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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 

 
 
                            

             Food and Drug Administration 
             Rockville, MD  20857

 

ANDA 091624 
 
 
 
 
 
 
Kremers Urban Pharmaceuticals Inc. 
U.S. Agent for: Kudco Ireland Limited 
Attention: Kurt Zimmer 
                 RA Manager 
1101 C Avenue West 
Seymour, IN 47274 
 
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application (ANDA) dated July 15, 2009, 
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), for 
Atorvastatin Calcium Tablets, 10 mg (base), 20 mg (base), 40 mg (base), and 80 mg (base).  
 
Reference is also made to the complete response letter issued by this office on November 9, 
2012, and to your amendment dated November 21, 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 Atorvastatin Calcium Tablets, 10 mg (base),   
20 mg (base), 40 mg (base), and 80 mg (base), to be bioequivalent and, therefore, therapeutically 
equivalent to the reference listed drug (RLD), Lipitor Tablets, 10 mg (base), 20 mg (base), 40 mg 
(base) and 80 mg (base), respectively, of Pfizer Inc. (Pfizer).  Your dissolution testing should be 
incorporated into the stability and quality control program using the same method proposed in 
your ANDA.   
 
The RLD upon which you have based your ANDA, Pfizer’s Lipitor Tablets, is subject to periods 
of patent protection.  The following patents and their expiration dates (with pediatric exclusivity 
added) are currently listed in the agency’s publication titled Approved Drug Products with 
Therapeutic Equivalence Evaluations (the “Orange Book”) for this drug product:  
 
 

 U.S. Patent Number   Expiration Date 
 

 5,686,104 (the '104 patent)  May 11, 2015 
 5,969,156 (the '156 patent)  January 8, 2017 
 6,126,971 (the '971 patent)  July 19, 2013 
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Your ANDA contains paragraph IV certifications under section 505(j)(2)(A)(vii)(IV) of the Act 
stating that each patent is invalid, unenforceable, or will not be infringed by your manufacture, 
use, or sale of Atorvastatin Calcium Tablets, 10 mg (base), 20 mg (base), 40 mg (base), and      
80 mg (base), under this ANDA.  You notified the agency that Kudco Ireland Limited (Kudco) 
complied with the requirements of section 505(j)(2)(B) of the Act, and that litigation for 
infringement of the '156 patent was brought against Kudco within the statutory 45-day period in 
the United States District Court for the District of Delaware [Pfizer Inc., Pfizer Ireland 
Pharmaceuticals, Warner-Lambert Company, and Warner Lambert Company LLC v. Kremers 
Urban, LLC, Kudco Ireland, Ltd., and Kremers Urban Pharmaceuticals, Inc., Civil Action No. 
09-924-LPS].  You notified the agency that the case has been dismissed by the court. 
 
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 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. 
   
Promotional materials may be submitted to FDA for comment prior to publication or 
dissemination.  Please note that these submissions are voluntary.  If you desire comments on 
proposed launch promotional materials with respect to compliance with applicable regulatory 
requirements, we recommend you submit, in draft or mock-up form, two copies of both the 
promotional materials and package insert directly to: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
5901-B Ammendale Road 
Beltsville, MD 20705 
 

We call your attention to 21 CFR 314.81(b)(3) which requires that all promotional materials be 
submitted to the Office of Prescription Drug Promotion with a completed Form FDA 2253 at the 
time of their initial use. 
  
The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III) 
established certain provisions with respect to self-identification of facilities and payment of 
annual facility fees.  Your ANDA identifies at least one facility that is subject to the self-
identification requirement and payment of an annual facility fee.  Self-identification must occur 
by June 1 of each year for the next fiscal year.  Facility fees must be paid each year by the date 
specified in the Federal Register notice announcing facility fee amounts.  All finished dose form 
(FDFs) or active pharmaceutical ingredient (APIs) manufactured in a facility that has not met its 
obligations to self-identify or to pay fees when they are due will be deemed misbranded.  This 
means that it will be a violation of federal law to ship these products in interstate commerce or to 
import them into the United States.  Such violations can result in prosecution of those  
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responsible, injunctions, or seizures of misbranded products.  Products misbranded because of 
failure to self-identify or pay facility fees are subject to being denied entry into the United 
States.   
 
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/StructuredProductLabeling/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/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U
CM072392.pdf.  The SPL will be accessible via publicly available labeling repositories. 

 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Kathleen Uhl, M.D.  
Acting 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
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ROBERT L WEST
04/05/2013
Deputy Director, Office of Generic Drugs, for
Kathleen Uhl, M.D.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
ANDA 091624 
 

COMPLETE RESPONSE 
 
 
 
Kremers Urban Pharmaceuticals Inc. 
U.S. Agent for: Kudco Ireland Limited 
Attention:   Elaine Siefert 
        Director, Regulatory Affairs 
1101 C Avenue West 
Seymour, IN 47274 
 
 
Dear Madam: 
 
Please refer to your Abbreviated New Drug Application (ANDA) dated July 15, 2009, submitted 
under section 505(j) of the Federal Food, Drug, and Cosmetic Act for Atorvastatin Tablets,  
10 mg, 20 mg, 40 mg, and 80 mg. 
 
We acknowledge receipt of your amendments dated February 26, and March 4, 2010; January 
12, June 27, August 18, and October 31, 2011; and April 24, May 9, June 4, and September 7, 
2012. 
 
We have completed our review of this application and have determined that we cannot approve 
this ANDA in its present form.  We have described our reasons for this action below and, where 
possible, our recommendations to address these issues. 
 
PRODUCT QUALITY 
 
 
A. The deficiencies presented below represent MINOR deficiencies: 
 

he 
 

2. Please provide the updated information of the reference standards used in the 
    quantitation of the impurities in your drug product. 
 
3. You have stated in your recent amendment dated 9/7/2012, a specification of             

 will be applied to the assay for stability samples. This range is not 
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bioequivalence information and/or studies, or may result in a conclusion that the proposed 
formulation is not approvable. 
 
 
LABELING  
 
The Division of Labeling has no further questions at this time. Please check the DRUGS@FDA 
website before your next submission and submit any revised labeling, as necessary. 
 
 
FACILITY INSPECTIONS 
The Office of Compliance has no further questions at this time. The compliance status of each 
facility named in the application may be re-evaluated upon re-submission. 
 
 
OTHER 
 
A partial response to this letter will not be processed as a resubmission and will not start a new 
review cycle.   The resubmission to this will be considered to represent a Minor AMENDMENT. 
The designation as a RESUBMISSION/AFTER ACTION- MINOR AMENDMENT should 
appear prominently in your cover letter. COMPLETE RESPONSE AMENDMENT should 
appear prominently in your cover letter. In addition, please designate in bold on your cover letter 
each review discipline (Chemistry, Labeling, Bioequivalence, Microbiology, Clinical) you are 
providing responses to.  
 
Within one year after the date of this letter, you are required to resubmit or take other actions 
available under 21 CFR 314.110.  If you do not take one of these actions, we may consider your 
lack of response a request to withdraw the ANDA under 21 CFR 314.65.  You may also request 
an extension of time in which to resubmit the ANDA.  A resubmission response must fully 
address all the deficiencies listed.   
 
The drug product may not be legally marketed until you have been notified in writing that this 
ANDA is approved. 
 
If you have any questions, call Robert Gaines, Regulatory Project Manager, at (240) 276-8495. 
 

 
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
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

LEIGH A SEARS on behalf of ROBERT T GAINES
11/09/2012

ROBERT L WEST
11/09/2012
Deputy Director, Office of Generic Drugs, for
Gregory P. Geba, M.D., M.P.H.
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Labeling Original Review Template Version 2 Approved 11/8/2012 

***This AP summary supersedes the AP review dated 5/14/2012 in DARRTS*** 
APPROVAL SUMMARY #3 

REVIEW OF PROFESSIONAL LABELING 
 DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
 
ANDA Number:       091624 
 
Date of Submission: March 4, 2010, April 24, 2012 and November 21, 2012 
 
Applicant's Name:    KUDCO Ireland Limited 
 
Established Name and Strength:   Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg 
------------------------------------------------------------------------------------------------------------------------------------ 
  
Labeling Comments below are considered:   
 

 No Comments (Labeling Approval Summary)  
 
------------------------------------------------------------------------------------------------------------------------------------ 
 
RPM Note - Labeling comments to be sent to the firm start below: 
_ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ 
 
The Labeling Review Branch has no further questions/comments at this time based on your 
labeling submissions dated 3/4/2010, 4/24/2012 and 11/21/2012.   
 
Please continue to monitor available labeling resources such as DRUGS@FDA, the Electronic 
Orange Book and the NF-USP online for recent updates, and make any necessary revisions to 
your labels and labeling.    
 
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://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
 
_ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _  
Note RPM - Labeling comments end here 
 

 

REMS required?        
 
MedGuides and/or PPIs (505-1(e))         Yes   No 
 
Communication plan (505-1(e))           Yes   No 
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Elements to assure safe use (ETASU) (505-1(f)(3))     Yes   No 
 
Implementation system if certain ETASU (505-1(f)(4))   Yes   No 
 
Timetable for assessment (505-1(d))          Yes   No 

 
ANDA REMS acceptable? 

 Yes   No   n/a 
 
 
 Date submitted 

 
Final or Draft Recommendation 

CONTAINER 
10 mg and 20 mg = bottles of 90s,  
5000s 
40 mg and 80 mg = bottles of 90s, 
500s & 2500s 

4/24/2012 
 
 

Final Acceptable for 
approval 

CONTAINER 
10 mg and 20 mg = bottles of 
1000’s 
 

3/4/2010 Final Acceptable for 
approval  

INSERT 
 

11/21/2012 Final Acceptable for 
approval 

PATIENT INFORMATION 
 

11/21/2012 Final Acceptable for 
approval 

SPL 
 

11/21/2012  Acceptable for 
approval 

 
 
REVISIONS NEEDED POST APPROVAL? Yes 
 
1. CONTAINER: 10 mg and 20 mg, (1000’s) 

As agreed upon in the email correspondence from Mr. Kurt Zimmer to Betty Turner, dated 
11/30/12 (Refer to FTR #8 PRODUCT LINE for email) please make the following revisions; 
 

   
 Revise the “Distributed by” statement to read: 

Distributed by: 
Kremers Urban 
Pharmaceuticals Inc. 
Princeton, NJ 08540, USA 
 

In addition, please make the following revisions. 
 

 Revise the “*Each tablet contains…” statement to read “*Each film-coated tablet 
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contains…” 
 

 
2. INSERT 
 

FULL PRESCRIBING INFORMTION 
A.  2.6 Dosage in Patients Taking Cyclosporine, Clarithromycin, Itraconazole, or Certain 

Protease Inhibitors-  
 Revise the fourth sentence to read “In patients taking the HIV protease inhibitor 

nelfinavir…” 
 

B.  7.1 Strong Inhibitors of CYP 3A4 
Combination of Protease Inhibitors 
 Revise the first sentence to read “Atorvastatin AUC was significantly…..protease 

inhibitors, as well as with the hepatitis C protease …” 
 
 Revise the second sentence to read “Therefore, in patients taking the “HIV protease 

inhibitor tipranavir plus…” 
 

Submit your revised labeling in the next annual report with all changes described in full. 
 
