant COA   Y 

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



MODULE 3 
     3.2.P DRUG PRODUCT 

ACCEPTABLE

3.2.P.5 Controls of Drug Product 
3.2.P.5.1 Specification(s)  Y
3.2.P.5.2 Analytical Procedures  Y
3.2.P.5.3 Validation of Analytical Procedures 
     Samples - Statement of Availability and Identification of: 
    1. Finished Dosage Form   Y  
    2. Same lot numbers   Y 
3.2.P.5.4 Batch Analysis 
     Certificate of Analysis for Finished Dosage Form  Y 
3.2.P.5.5 Characterization of Impurities 
3.2.P.5.6 Justification of Specifications 

3.2.P.7 Container Closure System
     1. Summary of Container/Closure System (if new resin, provide data)  Y 
     2. Components Specification and Test Data   Y 
     3. Packaging Configuration and Sizes   Y 
     4. Container/Closure Testing     Y 
     5. Source of supply and suppliers address    Y

3.2.P.8 3.2.P.8.1 Stability (Finished Dosage Form) 
     1. Stability Protocol submitted   Y 
     2. Expiration Dating Period   (24 months) 
3.2.P.8.2 Post-approval Stability and Conclusion 
     Post Approval Stability Protocol and Commitments  Y 
3.2.P.8.3 Stability Data  
     1. 3 month accelerated stability data  Y 
     2. Batch numbers on stability records the same as the test batch  Y 



MODULE 3 
     3.2.R  Regional Information 

ACCEPTABLE
3.2.R
(Drug 
Substance) 

3.2.R.1.S Executed Batch Records for drug substance (if available)  DMFs 
3.2.R.2.S Comparability Protocols       
3.2.R.3.S Methods Validation Package   Y 
       Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 

(Required for Non-USP drugs) 

3.2.R
(Drug 
Product) 

3.2.R.1.P.1 
    Executed Batch Records
    Copy of Executed Batch Record with Equipment Specified, including Packaging Records 
    (Packaging and Labeling Procedures) 
    Batch Reconciliation and Label Reconciliation   Y  (See attached Recons Page)  
         Theoretical Yield        
         Actual Yield        
         Packaged Yield        
3.2.R.1.P.2 Information on Components    Y 
3.2.R.2.P Comparability Protocols N/A
3.2.R.3.P Methods Validation Package  Y 
        Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 

(Required for Non-USP drugs)

MODULE 5 
     CLINICAL STUDY REPORTS ACCEPTABLE 

5.2 Tabular Listing of Clinical Studies 

5.3.1
(complete 
study data) 

Bioavailability/Bioequivalence
1. Formulation data same?  

a. Comparison of all Strengths (check proportionality of multiple strengths) N/A
b. Parenterals, Ophthalmics, Otics and Topicals

       per 21 CFR 314.94 (a)(9)(iii)-(v)  N/A  
2. Lot Numbers of Products used in BE Study(ies):  (SEE ATTACHED BE REPORT)  
3. Study Type:  IN-VIVO PK STUDY(IES)     (Continue with the appropriate study type box below) 







Fasting Bioequivalence data for Cetirizine from Cetirizine HCl+ Pseudoephedrine HCl 5/120 mg ER Tablets  
(N=39) 
Least  square Geometric Means, Ratio of the Means and 90% Confidence Intervals 

Parameter Test Reference Ratio % 90% C.I 

AUC0-t (ng*hr/mL) 7.34 7.33 100.62 97.52 to 103.83 

AUC0-inf (ng *hr/mL) 7.39 7.39 99.92 96.76 to 103.19 

Cmax (ng /mL) 5.19 5.15 104.76 101.24 to 108.41 

Fasting Bioequivalence data for Pseudoephedrine from Cetirizine HCl+ Pseudoephedrine HCl 5/120 mg ER Tablets  
(N=39)  
Least  square Geometric Means, Ratio of the Means and 90% Confidence Intervals 

Parameter Test Reference Ratio % 90% C.I 

AUC0-t (ng*hr/mL) 8.43 8.43 99.97 96.45 to 103.61 

AUC0-inf (ng *hr/mL) 8.46 8.46 99.80 96.28 to 103.45 

Cmax (ng /mL) 5.95 5.90 105.03 101.72 to 108.46 

Fed Bioequivalence data for Cetirizine from  Cetirizine HCl+ Pseudoephedrine HCl 5/120 mg ER Tablets  (N=40) 
Least  square Geometric Means, Ratio of the Means and 90% Confidence Intervals 