The above post approval comments will be communicated to the firm to Kurt Zimmer at 
Kurt.Zimmer@ucb.com ((812) 523-5539) once the review has been signed off. 
 
______________________________________________________________________________ 
 
NOTES/QUESTIONS TO THE CHEMIST/BIO REVIEWER/MICRO REVIEWER: None 
 
______________________________________________________________________________ 
 
FOR THE RECORD:  Please note that the first 2 review cycles were completed by labeling 
reviewer, Thuyanh Vu.  Portions of this review were taken from the review dated 5/14/12 in 
DARRTS. 
 
1. MODEL LABELING   

This review was based on the labeling of the RLD, Lipitor® (NDA 020702/S-062 and S-063) 
approved October 31, 2012. 
 
Supplement 056 was approved June 17, 2009, and provided for labeling in PLR format. 
 
CONTAINER 
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2. USP-35 (checked 11/30/2012) 
The DS is compendial.   
ADDITIONAL REQUIREMENTS  
•  Packaging and Storage: Preserve in well-closed containers, and store at room 
temperature.  
 
PF: 
37(5) In-Process Revision: Atorvastatin Calcium Tablets 
 

3. PATENT AND EXCLUSIVITY  
Patent Data – NDA 020702 

No Expiration Use 
Code 

Use How 
filed 

Labeling 
Impact 

 
5686104 

Nov 11, 2014  
 

PED May 11, 2015 

U-213 Method of inhibiting cholesterol 
biosynthesis and treating 
hypercholesterolemia and 
method for treating 
hyperlipidemia 

IV None 

 
5969156 

 

Jul 8, 2016  
PED Jan 8, 2017 

-  IV None 

6126971 
 

Jan 19, 2013 
PED July 19, 2013 

  IV None 

Pfizer Inc. sued Kudco and Kremers Urban for the ‘156 patent.  Case 1:09-cv-00924-UNA 
 
Patent Amendment update 0009 submitted November 22, 2011  
In the amendment dated 11/22/11, the firm notified the Agency of a Settlement Agreement 
that was reached between Pfizer Inc., Pfizer Ireland Pharmaceuticals, Warner-Lambert 
Company, and Warner-Lambert Company LLC, and the common parties of Kremers Urban 
LLC., Kudco Ireland LTD., and Kremers Urban Pharmaceuticals Inc.  
 
WHEREAS, the Parties seek to resolve the Action without further litigation with respect to 
U.S. Patent No. 5,969,156 and its Re-examination Certificate (together, "the '156 Patent"); 
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 Additionally, a copy of the Order of Dismissal is included in this amendment dated 
11/22/2011. 
 

 Exclusivity Data– NDA  
Code Reference Expiration Labeling impact 

None There is no unexpired exclusivity for this product  None 
 

 
4. INACTIVE INGREDIENTS 

The description of the inactive ingredients in the insert labeling appears accurate according 
to the composition statement.  
 
 Atorvastatin Calcium Tablets contain atorvastatin and the following inactive ingredients: 
amino methacrylate copolymer, colloidal silicon dioxide, croscarmellose sodium, lactose 
monohydrate, polyethylene glycol, polyvinyl alcohol, sodium stearyl fumarate, talc, titanium 
dioxide. 
 

5. MANUFACTURING FACILITY 
Schwarz Pharma Manufacturing, Inc.  
1101 C Avenue West 
Seymour, Indiana  74274 
 

6. FINISHED PRODUCT DESCRIPTION 
The HOW SUPPLIED section of the insert matches the 2.3.P.5 of the original submission.  
 
RLD: 
10 mg: coded “PD 155” on one side and “10” on the other 
 
20 mg: coded “PD 156” on one side and “20” on the other 
 
40 mg: coded “PD 157” on one side and “40” on the other 
 
80 mg: coded “PD 158” on one side and “80” on the other 
 
ANDA: 
10 mg:  white, round, film-coated tablets, debossed with “1” on one side and plain on the 

other. 
20 mg:  white, round, film-coated tablets, debossed with “2” on one side and plain on the 

other. 
40 mg: white, round, film-coated tablets, debossed with “40” on one side and plain on the 

other. 
80 mg: white, round, film-coated tablets, debossed with “80” on one side and plain on the 

other. 
 

7. STORAGE STATEMENT AND DISPENSING RECOMMENDATIONS 

Reference ID: 3224370



 

Labeling Original Review Template Version 2 Approved 11/8/2012 

 
RLD: 
Store at CRT 20-25°C (68-77°F) [see USP].  Dispense in tight containers (USP). 
 
ANDA: 
Store at controlled room temperature 20-25°C (68-77°F) [see USP].  Dispense in tight 
containers (USP). 
 

8. PRODUCT LINE 
 
RLD: 
10 mg, 20 mg = bottles of 90s, 5000s and blisters of 100 (10 x 10) unit dose blisters 
  40 mg: bottles of 90s, 500s, 2500s and blisters of 100 (10 x 10) unit dose blisters 
  80 mg: bottles of 90s, 500s, 2500s and blisters of 64 (8 x 8) unit dose blisters 
 
ANDA: 
10 mg and 20 mg= bottles of 90s, 1000s and 5000s (original submission) 
   40 mg and 80 mg= bottles of 90s, 500s and 2500s 
 
In the amendment dated March 26, 2012, the firm did not submit final printed container 
labels for the 10 mg and 20 mg bottles of 1000’s package configurations.  
 
ANDA: 10 mg and 20 mg= bottles of 90s, and 5000s were submitted along with what was 
previously submitted for the 40 mg and 80 mg strengths. 
 
Container label colors= 80 mg= orange, 40 mg= green, 20 mg= red, 10 mg= blue 
 
Comments from firm: Final Container Labels Amendment dated April 24, 2012 
 
Although the 1000-count bottles for the 10 mg and 20 mg strengths have been submitted in 
the application, the applicant does not intend to market these bottle sizes at the time of 
launch. In the event these bottle sizes are marketed at a later date, the package insert will be 
updated accordingly. 
 
Labeling Amendment dated November 21, 2012 
In the How Supplied section of the PI, the firm included bottles of 1000s for the 10 mg and 
20 mg strength, when the firm previously decided not to launch the packaging configuration. 
The labels were previously provided in the amendment dated 3/4/2010.   Kurt Zimmer of the 
firm was notified and his response is provided below. 
 
Hi Betty, 
 
Yes, the labels submitted in the amendment dated 3/4/10 are the true color, size, and clarity.  
Please let me know if you need anything else.  Have a wonderful weekend! 
 
Best regards, 
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Kurt 
 
From: Turner, Betty [mailto:Betty.Turner@fda.hhs.gov]  
Sent: Friday, November 30, 2012 2:20 PM 
To: Zimmer Kurt 
Subject: RE: ANDA 091624 
 
Good afternoon Mr. Zimmer, 
  
Thanks for your quick response!   The labels for the 1000s count were submitted in the 
amendment dated 3/4/10.  Can you confirm that the labels are true to color, size and clarity? 
  
Thanks, 
  
Betty 
 
 
From: Kurt.Zimmer@ucb.com [mailto:Kurt.Zimmer@ucb.com]  
Sent: Friday, November 30, 2012 1:50 PM 
To: Turner, Betty 
Subject: ANDA 091624 

Good afternoon Ms. Turner, 
 
I received your message.  You are correct that in Sequence 0011, a statement that the 1000-
count bottles were not going to be marketed at the time of launch was included in 1.14.2.  
Very recently, based on information obtained from our marketing and sales group, the 
decision was made by the applicant to launch with the 1000-count bottles for the 10 mg and 
20 mg strengths.  Draft labeling was submitted for these two configurations and the only 
differences between the current Final Container Label and the Draft Container Label is the 
name change from Kremers Urban, LLC to Kremers Urban Pharmaceuticals Inc. and the 
removal of the   Is it acceptable to submit the 10 mg and 20 mg 1000-count 
Final Container Labels along with the SPL within 14 days post-approval?  If you would like 
to discuss over the phone, feel free to call me at 812.523.5539. 
 
Best regards, 
 
Kurt Zimmer 
Regulatory Affairs Manager 
Kremers Urban Pharmaceuticals Inc. 
1101 C Ave West 
Seymour, IN 47274 
Tel: 812.523.5539 
Fax: 812.523.6889 
Email: kurt.zimmer@ucb.com 
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prescription of at least thirty tablets.  
 

13. RELATED APPLICATIONS: 
None 
 

14. SPL DATA ELEMENTS 
Data elements acceptable in 3/4/2010 e-submission 
 
Cover letter dated 4/24/12 

The applicant commits to submitting labeling in SPL format within 14 business days of 
approval of the application. 

15. Kremers Urban is a member of the UCB Group of Companies; note that “UCB” is the 
contact in the ADVERSE REACTIONS section of the HIGHLIGHTS.  

 
16. AMENDMENT DATED 11/21/2012 

The firm submitted revised labeling in accordance with the labeling approved for the 
reference listed drug Lipitor® Tablets NDA 020702/S-062 and S-063; approved October 31, 
2012.  The firm also revised the labeling as requested by the Agency in the email dated 
5/23/2012. (See the email below) 
Good evening Ms. Turner, 
 
Thank you for the update.  Kremers Urban acknowledges your comments and will revise the 
labeling post-approval. 
 
Have a wonderful evening! 
 
Best regards, 
 
Kurt Zimmer 
Regulatory Affairs Manager 
Kremers Urban Pharmaceuticals Inc. 
1101 C Ave West 
Seymour, IN 47274 
Tel: 812.523.5539 
Fax: 812.523.6889 
Email: kurt.zimmer@ucb.com 
 
 
From: Turner, Betty [mailto:Betty.Turner@fda.hhs.gov]  
Sent: Wednesday, May 23, 2012 4:36 PM 
To: Zimmer Kurt 
Subject: ANDA 091624 
 
Good afternoon Mr. Zimmer, 
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I am writing to inform you of the status of your labeling for ANDA 091624, Atorvastatin 
Calcium Tablets.  I have completed the labeling portion and would like for you to make the 
following revisions post-approval. 
  
INSERT:  
  
FULL PRESCRIBING INFORMATION: CONTENTS:  
 Revise subheadings 2.1 and 2.2 to read as follows: 
  
2.1 Hyperlipidemia (Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia 
(Fredrickson Types IIa and IIb)  
2.2 Heterozygous Familial Hypercholesterolemia in Pediatric Patients (10-17 years of 
age)        
  
 Revise subheading 7.1 to read “7.1 Strong Inhibitors of CYP 3A4” 
  
 Delete the following subtitles locate under subheading 7.1 
        Clarithromycin 
        Combination of Protease Inhibitors 
        Itraconazole 
  
 Revise subheadings 14.2 and 14.3 to read as follows: 
  
14.2 Hyperlipidemia (Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia 
(Fredrickson Types IIa and IIb)  
14.3 Hypertriglyceridemia (Fredrickson Type IV) 
  
Should you have addional questions, please contact me at (240) 276-8728 or by email at 
betty.turner@fda.hhs.gov. 
  
Thank you, 
  
Betty Turner 
Labeling Reviewer 
Office of Generic Drugs 
7520 Standish Place 
Rockville, MD 20855 
(240) 276-8728 
 

______________________________________________________________________________
______________________________________________________________________________ 
 
Date of Review:   November 29, 2012  
 
Primary Reviewer:  Betty Turner   
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Team Leader:    Chi-Y Ann Wu 
______________________________________________________________________________
______________________________________________________________________________ 
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11/30/2012
For Wm. Peter Rickman

Reference ID: 3224370



 
APPROVAL SUMMARY 

REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
 
ANDA Number:   091624     Date of Submission: April 24, 2012 and March 26, 2012 
       
Applicant's Name:  KUDCO Ireland Limited 
 
Established Name:  Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg 
____________________________________________________________________________________ 
 
REMS required? 

 
MedGuides and/or PPIs (505-1(e))    Yes   No 
 
Communication plan (505-1(e))     Yes   No 
 
Elements to assure safe use (ETASU) (505-1(f)(3))    Yes   No 
 
Implementation system if certain ETASU (505-1(f)(4))  Yes   No 
 
Timetable for assessment (505-1(d))     Yes   No 

 
ANDA REMS acceptable? 
 

 Yes   No   n/a 
  
BASIS OF APPROVAL: 
 
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
 
Do you have 12 Final Printed Labels and Labeling?   Yes. Electronic submission. 

 
Container Labels: (10 mg and 20 mg= bottles of 90s, and 5000s 

     40 mg and 80 mg= bottles of 90s, 500s and 2500s):   
 

Acceptable in final print as submitted in the April 24, 2012 amendment. 
 
Professional Package Insert Labeling:  
Acceptable in final print as submitted in the April 24, 2012 amendment. 
 
Patient Information Sheet:   
Acceptable in final print as submitted in the March 26, 2012 amend met. 
 
SPL:  Data elements acceptable in 3/4/2010 e-submission 
 
Revisions needed before full approval:  Yes 
 
INSERT:  
 
FULL PRESCRIBING INFORMATION: CONTENTS:  

 Revise subheadings 2.1 and 2.2 to read as follows: 
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2.1 Hyperlipidemia (Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia (Fredrickson 
Types IIa and IIb)  

2.2 Heterozygous Familial Hypercholesterolemia in Pediatric Patients (10-17 years of age)  
 

 Revise subheadings 14.2 and 14.3 to read as follows: 
 

14.2 Hyperlipidemia (Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia 
(Fredrickson Types IIa and IIb)  

14.3 Hypertriglyceridemia (Fredrickson Type IV) 
 

 Revise the subheading 7.1 to read “7.1 Strong Inhibitors of CYP 3A4” 
 
 Delete the following subtitles locate under subheading 7.1 

Clarithromycin 
Combination of Protease Inhibitors 
Itraconazole 

 
 
The above post-approval comments will be communicated to the firm to Kurt Zimmer at 812-523-5539 
(phone) and by email at kurt.zimmer@ucb.com, once the review has been signed off. 
 
Basis of Approval 
  
Was this approval based upon a petition?    No 
 
What is the RLD on the 356(h) form:  Lipitor 

 
NDA Number: 020702 
 
NDA Drug Name: Lipitor 
 
NDA Firm: Pfizer Inc.  
 
Date of Approval of NDA Insert and supplement #:  020702/S-060; approved 2/28/2012.  
 
Was this approval based upon an OGD labeling guidance?     No 

 
 
NOTE TO CHEMIST: None 
________________________________________________________________ 
 
FOR THE RECORD:  Please note that the previous review cycles were completed by labeling reviewer, 
Thuyanh Vu.  Portions of this review were taken from the review dated 4/27/2010 and 4/16/2012 in 
DARRTS. 
 

 
1. MODEL LABELING: This review was based on the labeling of the RLD, Lipitor® (NDA 020702/S-060) 

approved February 28, 2012.  
 
Supplement 056 was approved June 17, 2009, and provided for labeling in PLR format. 
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2. MEDWATCH: (checked 5/11/2012) 
No report of safety labeling changes since last labeling was approved February 2012. 

 
3. PATENTS/EXCLUSIVITIES:  (Checked 5/11/2012) 
 
BASIS OF APPROVAL: ANDA 020702 

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling Impact 

5686104 

Nov 11, 2014  
 

PED May 11, 
2015 

U-
213 

METHOD OF INHIBITING 
CHOLESTEROL 

BIOSYNTHESIS AND 
TREATING 

HYPERCHOLESTEROLEMIA 
AND METHOD FOR TREATING 

HYPERLIPIDEMIA 

IV None 

 
5969156 

 

Jul 8, 2016  
PED Jan 8, 2017 __  IV None 

 
6126971 

 
 

Jan 19, 2013 
PED July 19, 

2013 
__  IV None 

 
 
Pfizer Inc. sued Kudco and Kremers Urban for the ‘156 patent.  Case 1:09-cv-00924-UNA 
 
Patent Amendment update 0009 submitted November 22, 2011  
In the amendment dated 11/22/11, the firm notified the Agency of a Settlement Agreement that was 
reached between Pfizer Inc., Pfizer Ireland Pharmaceuticals, Warner-Lambert Company, and Warner-
Lambert Company LLC, and the common parties of Kremers Urban LLC., Kudco Ireland LTD., and 
Kremers Urban Pharmaceuticals Inc.  
 

WHEREAS, the Parties seek to resolve the Action without further litigation with respect to 
U.S. Patent No. 5,969,156 and its Re-examination Certificate (together, "the '156 Patent"); 

 
 Additionally, a copy of the Order of Dismissal is included in this amendment dated 11/22/2011. 
 

Exclusivity  Data For NDA 20702 

Code/sup Expiration Description Labeling impact
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  There is no unexpired exclusivity for this product. None 

 
 

4. INACTIVE INGREDIENTS: [2.3.P.1-original submission] 
 

 
The description of the inactive ingredients in the insert labeling appears accurate according to the 
composition statement.  

 
 Atorvastatin Calcium Tablets contain atorvastatin and the  
 following inactive ingredients: amino methacrylate copolymer, colloidal silicon dioxide, 
 croscarmellose sodium, lactose monohydrate, polyethylene glycol, polyvinyl alcohol, sodium 
 stearyl fumarate, talc, titanium dioxide. 

 
5. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM:    [2.3.P.1-original submission] 
 

Schwarz Pharma Manufacturing, Inc.  
1101 C Avenue West 
Seymour, Indiana  74274 
 

6. FINISHED DOSAGE FORM: 
 
 The HOW SUPPLIED section of the insert matches the 2.3.P.5 of the original submission.  
 

 RLD:  
 
 10 mg: coded “PD 155” on one side and “10” on the other 
 
 20 mg: coded “PD 156” on one side and “20” on the other 
 
 40 mg: coded “PD 157” on one side and “40” on the other 
 
 80 mg: coded “PD 158” on one side and “80” on the other 
 

 ANDA:   
  
 10 mg:  white, round, film-coated tablets, debossed with “1” on one side and plain on the other. 
 
 20 mg:  white, round, film-coated tablets, debossed with “2” on one side and plain on the other. 
 
 40 mg: white, round, film-coated tablets, debossed with “40” on one side and plain on the other. 
 
 80 mg: white, round, film-coated tablets, debossed with “80” on one side and plain on the other. 
 
7. CONTAINER/CLOSURE:  [2.3.P.7- original submission] 
 
Bottle packs 
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Comments from firm: Final Container Labels Amendment dated April 24, 2012 
 
Although the 1000-count bottles for the 10 mg and 20 mg strengths have been submitted in the 
application, the applicant does not intend to market these bottle sizes at the time of launch. In the event 
these bottle sizes are marketed at a later date, the package insert will be updated accordingly. 
 

13. Kremers Urban is a member of the UCB Group of Companies; note that “UCB” is the contact in the 
ADVERSE REACTIONS section of the HIGHLIGHTS 

 
14. PATIENT INFORMATION SHEETS: 
 

Comment from last labeling review:  
 
Please state the number of sheets you intend on providing in order for each patient to receive one.  

 
 Response   (AF dated 3/4/10) 
 
KUDCO Ireland, Ltd. will ensure that the patient information sheet is available in sufficient numbers to 
permit the authorized dispenser to provide one sheet to each patient receiving a prescription of at 
least thirty tablets.  

 
15. REMS: 

REMS required? 
 Yes   No 

 
REMS acceptable? 

 Yes   No   n/a 
 

16.  SPL:  Data elements acceptable in 3/4/2010 e-submission 
 

Cover letter dated 4/24/12 
The applicant commits to submitting labeling in SPL format within 14 business days of approval 
of the application. 

   
____________________________________________________________________________________ 
 
Date of Review: May 11, 2012   Date of Submission:  April 24, 2012 and March 26, 2012 
 
Primary Reviewer: Betty Turner   Team Leader:  Ruby (Chi-Ann) Wu 
____________________________________________________________________________________ 
ANDA 091624  AP Summary 
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REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
 
ANDA Number:   091624     Date of Submission: March 26, 2012   
       
Applicant's Name:  KUDCO Ireland Limited 
 
Established Name:  Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg 
____________________________________________________________________________________ 
Labeling Deficiencies: 
 
A. CONTAINER: 

 
Revise “*Each tablet contains…” statement to read “*Each film-coated tablet contains…” 

 
B. INSERT: 
 

1. HIGHLIGHTS, WARNINGS AND PRECAUTIONS: second paragraph, revise the second sentence 
to read “Check liver enzyme tests before initiating therapy……”  

 
2.  FULL PRESCRIBING INFORMATION: CONTENTS* 

i. Revise subtitle 2.1 and 2.2 to read as follows: 
 

 2.1 Hyperlipidemia  
2.2 Heterozygous Familial Hypercholesterolemia in Pediatric Patients  
 

ii. Under subtitle 4.1 revise “Elevations in” to read “Elevations of” 
 
iii. Revise subtitles 14.1, 14.2 and 14.3 to read as follows: 
 

14.1 Prevention of Cardiovascular Disease  
14.2 Hyperlipidemia and Mixed Dyslipidemia  
14.3 Hypertriglyceridemia 

 
3. FULL PRESCRIBING INFORMATION:  
 

i. GENERAL COMMENT- Please note that USAN names are common nouns and should be 
treated as such in the text of labeling (i.e., lower case).  Upper case may be used when the 
USAN name stands alone on labels or in the title of the package insert. 

 
ii. 4 CONTRAINDICATIONS 
  a. Revise 4.1 to read as follows. 
 