Parameter Test Reference Ratio % 90% C.I 

AUC0-t (ng*hr/mL) 7.13 7.15 98.64 95.72 to 101.64 

AUC0-inf (ng *hr/mL) 7.21 7.22 98.99 95.92 to 102.16 

Cmax (ng /mL) 4.80 4.75 104.39 99.95 to 109.03 

Fed Bioequivalence data for Pseudoephedrine from Cetirizine HCl+ Pseudoephedrine HCl 5/120 mg ER Tablets  
(N=40) 
Least  square Geometric Means, Ratio of the Means and 90% Confidence Intervals 

Parameter Test Reference Ratio % 90% C.I 

AUC0-t (ng*hr/mL) 8.33 8.32 101.32 98.04 to 104.71 

AUC0-inf (ng *hr/mL) 8.36 8.34 101.50 98.22 to 104.89 

Cmax (ng /mL) 5.94 5.86 107.90 104.55 to 111.37 

Following this page, 3 pages withheld in full (b)(4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

             
             Food and Drug Administration 
             Rockville, MD  20857

ANDA 90-922 
 
 
 
 
Kendle International 
U.S. Agent for Sun Pharmaceutical Industries Ltd. 
Attention: Mr. Anthony Celeste 
7361 Calhoun Place 
Suite 500 
Rockville, MD 20855-2765 
 
 
Dear Sir: 
 
We acknowledge the receipt of your abbreviated new drug application 
submitted pursuant to Section 505(j) of the Federal Food, Drug and 
Cosmetic Act.  
 
Reference is made to the telephone conversation dated December 11, 
2008 and your correspondence dated December 11, 2008. 
 
NAME OF DRUG: Cetirizine Hydrochloride and Pseudoephedrine                     
     Hydrochloride Extended-release Tablets, 5 mg/120 mg 
 
DATE OF APPLICATION: October 16, 2008 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: October 22, 2008 
 
You have filed a Paragraph IV patent certification, in accordance with 
21 CFR 314.94(a)(12)(i)(A)(4) and Section 505(j)(2)(A)(vii)(IV) of the 
Act.  Please be aware that you need to comply with the notice 
requirements, as outlined below.  In order to facilitate review of 
this application, we suggest that you follow the outlined procedures 
below:   
 
CONTENTS OF THE NOTICE 
 
You must cite section 505(j)(2)(B)(ii) of the Act in the notice and 
should include, but not be limited to, the information as described in 
21 CFR 314.95(c). 
 
SENDING THE NOTICE 
 
In accordance with 21 CFR 314.95(a): 
 

• Send notice by U.S. registered or certified mail with 
return receipt requested to each of the following: 

 
1) Each owner of the patent or the representative 

designated by the owner to receive the notice; 
 



2) The holder of the approved application under section 
505(b) of the Act for the listed drug claimed by the 
patent and for which the applicant is seeking 
approval. 

           
3)   An applicant may rely on another form of    

       documentation only if FDA has agreed to such   
       documentation in advance. 
 
DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE 
 
You must submit an amendment to this application with the following: 
 

• In accordance with 21 CFR 314.95(b), provide a 
statement certifying that the notice has been provided 
to each person identified under 314.95(a) and that 
notice met the content requirements under 314.95(c). 

   

• In accordance with 21 CFR 314.95(e), provide 
documentation of receipt of notice by providing a copy 
of the return receipt or a letter acknowledging 
receipt by each person provided the notice.  

 

• A designation on the exterior of the envelope and 
above the body of the cover letter should clearly 
state "PATENT AMENDMENT".  This amendment should be 
submitted to your application as soon as documentation 
of receipt by the patent owner and patent holder is 
received. 

 
DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME 
 
You are requested to submit an amendment to this application that is 
plainly marked on the cover sheet “PATENT AMENDMENT” with the 
following: 
  

• If litigation occurs within the 45-day period as 
provided for in section 505(j)(4)(B)(iii) of the Act, 
we ask that you provide a copy of the pertinent 
notification. 

 

• Although 21 CFR 314.95(f) states that the FDA will 
presume the notice to be complete and sufficient, we 
ask that if you are not sued within the 45-day period, 
that you provide a letter immediately after the 45 day 
period elapses, stating that no legal action was taken 
by each person provided notice.   

 
 



• You must submit a copy of a copy of a court order or 
judgment or a settlement agreement between the 
parties, whichever is applicable, or a licensing 
agreement between you and the patent holder, or any 
other relevant information.  We ask that this 
information be submitted promptly to the application. 

 
If you have further questions you may contact Martin Shimer, Chief, 
Regulatory Support Branch, at (240) 276-8419. 
 
We will correspond with you further after we have had the opportunity 
to review the application. 
 
Please identify any communications concerning this application with 
the ANDA number shown above. 
 
Should you have questions concerning this application, contact: 
 
 

Leigh Ann Bradford              
Project Manager 
240-276-8478 
 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Wm Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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