4.1 Active liver disease, which may include unexplained persistent elevations in hepatic 
transaminase levels 
 

b. Revise 4.2 to read as follows. 
 

4.2 Hypersensitivity to any component of this medication 
 

iii. 16 HOW SUPPLIED 
Add “Atorvastatin Calcium Tablets are supplied as white, round, film-coated tablets of 
atorvastatin calcium containing 10, 20, 40 and 80 mg atorvastatin.” 
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Submit revised insert 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://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
 
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. 
 
 
Basis of Approval 
  
Was this approval based upon a petition?    No 
 
What is the RLD on the 356(h) form:  Lipitor 

 
NDA Number: 020702 
 
NDA Drug Name: Lipitor 
 
NDA Firm: Pfizer Inc.  
 
Date of Approval of NDA Insert and supplement #:  020702/S-060; approved 2/28/2012.  
 
Was this approval based upon an OGD labeling guidance?     No 

 
 
NOTE TO CHEMIST: None 
________________________________________________________________ 
 
FOR THE RECORD:  Please note that the previous review cycles were completed by labeling reviewer, 
Thuyanh Vu.  Portions of this review were taken from the review dated 4/27/2010 in DARRTS. 
 

 
1. MODEL LABELING: This review was based on the labeling of the RLD, Lipitor® (NDA 020702/S-060) 

approved February 28, 2012.  
 
Supplement 056 was approved June 17, 2009, and provided for labeling in PLR format. 
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2. MEDWATCH: (checked 4/13/2012) 
No report of safety labeling changes since last labeling was approved February 2012. 

 
3. PATENTS/EXCLUSIVITIES:  (Checked 4/13/2012) 
 
BASIS OF APPROVAL: ANDA 020702 

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling Impact 

5686104 

Nov 11, 2014  
 

PED May 11, 
2015 

U-
213 

METHOD OF INHIBITING 
CHOLESTEROL 

BIOSYNTHESIS AND 
TREATING 

HYPERCHOLESTEROLEMIA 
AND METHOD FOR TREATING 

HYPERLIPIDEMIA 

IV None 

 
5969156 

 

Jul 8, 2016  
PED Jan 8, 2017 __  IV None 

 
6126971 

 
 

Jan 19, 2013 
PED July 19, 

2013 
__  IV None 

 
 
Pfizer Inc. sued Kudco and Kremers Urban for the ‘156 patent.  Case 1:09-cv-00924-UNA 
 
Patent Amendment update 0009 submitted November 22, 2011  
In the amendment dated 11/22/11, the firm notified the Agency of a Settlement Agreement that was 
reached between Pfizer Inc., Pfizer Ireland Pharmaceuticals, Warner-Lambert Company, and Warner-
Lambert Company LLC, and the common parties of Kremers Urban LLC., Kudco Ireland LTD., and 
Kremers Urban Pharmaceuticals Inc.  
 

WHEREAS, the Parties seek to resolve the Action without further litigation with respect to 
U.S. Patent No. 5,969,156 and its Re-examination Certificate (together, "the '156 Patent"); 

 
 Additionally, a copy of the Order of Dismissal is included in this amendment dated 11/22/2011. 
 

Exclusivity  Data For NDA 20702 

Code/sup Expiration Description Labeling impact

  There is no unexpired exclusivity for this product. None 

 
 

4. INACTIVE INGREDIENTS: [2.3.P.1-original submission] 
 

 
The description of the inactive ingredients in the insert labeling appears accurate according to the 
composition statement.  

 
 Atorvastatin Calcium Tablets contain atorvastatin and the  
 following inactive ingredients: amino methacrylate copolymer, colloidal silicon dioxide, 
 croscarmellose sodium, lactose monohydrate, polyethylene glycol, polyvinyl alcohol, sodium 
 stearyl fumarate, talc, titanium dioxide. 
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ANDA label: Same 
 

9. DISPENSING STATEMENTS COMPARISON: 
 

RLD:  Dispense in tight containers (USP) 
ANDA: Same as.  

 
10.  BIOAVAILABILITY/BIOEQUIVALENCE: BIO is deficient on 1/12/2010 

Updated BIO review 11/30/2011- overall review result Inadequate pending the outcome of the OSI 
inspection for the clinical site of  
 

11. SCORING: 
 
 RLD:  Not scored 
 ANDA:  Not scored 
 
12. PACKAGE CONFIGURATION: 
 

RLD: 10 mg, 20 mg = bottles of 90s, 5000s and blisters of 100 (10 x 10) unit dose blisters 
  40 mg: bottles of 90s, 500s, 2500s and blisters of 100 (10 x 10) unit dose blisters 
  80 mg: bottles of 90s, 500s, 2500s and blisters of 64 (8 x 8) unit dose blisters 
 
ANDA:  10 mg and 20 mg= bottles of 90s, 1000s and 5000s (original submission) 
   40 mg and 80 mg= bottles of 90s, 500s and 2500s 
 
In the amendment dated March 26, 2012, the firm did not submit final printed container labels for the 

10 mg and 20 mg bottles of 1000’s package configurations.  
 
ANDA: 10 mg and 20 mg= bottles of 90s, and 5000s were submitted along with what was previously 

submitted for the 40 mg and 80 mg strengths. 
 
Container label colors= 80 mg= orange, 40 mg= green, 20 mg= red, 10 mg= blue 
 

13. Kremers Urban is a member of the UCB Group of Companies; note that “UCB” is the contact in the 
ADVERSE REACTIONS section of the HIGHLIGHTS 

 
14. PATIENT INFORMATION SHEETS: 
 

Comment from last labeling review:  
 
Please state the number of sheets you intend on providing in order for each patient to receive one.  

 
 Response   (AF dated 3/4/10) 
 
KUDCO Ireland, Ltd. will ensure that the patient information sheet is available in sufficient numbers to 
permit the authorized dispenser to provide one sheet to each patient receiving a prescription of at 
least thirty tablets.  

 
15. REMS: 

REMS required? 
 Yes   No 

 
REMS acceptable? 

 Yes   No   n/a 
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16.  SPL:  Data elements acceptable in 3/4/2010 e-submission 
 
   
____________________________________________________________________________________ 
 
Date of Review: April 13, 2012   Date of Submission:  March 26, 2012 
 
Primary Reviewer: Betty Turner   Team Leader:  Ruby (Chi-Ann) Wu 
____________________________________________________________________________________ 
ANDA 091624  DR#2 
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REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
 
ANDA Number:  091624     Date of Submission: March 4, 2010  
       
Applicant's Name:  KUDCO Ireland Limited 
 
Established Name:  Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg 
____________________________________________________________________________________ 

  
BASIS OF TENTATIVE APPROVAL: 
 
TENTATIVE APPROVAL SUMMARY (List the package size, strength(s), and date of submission for 
approval): 
 
Do you have 12 Final Printed Labels and Labeling?   No. Tentative approval only- draft labels and 
labeling. 

 
Container Labels  (10 mg and 20 mg= bottles of 90s, 1000s and 5000s 

     40 mg and 80 mg= bottles of 90s, 500s and 2500s):   
 
     Draft labels acceptable in 3/4/2010 e-submission 

 
Professional Package Insert Labeling: Draft labeling acceptable in  3/4/1020 e-submission 
 
Patient Information Sheet:  Draft labeling acceptable in  3/4/1020 e-submission 
 
SPL:  Data elements acceptable in 3/4/2010 e-submission 
 
Revisions needed before full approval:  Yes 
 
PACKAGE INSERT:  
 
1. HIGHLIGHTS, INDICATIONS AND USAGE:  third bullet, correct the spelling of “non-fatal” 
 
2. FULL PRESCRIBING INFORMATION: CONTENTS: correct the spelling of “DOSAGE AND 
 ADMINISTRATION” 
 
3. FULL PRESCRIBING INFORMATION: General comment-  
 
 Please note that USAN names are common nouns and should be treated as such in the text of labeling 
 (i.e., lower case).  Upper case may be used when the USAN name stands alone on labels or in the title 
 of the package insert. 
 
 
Was this approval based upon a petition?    No 
 
What is the RLD on the 356(h) form:  Lipitor 

 
NDA Number: 20-702 
 
NDA Drug Name: Lipitor 
 
NDA Firm: Pfizer Inc.  



 
Date of Approval of NDA Insert and supplement #:  20-702/S-056; approved 6/17/09.  
 
Has this been verified by the MIS system for the NDA?   Yes    
 
Was this approval based upon an OGD labeling guidance?     No 

 
 
NOTE TO CHEMIST:  
________________________________________________________________ 
 
FOR THE RECORD: 
 

 
1. MODEL LABELING This review was based on the labeling of the RLD, Lipitor, 20-702/S-056; approved 

6/17/09. Supplement provided labeling in PLR format.  
 
2. PATENTS/EXCLUSIVITIES:  
 
BASIS OF APPROVAL:  

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling Impact 

4681893 
Sep. 24, 2009 

PED. Mar. 24, 
2010 

U-
161 

method of treating 
hypercholesterolemia          
           METHOD OF 
INHIBITING CHOLESTEROL 
BIOSYNTHESIS IN A PATIENT 
 

III Same As 

5273995 
Dec 28, 2010 
ped jun 28, 

20011 
u-162 

METHOD OF USE TO INHIBIT 
CHOLESTEROL SYNTHESIS IN 
A HUMAN SUFFERING FROM 
HYPERCHOLESTEROLEMIA 

III Same As 

5686104 
Nov 11, 20014 
ped May 11, 

2015 

U-
213 

METHOD OF INHIBITING 
CHOLESTEROL 

BIOSYNTHESIS AND 
TREATING 

HYPERCHOLESTEROLEMIA 
AND METHOD FOR TREATING 

HYPERLIPIDEMIA 

IV Same As 

 
5969156 

 

Jul 8, 2016 ped 
Jan 8, 2017 __  IV Same As 

 
6126971 

 
 

Jan 19, 2013 ped 
July 19, 2013 __  IV Same As 

RE40667 Jun 28, 2011 ped U-
162 

METHOD OF USE TO INHIBIT 
CHOLESTEROL SYNTHESIS IN A 

HUMAN SUFFERING FROM 
HYPERCHOLESTEROLEMIA 

III Same As 

 
 
Pfizer Inc. sued Kudco and Kremers Urban for the ‘156 patent.  Case 1:09-cv-00924-UNA 
 
 
 

Exclusivity  Data For NDA 20702 



Code/sup Expiration Description Labeling impact

I-523 Mar 2, 2010 
Use in adult patients with clinically evident coronary heart disease to 
reduce the risk of nonfatal myocardial infarction, fatal and nonfatal 
stroke, angina, revascularization procedures and hospitalization for 

congestive heart failure 
None 

    

 
 

[original submission] 
 
3. INACTIVE INGREDIENTS  
 

The description of the inactive ingredients in the insert labeling appears accurate according to 
the composition statement.  
 
 Atorvastatin Calcium Tablets contain atorvastatin and the  

    following inactive ingredients: amino methacrylate copolymer, colloidal silicon dioxide, 
    croscarmellose sodium, lactose monohydrate, polyethylene glycol, polyvinyl alcohol, sodium 
    stearyl fumarate, talc, titanium dioxide. 
 

[2.3.P.1-original submission] 
 

4. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM    [2.3.P.1-original submission] 
 

Schwarz Pharma Manufacturing, Inc.  
1101 C Avenue West 
Seymour, Indiana  74274 
 

5. FINISHED DOSAGE FORM 
 
 The HOW SUPPLIED section of the insert matches the 2.3.P.5 of the original submission.  
 
 RLD:  
 
 10 mg: coded “PD 155” on one side and “10” on the other 
 
 20 mg: coded “PD 156” on one side and “20” on the other 
 
 40 mg: coded “PD 157” on one side and “40” on the other 
 
 80 mg: coded “PD 158” on one side and “80” on the other 
 
 ANDA:   
  
 10 mg:  white, round, film-coated tablets, debossed with “1” on one side and plain on the other. 
 
 20 mg:  white, round, film-coated tablets, debossed with “2” on one side and plain on the other. 
 
 40 mg: white, round, film-coated tablets, debossed with “40” on one side and plain on the other. 
 
 80 mg: white, round, film-coated tablets, debossed with “80” on one side and plain on the other. 







ANDA label: Same 
 

8. DISPENSING STATEMENTS COMPARISON 
 

RLD:  Dispense in tight containers (USP) 
ANDA: Same as.  

 
9. BIOAVAILABILITY/BIOEQUIVALENCE: BIO is deficient on 1/12/2010 
 
10. SCORING 
 
 RLD:  Not scored 
 ANDA:  Not scored 
 
11. PACKAGE CONFIGURATION 
 

RLD: 10 mg, 20 mg = bottles of  90s, 5000s and blisters of 100 (10 x 10) unit dose blisters 
  40 mg: bottles of 90s, 500s, 2500s and blisters of 100 (10 x 10) unit dose blisters 
  80 mg: bottles of 90s, 500s, 2500s and blisters of 64 (8 x 8) unit dose blisters 
 
ANDA:  10 mg and 20 mg= bottles of 90s, 1000s and 5000s 
   40 mg and 80 mg= bottles of 90s, 500s and 2500s 
 
Container label colors=  80 mg= orange, 40 mg= green, 20 mg= red, 10 mg= blue 
 

12. Kremers Urban is a member of the UCB Group of Companies, note that “UCB” is the contact in the 
ADVERSE REACTIONS section of the HIGHLIGHTS 

 
13. PATIENT INFORMATION SHEETS 
 
Comment from last labeling review:  
 
Please state the number of sheets you intend on  providing in order for each patient to receive one.  

 
 Response   (AF dated 3/4/10) 
 
KUDCO Ireland, Ltd. will ensure that the patient information sheet is available in sufficient numbers to 
permit the authorized dispenser to provide one sheet to each patient receiving a prescription of at least 
thirty tablets.  
 

 
____________________________________________________________________________________ 
 
Date of Review: April 27, 2010   Date of Submission:  March 4, 2010 
 
Primary Reviewer: Thuyanh Vu 
 
Team Leader:  John Grace 
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REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
 
ANDA Number:  091624     Date of Submission: July 15, 2009  
       
Applicant's Name:  Kudco Ireland Ltd.  
 
Established Name:  Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg 
____________________________________________________________________________________ 
 
Labeling Deficiencies: 
 

1. CONTAINER  (10 mg and 20 mg= bottles of 90s, 1000s and 5000s 
      40 mg and 80 mg= bottles of 90s, 500s and 2500s): 

 
a. Revise “DOSAGE AND USE” to “USUAL DOSAGE”.  
 
b. Since this drug product is associated with a patient package insert, we encourage you to add to the 
  principal display panel: “Pharmacist: please dispense with patient package insert”.  

 
2. INSERT 
 
 Due to changes in the insert labeling for the reference listed drug, Lipitor (20702/S-056, approved 
 6/17/2009), please revise your labeling to be in accord with RLD.  The RLD labeling may be accessed 
 at the Drugs@FDA website.  

 
3. PATIENT INFORMATION SHEET:  

 Please state the number of sheets you intend on  providing in order for each patient to receive one.  

 
 
Submit labels and 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://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
 
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. 

          
 
 
    

 
 
 
 
 
 
 

 
  



BASIS OF APPROVAL: 
 
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
 
Do you have 12 Final Printed Labels and Labeling?   No 
 
Container Labels (all strengths in bottles of 90s and  
No, see comments above.  
 
Professional Package Insert Labeling: No 
 
Patient Information Sheet:  No 
 
Revisions needed before full approval:  Was this approval based upon a petition?    No 
 
What is the RLD on the 356(h) form:  Lipitor 

 
NDA Number: 20-702 
 
NDA Drug Name: Lipitor 
 
NDA Firm: Pfizer Inc.  
 
Date of Approval of NDA Insert and supplement #:  20-702/S-056; approved 6/17/09.  
 
Has this been verified by the MIS system for the NDA?   Yes    
 
Was this approval based upon an OGD labeling guidance?     No 
 
 

 
 
 
 

 
NOTE TO CHEMIST:  
________________________________________________________________ 
 
FOR THE RECORD: 
 

 
1. MODEL LABELING This review was based on the labeling of the RLD, Lipitor, 20-702/S-056; approved 

6/17/09. Supplement provided labeling in PLR format.  
 
2. PATENTS/EXCLUSIVITIES:  
 
BASIS OF APPROVAL:  

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling Impact 

4681893 
Sep. 24, 2009 

PED. Mar. 24, 
2010 

U-
161 

method of treating 
hypercholesterolemia          
           METHOD OF 
INHIBITING CHOLESTEROL 
BIOSYNTHESIS IN A PATIENT 
 

III Same As 

(b) (4)



5273995 
Dec 28, 2010 
ped jun 28, 

20011 
u-162 

METHOD OF USE TO INHIBIT 
CHOLESTEROL SYNTHESIS IN 
A HUMAN SUFFERING FROM 
HYPERCHOLESTEROLEMIA 

III Same As 

5686104 
Nov 11, 20014 
ped May 11, 

2015 

U-
213 

METHOD OF INHIBITING 
CHOLESTEROL 

BIOSYNTHESIS AND 
TREATING 

HYPERCHOLESTEROLEMIA 
AND METHOD FOR TREATING 

HYPERLIPIDEMIA 

IV Same As 

 
5969156 

 

Jul 8, 2016 ped 
Jan 8, 2017 __  IV Same As 

 
6126971 

 
 

Jan 19, 2013 ped 
July 19, 2013 __  IV Same As 

RE40667 Jun 28, 2011 ped U-
162 

METHOD OF USE TO INHIBIT 
CHOLESTEROL SYNTHESIS IN A 

HUMAN SUFFERING FROM 
HYPERCHOLESTEROLEMIA 

III Same As 

 
 
Pfizer Inc. sued Kudco and Kremers Urban for the ‘156 patent.  Case 1:09-cv-00924-UNA 
 
 
 

Exclusivity  Data For NDA 20702 

Code/sup Expiration Description Labeling impact

I-523 Mar 2, 2010 
Use in adult patients with clinically evident coronary heart disease to 
reduce the risk of nonfatal myocardial infarction, fatal and nonfatal 
stroke, angina, revascularization procedures and hospitalization for 

congestive heart failure 
None 

    

 
 

[original submission] 
 
3. INACTIVE INGREDIENTS  
 

The description of the inactive ingredients in the insert labeling appears accurate according to 
the composition statement.  
 
 Atorvastatin Calcium Tablets contain atorvastatin and the  

    following inactive ingredients: amino methacrylate copolymer, colloidal silicon dioxide, 
    croscarmellose sodium, lactose monohydrate, polyethylene glycol, polyvinyl alcohol, sodium 
    stearyl fumarate, talc, titanium dioxide. 
 

[2.3.P.1-original submission] 
 







ANDA label: Same 
 

8. DISPENSING STATEMENTS COMPARISON 
 

RLD:  Dispense in tight containers (USP) 
ANDA: Same as.  

 
9. BIOAVAILABILITY/BIOEQUIVALENCE: BIO is deficient on 1/12/2010 
 
10. SCORING 
 
 RLD:  Not scored 
 ANDA:  Not scored 
 
11. PACKAGE CONFIGURATION 
 

RLD: 10 mg, 20 mg = bottles of  90s, 5000s and blisters of 100 (10 x 10) unit dose blisters 
  40 mg: bottles of 90s, 500s, 2500s and blisters of 100 (10 x 10) unit dose blisters 
  80 mg: bottles of 90s, 500s, 2500s and blisters of 64 (8 x 8) unit dose blisters 
 
ANDA:  10 mg and 20 mg= bottles of 90s, 1000s and 5000s 
   40 mg and 80 mg= bottles of 90s, 500s and 2500s 
 
Container label colors=  80 mg= orange, 40 mg= green, 20 mg= red, 10 mg= blue 
 

____________________________________________________________________________________ 
 
Date of Review: May 11, 2009    Date of Submission:  December 30,  2008  
 
Primary Reviewer: Thuyanh Vu 
 
Team Leader:  John Grace 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
ANDA-91624 ORIG-1 KUDCO IRELAND

LTD
ATORVASTATIN CALCIUM

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

THUYANH VU
01/14/2010

JOHN F GRACE
01/20/2010



 
 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 

ANDA 091624 
 

 
 
 
 

CHEMISTRY REVIEWS 



 

 
 
 

ANDA 091624 
 
 

Atorvastatin Calcium Tablets 
10 mg, 20 mg, 40 and 80 mg 

 
 

KUDCO Ireland Limited 
 
 
 

Haitao Li, Ph. D. 
Division of Chemistry III 
Office of Generic Drugs 

OPS/CDER/FDA 
 
 
 
 
 
 
 

Reference ID: 3236231



 

Table of Contents  

Chemistry Review Data Sheet...................................................................................................... 3 

The Executive Summary .............................................................................................................. 5 
I. Recommendations......................................................................................................................7 

A. Recommendation and Conclusion on Approvability.......................................................... 7 

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk 
Management Steps, if Approvable N/A.............................................................................. 7 

II. Summary of Chemistry Assessments.........................................................................................7 

A.  Description of the Drug Product(s) and Drug Substance(s) ............................................... 7 

B.  Description of How the Drug Product is intended to be used............................................. 7 

C. Basis for Approvability or Not-Approval Recommendation.............................................. 7 

Chemistry Assessment .................................................................................................................. 8 
III. List of Deficiencies to Be Communicated .............................................................................109 

36.      CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT............. 109  
 

Reference ID: 3236231



 

Chemistry Review Data Sheet 
 

 
1.  ANDA 091624 
 
2.  REVIEW #: 6 
 
3.  REVIEW DATE: December 12, 2012 
 
4.  REVIEWER: Haitao Li, Ph.D. 

 
5.  PREVIOUS DOCUMENTS:  

Previous Documents:  Document Date 
Original July 15, 2009 
Amendment January 12, 2011 
Amendment August 18, 2011 
Amendment May 9, 2012 
Amendment June 4, 2012 
Amendment September 7, 2012 

 
6.  SUBMISSION(S) BEING REVIEWED: 

Submission(s) Reviewed Document Date 
Amendment November 21, 2012 

 
7.  NAME & ADDRESS OF APPLICANT: 

Name: KUDCO Ireland Limited 

Address: 
Shannon Industrial Estate 
Shannon, County State 
Republic of Ireland 

U.S. 
Representative: 

Elaine Siefert, Director Regulatory Affairs 
Kremers Urban Pharmaceuticals Inc. 
1101 C Ave W 
Seymour IN 47274 

Telephone: (812) 523-5539 
Fax: (812) 523-6889 

 
8.  DRUG PRODUCT NAME:   Proprietary Name: NA 

Non-Proprietary Name: Atorvastatin Calcium Tablets  
9.  LEGAL BASIS FOR SUBMISSION:  Lipitor Tablets, NDA #: 20702  

The firm provided both paragraph III and IV patent 
certification. 

10.  PHARMACOL. CATEGORY: Lipid Lowering Agent . Prevention of 
Cardiovascular Disease and Hypercholesterolemia 

11.  DOSAGE FORM: Tablets    

Reference ID: 3236231







 

 
The MDD is 80 mg. Based on ICH Q3A, for DS: IT: 0.10%, QT: 0.15%. Based on ICH Q3B, for 
DP: IT: 0.2%, QT: %.   
 
DS is compendial now. There is a PF 37(5) In-Process Revision for Atorvastatin Calcium drug 
product.  
 
B.  Description of How the Drug Product is Intended to be Used 
The DP is intended for long term use.   
 
Atorvastatin Calcium Tablets are supplied as white, round, film-coated tablets of 
atorvastatin calcium containing 10, 20, 40 and 80 mg atorvastatin.  

10 mg tablets: debossed with “1” on one side and plain on the other.  
NDC 62175-890-46   bottles of 90 
NDC 62175-890-43   bottles of 1000  
NDC 62175-890-45   bottles of 5000  
 
20 mg tablets: debossed with “2” on one side and plain on the other.  
NDC 62175-891-46   bottles of 90 
NDC 62175-891-43   bottles of 1000  
NDC 62175-891-45   bottles of 5000 
 
40 mg tablets: debossed with “40” on one side and plain on the other. 
NDC 62175-892-46   bottles of 90 
NDC 62175-892-41   bottles of 500  
NDC 62175-892-44   bottles of 2500 
 
80 mg tablets: debossed with “80” on one side and plain on the other. 
NDC 62175-897-46   bottles of 90 
NDC 62175-897-41   bottles of 500  
NDC 62175-897-44   bottles of 2500 
 
Store at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature]. 
 
C.  Basis for Approvability or Not-Approval Recommendation 
The CMC review is currently acceptable per the review team recommendations. 
ANDA approvability is pending Division review, other disciplines and/or EES. This CMC 
review may require an addendum based on recommendations made by other review disciplines. 
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Chemistry Review Data Sheet 
 

 
1.  ANDA 091624 
 
2.  REVIEW #: 5 
 
3.  REVIEW DATE: September 22, 2012 
 
4.  REVIEWER: Haitao Li, Ph.D. 

 
5.  PREVIOUS DOCUMENTS:  

Previous Documents:  Document Date 
Original July 15, 2009 
Amendment January 12, 2011 
Amendment August 18, 2011 
Amendment May 9, 2012 
Amendment June 4, 2012 

 
6.  SUBMISSION(S) BEING REVIEWED: 

Submission(s) Reviewed Document Date 
Amendment September 7, 2012 

 
7.  NAME & ADDRESS OF APPLICANT: 

Name: KUDCO Ireland Limited 

Address: 
Shannon Industrial Estate 
Shannon, County State 
Republic of Ireland 

U.S. 
Representative: 

Elaine Siefert, Director Regulatory Affairs 
Kremers Urban LLC 
1101 C Ave W 
Seymour IN 47274 

Telephone: (812) 523-5539 
Fax: (812) 523-6889 

 
8.  DRUG PRODUCT NAME:   Proprietary Name: NA 

Non-Proprietary Name: Atorvastatin Calcium Tablets  
9.  LEGAL BASIS FOR SUBMISSION:  Lipitor Tablets, NDA #: 20702  

The firm provided both paragraph III and IV patent 
certification. 

10.  PHARMACOL. CATEGORY: Lipid Lowering Agent . Prevention of 
Cardiovascular Disease and Hypercholesterolemia 

11.  DOSAGE FORM: Tablets    
12.  STRENGTH/POTENCY:  10 mg, 20 mg, 40 and 80 mg   
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The MDD is 80 mg. Based on ICH Q3A, for DS: IT: 0.10%, QT: 0.15%. Based on ICH Q3B, for 
DP: IT: 0.2%, QT: %.   
 
DS is compendial now. There is a PF 37(5) In-Process Revision for Atorvastatin Calcium drug 
product.  
 
B.  Description of How the Drug Product is Intended to be Used 
The DP is intended for long term use.   
 
Atorvastatin Calcium Tablets are supplied as white, round, film-coated tablets of 
atorvastatin calcium containing 10, 20, 40 and 80 mg atorvastatin.  

10 mg tablets: debossed with “1” on one side and plain on the other.  
NDC 62175-890-46   bottles of 90 
NDC 62175-890-43   bottles of 1000  
NDC 62175-890-45   bottles of 5000  
 
20 mg tablets: debossed with “2” on one side and plain on the other.  
NDC 62175-891-46   bottles of 90 
NDC 62175-891-43   bottles of 1000  
NDC 62175-891-45   bottles of 5000 
 
40 mg tablets: debossed with “40” on one side and plain on the other. 
NDC 62175-892-46   bottles of 90 
NDC 62175-892-41   bottles of 500  
NDC 62175-892-44   bottles of 2500 
 
80 mg tablets: debossed with “80” on one side and plain on the other. 
NDC 62175-897-46   bottles of 90 
NDC 62175-897-41   bottles of 500  
NDC 62175-897-44   bottles of 2500 
 
Store at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature]. 
 
C.  Basis for Approvability or Not-Approval Recommendation 
The application is not approvable due to CMC related deficiencies. 
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Chemistry Review Data Sheet 
 

 
1.  ANDA 091624 
 
2.  REVIEW #: 4 
 
3.  REVIEW DATE: June 5, 2012 
 
4.  REVIEWER: Haitao Li, Ph.D. 

 
5.  PREVIOUS DOCUMENTS:  

Previous Documents:  Document Date 
Original July 15, 2009 
Amendment January 12, 2011 
Amendment August 18, 2011 
Amendment May 9, 2012 

 
6.  SUBMISSION(S) BEING REVIEWED: 

Submission(s) Reviewed Document Date 
Amendment June 4, 2012 

 
7.  NAME & ADDRESS OF APPLICANT: 

Name: KUDCO Ireland Limited 

Address: 
Shannon Industrial Estate 
Shannon, County State 
Republic of Ireland 

U.S. 
Representative: 

Elaine Siefert, Director Regulatory Affairs 
Kremers Urban LLC 
1101 C Ave W 
Seymour IN 47274 

Telephone: (812) 523-5539 
Fax: (812) 523-6889 

 
8.  DRUG PRODUCT NAME:   Proprietary Name: NA 

Non-Proprietary Name: Atorvastatin Calcium Tablets  
9.  LEGAL BASIS FOR SUBMISSION:  Lipitor Tablets, NDA #: 20702  

The firm provided both paragraph III and IV patent 
certification. 

10.  PHARMACOL. CATEGORY: Lipid Lowering Agent . Prevention of 
Cardiovascular Disease and Hypercholesterolemia 

11.  DOSAGE FORM: Tablets    
12.  STRENGTH/POTENCY:  10 mg, 20 mg, 40 and 80 mg   
13.  ROUTE OF ADMINISTRATION: Oral  
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The MDD is 80 mg. Based on ICH Q3A, for DS: IT: 0.10%, QT: 0.15%. Based on ICH Q3B, for 
DP: IT: 0.2%, QT: %.   
 
DS is compendial now. There is a PF 37(5) In-Process Revision for Atorvastatin Calcium drug 
product.  
 
B.  Description of How the Drug Product is Intended to be Used 
The DP is intended for long term use.   
 
Atorvastatin Calcium Tablets are supplied as white, round, film-coated tablets of 
atorvastatin calcium containing 10, 20, 40 and 80 mg atorvastatin.  

10 mg tablets: debossed with “1” on one side and plain on the other.  
NDC 62175-890-46   bottles of 90 
NDC 62175-890-43   bottles of 1000  
NDC 62175-890-45   bottles of 5000  
 
20 mg tablets: debossed with “2” on one side and plain on the other.  
NDC 62175-891-46   bottles of 90 
NDC 62175-891-43   bottles of 1000  
NDC 62175-891-45   bottles of 5000 
 
40 mg tablets: debossed with “40” on one side and plain on the other. 
NDC 62175-892-46   bottles of 90 
NDC 62175-892-41   bottles of 500  
NDC 62175-892-44   bottles of 2500 
 
80 mg tablets: debossed with “80” on one side and plain on the other. 
NDC 62175-897-46   bottles of 90 
NDC 62175-897-41   bottles of 500  
NDC 62175-897-44   bottles of 2500 
 
Store at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature]. 
 
C.  Basis for Approvability or Not-Approval Recommendation 
The application is not approvable due to CMC related deficiencies. The firm modified their assay 
method to accommodate low stability data.
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Chemistry Review Data Sheet 
 

 
1.  ANDA 091624 
 
2.  REVIEW #: 3 
 
3.  REVIEW DATE: May 23, 2012 
 
4.  REVIEWER: Haitao Li, Ph.D. 

 
5.  PREVIOUS DOCUMENTS:  

Previous Documents:  Document Date 
Original July 15, 2009 
Amendment January 12, 2011 
Amendment August 18, 2011 

 
6.  SUBMISSION(S) BEING REVIEWED: 

Submission(s) Reviewed Document Date 
Amendment May 9, 2012 

 
7.  NAME & ADDRESS OF APPLICANT: 

Name: KUDCO Ireland Limited 

Address: 
Shannon Industrial Estate 
Shannon, County State 
Republic of Ireland 

U.S. 
Representative: 

Elaine Siefert, Director Regulatory Affairs 
Kremers Urban LLC 
1101 C Ave W 
Seymour IN 47274 

Telephone: (812) 523-5539 
Fax: (812) 523-6889 

 
8.  DRUG PRODUCT NAME:   Proprietary Name: NA 

Non-Proprietary Name: Atorvastatin Calcium Tablets  
9.  LEGAL BASIS FOR SUBMISSION:  Lipitor Tablets, NDA #: 20702  

The firm provided both paragraph III and IV patent 
certification. 

10.  PHARMACOL. CATEGORY: Lipid Lowering Agent . Prevention of 
Cardiovascular Disease and Hypercholesterolemia 

11.  DOSAGE FORM: Tablets    
12.  STRENGTH/POTENCY:  10 mg, 20 mg, 40 and 80 mg   
13.  ROUTE OF ADMINISTRATION: Oral  
14.  Rx/OTC DISPENSED:     _X_Rx         ___OTC 

Reference ID: 3138684







 
 

 6

The MDD is 80 mg. Based on ICH Q3A, for DS: IT: 0.10%, QT: 0.15%. Based on ICH Q3B, for 
DP: IT: 0.2%, QT: %.   
 
DS is compendial now. There is a PF 37(5) In-Process Revision for Atorvastatin Calcium drug 
product.  
 
B.  Description of How the Drug Product is Intended to be Used 
The DP is intended for long term use.   
 
Atorvastatin Calcium Tablets are supplied as white, round, film-coated tablets of 
atorvastatin calcium containing 10, 20, 40 and 80 mg atorvastatin.  

10 mg tablets: debossed with “1” on one side and plain on the other.  
NDC 62175-890-46   bottles of 90 
NDC 62175-890-43   bottles of 1000  
NDC 62175-890-45   bottles of 5000  
 
20 mg tablets: debossed with “2” on one side and plain on the other.  
NDC 62175-891-46   bottles of 90 
NDC 62175-891-43   bottles of 1000  
NDC 62175-891-45   bottles of 5000 
 
40 mg tablets: debossed with “40” on one side and plain on the other. 
NDC 62175-892-46   bottles of 90 
NDC 62175-892-41   bottles of 500  
NDC 62175-892-44   bottles of 2500 
 
80 mg tablets: debossed with “80” on one side and plain on the other. 
NDC 62175-897-46   bottles of 90 
NDC 62175-897-41   bottles of 500  
NDC 62175-897-44   bottles of 2500 
 
Store at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature]. 
 
C.  Basis for Approvability or Not-Approval Recommendation 
The application is not approvable due to CMC related deficiencies. The firm modified their assay 
method to accommodate low stability data.
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Chemistry Review Data Sheet 
 

 
1.  ANDA 091624 
 
2.  REVIEW #: 2 
 
3.  REVIEW DATE: March 21, 2012 
 
4.  REVIEWER: Haitao Li, Ph.D. 

 
5.  PREVIOUS DOCUMENTS:  

Previous Documents:  Document Date 
Original July 15, 2009 

 
6.  SUBMISSION(S) BEING REVIEWED: 

Submission(s) Reviewed Document Date 
Amendment January 12, 2011 
Amendment August 18, 2011 

 
7.  NAME & ADDRESS OF APPLICANT: 

Name: KUDCO Ireland Limited 

Address: 
Shannon Industrial Estate 
Shannon, County State 
Republic of Ireland 

U.S. 
Representative: 

Elaine Siefert, Director Regulatory Affairs 
Kremers Urban LLC 
1101 C Ave W 
Seymour IN 47274 

Telephone: (812) 523-5544 
Fax: (812) 523-6889 

 
8.  DRUG PRODUCT NAME:   Proprietary Name: NA 

Non-Proprietary Name: Atorvastatin Calcium Tablets  
9.  LEGAL BASIS FOR SUBMISSION:  Lipitor Tablets, NDA #: 20702  

The firm provided both paragraph III and IV patent 
certification. 

10.  PHARMACOL. CATEGORY: Lipid Lowering Agent . Prevention of 
Cardiovascular Disease and Hypercholesterolemia 

11.  DOSAGE FORM: Tablets    
12.  STRENGTH/POTENCY:  10 mg, 20 mg, 40 and 80 mg   
13.  ROUTE OF ADMINISTRATION: Oral  
14.  Rx/OTC DISPENSED:     _X_Rx         ___OTC 
15.  SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):     
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DS is compendial now. There is a PF 37(5) In-Process Revision for Atorvastatin Calcium drug 
product.  
 
B.  Description of How the Drug Product is Intended to be Used 
The DP is intended for long term use.   
 
Atorvastatin Calcium Tablets are supplied as white, round, film-coated tablets of 
atorvastatin calcium containing 10, 20, 40 and 80 mg atorvastatin.  

10 mg tablets: debossed with “1” on one side and plain on the other.  
NDC 62175-890-46   bottles of 90 
NDC 62175-890-43   bottles of 1000  
NDC 62175-890-45   bottles of 5000  
 
20 mg tablets: debossed with “2” on one side and plain on the other.  
NDC 62175-891-46   bottles of 90 
NDC 62175-891-43   bottles of 1000  
NDC 62175-891-45   bottles of 5000 
 
40 mg tablets: debossed with “40” on one side and plain on the other. 
NDC 62175-892-46   bottles of 90 
NDC 62175-892-41   bottles of 500  
NDC 62175-892-44   bottles of 2500 
 
80 mg tablets: debossed with “80” on one side and plain on the other. 
NDC 62175-897-46   bottles of 90 
NDC 62175-897-41   bottles of 500  
NDC 62175-897-44   bottles of 2500 
 
Store at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature]. 
 
C.  Basis for Approvability or Not-Approval Recommendation 
The application is not approvable due to CMC related deficiencies (minor).
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Chemistry Review Data Sheet 
 

 
1.  ANDA 091624 
 
2.  REVIEW #: 1 
 
3.  REVIEW DATE: May 26, 2010 
 
4.  REVIEWER: Haitao Li, Ph.D 

 
5.  PREVIOUS DOCUMENTS:  

Previous Documents:  Document Date 
None  

 
6.  SUBMISSION(S) BEING REVIEWED: 

Submission(s) Reviewed Document Date 
Original July 15, 2009 

 
7.  NAME & ADDRESS OF APPLICANT: 

Name: KUDCO Ireland Limited 

Address: 
Shannon Industrial Estate 
Shannon, County Clare 
Republic of Ireland 

U.S. 
Representative: 

Elaine Siefert, Director Regulatory Affairs 
Kremers Urban LLC 
1101 C Ave W 
Seymour IN 47274 

Telephone: (812) 523-5544 
Fax: (812) 523-6889 

 
8.  DRUG PRODUCT NAME:   Proprietary Name: NA 

Non-Proprietary Name: Atorvastatin Calcium Tablets  
9.  LEGAL BASIS FOR SUBMISSION:  Lipitor Tablets, NDA #: 20702  

The firm provided both paragraph III and IV patent certification. 
10.  PHARMACOL. CATEGORY: Lipid Lowering Agent. Prevention of 

Cardiovascular Disease and Hypercholesterolemia 
11.  DOSAGE FORM: Tablets    
12.  STRENGTH/POTENCY:  10 mg, 20 mg, 40 and 80 mg   
13.  ROUTE OF ADMINISTRATION: Oral  
14.  Rx/OTC DISPENSED:     _X_Rx         ___OTC 
15.  SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):     
           SPOTS product – Form Completed                           X       Not a SPOTS product 
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B.  Description of How the Drug Product is Intended to be Used 
The DP is intended for long term use.   
 
Atorvastatin Calcium Tablets are supplied as white, round, film-coated tablets of 
atorvastatin calcium containing 10, 20, 40 and 80 mg atorvastatin.  

10 mg tablets: debossed with “1” on one side and plain on the other.  
NDC 62175-890-46   bottles of 90 
NDC 62175-890-43   bottles of 1000  
NDC 62175-890-45   bottles of 5000  
 
20 mg tablets: debossed with “2” on one side and plain on the other.  
NDC 62175-891-46   bottles of 90 
NDC 62175-891-43   bottles of 1000  
NDC 62175-891-45   bottles of 5000 
 
40 mg tablets: debossed with “40” on one side and plain on the other. 
NDC 62175-892-46   bottles of 90 
NDC 62175-892-41   bottles of 500  
NDC 62175-892-44   bottles of 2500 
 
80 mg tablets: debossed with “80” on one side and plain on the other. 
NDC 62175-897-46   bottles of 90 
NDC 62175-897-41   bottles of 500  
NDC 62175-897-44   bottles of 2500 
 
Store at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature]. 
 
C.  Basis for Approvability or Not-Approval Recommendation 
The application is not approved due to CMC related minor deficiencies.
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The metabolite data are supportive. 
 
The application is inadequate pending the outcome of the OSI inspection for the clinical 
site of . 
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3.8 Firm’s Current Responses to DB Deficiency Comments 

DB’s Previous Deficiency Comment No. 1 (See the review of the amendment dated 12 
January 2011): 
 
On 27 June 2011, you submitted an amendment which addressed the deficiency the DBE 
identified in its letter dated 25 April 2011 regarding the finding identified by the Division 
of Scientific Investigations on the issue related to manual reintegration of the study 
samples in your bioequivalence studies. The DBE has reviewed your response and found 
that it is not adequate for the following reason: 
 
You stated that “To evaluate the impact between the initial integration and the modified 
integration, the difference in peak area and percent difference of the change were 
included in the tables. The percent change in peak area should be equivalent to the 
change in calculated concentration since the internal standard response did not change 
between the initial integration and the reintegration of the samples listed”, and that “In 
order to evaluate the impact of the samples for which manual reintegration was 
performed, analyses of variance (ANOVA) were performed on the ln-transformed AUC 0-
t and Cmax PK parameters for atorvastatin, ortho-hydroxyatorvastatin and para-
hydroxyatorvastatin for both studies under fed (AA77268) and fasted conditions 
(AA77267) for exploratory purposes, to determine if setting the manually integrated 
samples to missing had an effect on the PK conclusions. Excluding the manually 
reintegrated samples did not significantly impact the results nor alter the conclusion of 
either study. Specifically, the bioequivalence criteria were still met for the assessed 
parameters in both the fed and fasted studies.”   

 
However, you have not demonstrated that including the original results of these 
reintegrated samples (results prior to reintegration) in the statistical analysis of both the 
fed and fasted studies did not change the study outcome.  In addition, you did not provide 
all the original assay results (prior to reintegration) to the DBE for verification.  
 
Therefore, we ask that you submit the following additional information/data: 
 

• Electronic SAS Transport data files (.xpt) for individual concentration and 
PK parameter data that are based on original integration results (i.e., 
obtained before reintegration) for your fasting (AA77267) and fed (AA77268) 
studies. These bioequivalence data to be submitted in the two usual separate 
files as described below: 

 
a. SUBJ SEQ PER TRT AUCT AUCI CMAX TMAX KE Thalf 
KE_FIRSTKE_LAST (where KE_FIRST and KE_LAST are the beginning 
and ending time points selected for calculation of the elimination constant 
KE, and expressed in the order of the time points, e.g., KE_FIRST=12 
means the 12th time point.) 
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b. SUBJ SEQ PER TRT C1 C2 C3....... Cn T1 T2 T3…… Tn Each field 
should be separated with a blank space, and missing values should be 
indicated with a period (.). 

 
• The summary of your study results, based on the data of the original 

integration (before reintegration), in the following tabular format: 
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OGD summary tables (see ogd-table-2-aa77267.pdf, ogd-table-2-aa77268.pdf, ogd-table-
3-aa77267.pdf and ogd-table-3-aa77268.pdf) summarizing the pharmacokinetic results 
and bioequivalence assessment have been provided with this response. The results from 
the pharmacokinetic and bioequivalence assessment are consistent with the original 
results previously provided in that 90% confidence interval for the geometric mean ratio 
for the parent analyte atorvastatin falls entirely within the limits of 80.00 and 125.00. 
 
To illustrate why the manual integrations were performed, example chromatograms from 
Study AA77267 are provided at the end of this response. Before and after reintegration 
chromatograms (Examples 1-10) are included along with the reason for performing the 
reintegration. Also included are examples of chromatography where the software 
parameters were sufficient to accurately integrate the analyte peak, and manual 
modification was not needed (Examples 11-13). 
 
As illustrated, the manual modifications were performed to ensure consistent integration 
of the chromatographic peaks. Our SOPs require that integrations be performed in a 
consistent manner. SOP GL-BIO-10610, “Chromatographic Peak Identification, Review, 
and Acceptance” specifically stipulates:  
 

• A general review of the chromatograms obtained during the method 
development is performed before production sample analysis to ensure the data 
obtained is consistent (Sections 6.2.2) and  
• Baseline integration must be consistent throughout the entire batch of samples. 

 
Whenever possible and in order to avoid bias, a single set of integration parameters will 
be used for within-batch peak integration. Within-batch parameter modification is only 
warranted so as to obtain appropriate baseline integration and avoid bias with respect to 
sample type. When the integration parameters are not acceptable for a chromatographic 
peak, adjustments to the parameters or manual integration of that peak is performed; and 
the reason for the adjustment is documented (Section 6.3.1). 
 
In addition, please note that: 
 
• by design, the software will not accept manual reintegration if the peak area change is 
less than 5 percent of original value. 
• the software audit trail tracks peaks that were re-integrated, reason for reintegration, 
peak area before reintegration, peak area after reintegration and percent change in peak 
area. 
• at least 2 individuals must review every chromatogram. This review is documented and 
integrations are locked prior to regression of the data. 
 
In conclusion, we feel that the manual reintegrations were appropriate to comply within 
the guidelines of the SOP. 
 
• You also stated in the current amendment that “Initial chromatograms, for all 
manually modified chromatography for each study, were saved as word document 
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files for each batch (AA77267 Manual Edited Chromatography and AA77268 
Manual Edited Chromatography). Complete sets of chromatograms for all batches 
with at least one manual reintegration have been saved as pdf files (AA77267 
Accepted Batch Chromatography and AA77268 Accepted Batch Chromatography). 
Refer to Global SOP GL-BIO-10610, “Chromatographic Peak Identification, 
Review, and Acceptance”. For verification, please submit all aforementioned initial 
chromatograms for each manually modified chromatography from both studies, 
together with legible raw numerical data associated with these chromatograms. 
 
Initial chromatograms for all manually modified chromatography from each study as well 
as complete sets of chromatograms for all batches with at least one manual reintegration 
were provided in Module 1 of Amendment 0006. After a telephone conversation between 
Kurt Zimmer, Regulatory Affairs Manager, Kremers Urban (KU), and Nam Chun, 
Project Manager, OGD, the applicant discovered that the chromatograms had not been 
correctly linked to the response. KU apologizes for this inconvenience and herein 
provides links to the requested chromatography (see chromatograms.pdf) and raw 
numerical data in .pdf and .xlsx format (see test-concentration-data-aa77267.pdf, test-
concentration-data-aa77267.xlsx, test-concentration-data-aa77268.pdf, and test-
concentration-data-aa77268.xlsx). 
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Summary Results of Fasting Bioequivalence Study (AA77267) 
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study outcome.  The firm’s response to this portion of the DB’s deficiency 
comment is adequate. 

 
4. The firm was also asked to submit all aforementioned initial chromatograms for 

each manually modified chromatography from both studies, together with legible 
raw numerical data associated with these chromatograms. 

 
The firm has submitted original (before integration) chromatograms as identified 
above.  The firm states the following: 

 
The reintegrations performed within the analytical batches for AA77267 
and AA77268 were done to provide consistency for baselines and peak 
shape between samples. We believe that SOP GL-BIO-
10610,“Chromatographic Peak Identification, Review, and Acceptance”, 
establishes adequate controls for eliminating bias, ensuring integrity of 
data, and accurate reporting of the results. All baseline reviews and 
reintegrations were performed, reviewed, and approved prior to the 
regression of the analytical data. The reason for each reintegration was 
captured in the audit trail and is available for review.  

 
Therefore, the conclusions derived from these bioanalytical results can be 
considered to be accurate. 

 
The Bioanalytical Method Validation Guidance states that documentation for 
reintegrated data should include the following: 

 
Documentation should include the initial and repeat integration results, the method 
used for reintegration, the reported result, assay run identification, the reason for 
the reintegration, the requestor of the reintegration, and the manager authorizing 
reintegration. Reintegration of a clinical or preclinical sample should be 
performed only under a predefined SOP10. 

 
5. Based on the above data and the fact that the firm’s data before reintegration does 

not change the outcome of the fasting (AA77267) or fed (AA77268) studies, the 
firm’s response to the deficiency comment is adequate. 

 
 
                                                 
10 Guidance for Industry: Bioanalytical Method Validation. May 2001. 
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM07010
7.pdf. 
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 BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 091624 

APPLICANT: KUDCO Ireland Limited 

DRUG PRODUCT: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 
mg, and 80 mg 

 
The Division of Bioequivalence has completed its review and has 
no further questions at this time. 
 
We acknowledge that you will conduct dissolution testing using 
the current FDA-recommended method for your test product, 
Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg.  The 
dissolution method is as follows: 
 

Medium: 
0.3% Tween 80 in 0.05 M Phosphate buffer, pH 

6.8 

Volume: 900 mL 

Temperature: 37ºC ± 0.5°C 

USP Apparatus: Type II (Paddle) 

Rotation (rpm): 75 rpm 

 
The test product should meet the following specification: 
 

NLT % (Q) of the labeled amount of Atorvastatin is dissolved 
in 30 minutes 

 
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 I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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3.11 Outcome Page 

ANDA:  091624 
 

 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal
14598  6/27/2011  Other  Study Amendment 1   1   
    Bean Total:  1   
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the Division of Scientific Investigations, some records from Montreal may 
have been moved to .  Given these circumstances, the following 
comments have been made regarding the additional inspection reports listed 
above: 

 
• For the clinical site: the clinical site is pending the outcome of DSI 

inspection of  because the BE study of  
was conducted at a time that is close to the date when the 

BE study of the current application was conducted. 
 
• For the analytical site: the reviewer reviewed, in this report, the 

analytical findings of three NDAs that the study conducted at the 
vicinity time of the current ANDA ( , VAI;  

 VAI; , VAI) and determined that the 
findings in these NDAs are not expected to have impact on the 
outcome of the current ANDA. 

 
 
The application is inadequate. 
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3.8 Firm’s Current Responses to DBE Deficiency Comments 

DBE’s Previous Deficiency Comment No. 1 (See the review of the amendment dated 12 
January 2011): 
 
Your dissolution testing data using your newly revised dissolution method is acceptable 
but your proposed specification (NLT % (Q) in 30 minutes) is not acceptable.  Based 
on your dissolution testing data, the DBE recommends a more appropriate specification 
for your test product. Please acknowledge your acceptance of the following dissolution 
method and specification: 
 
The dissolution testing should be conducted in 900 mL of 0.3% Polysorbate 80 in 0.05 M 
Phosphate Buffer, pH 6.8 using USP apparatus II (Paddle) at 75 rpm.  The test products 
should meet the following specification: 
 
Not less than % (Q) of the labeled amount of drug in the dosage form is dissolved in 30 
minutes. 
 
Firm’s Current Response No. 1: 
 
“The applicant accepts the proposed method and specification of “Not Less Than % 
(Q) of the labeled amount of drug in the dosage form is dissolved in 30 minutes.”  A 
revised Table 5 is included in Word and pdf to reflect this update.  Additionally, 5.3.1.3 
has been updated.  The drug product specification section 3.2.P.5.1 will be updated to 
reflect the revised specification in response to the Quality Deficiency letter dated 02 
November 2010. The response is in process and will be submitted shortly.”  
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 all chromatograms of the affected runs for comparison. 
 In addition, for chromatograms manually modified for 

reintegration, please also submit the same chromatograms prior 
to modification, for comparison and 

 the peak height / area response counts before and after 
modification, together with the resulting calculated 
concentration values associated with the unmodified and 
modified chromatograms. 

 Standard Operating Procedure (SOP) for chromatography 
integration / reintegration. 

 
Chromatographic evaluation: 
 
There were multiple manual reintegrations performed for both studies with the 
majority of them being made to remove a small tailing peak for para-
hydroxyatorvastatin. The reintegrations (per study) are summarized in the tables 
below. 
 

Study AA77267 
Total number of subject samples analyzed 5310 
Number of system suitability (SS), QC & STD samples re-integrated 80 
Number of subject samples re-integrated  995 
Number of Treatment A samples re-integrated 484 
Number of Treatment B samples re-integrated 511 

 
AA77267 - Manual Reintegrations per analyte  
(Percent of total subject samples assayed in parenthesis) 

Analyte Atorvastatin 
Ortho-
hydroxyatorvastatin Para-hydroxyatorvastatin 

Total Reintegrations 122 (2.3%) 46 (0.9%) 827 (15.6%) 
 

Study AA77268 
Total number of subject  samples analyzed 3261 
Number of system suitability (SS), QC & STD samples re-integrated 55 
Number of subject samples reintegrated  386 
Number of Treatment A samples re-integrated 185 
Number of Treatment B samples re-integrated 201 

 
AA77268 - Manual Reintegrations per analyte  
(Percent of total subject samples assayed in parenthesis) 

Analyte Atorvastatin 
Ortho-
hydroxyatorvastatin Para-hydroxyatorvastatin 

Total Reintegrations 60 (1.8%) 31 (1.0%) 295 (9.0%) 
 
Reintegration tables have been prepared for both studies (Attachment 2 and 
Attachment 3). The tables include fields for compound, samples type, subject ID, 
period, treatment, and whether the reported result was below the limit of 
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quantitation (BLQ), (entered as yes or no), initial integration peak area, modified 
integration peak area, batch number, injection number and reason for 
modification.  

To evaluate the impact between the initial integration and the modified 
integration, the difference in peak area and percent difference of the change were 
included in the tables. The percent change in peak area should be equivalent to 
the change in calculated concentration since the internal standard response did 
not change between the initial integration and the reintegration of the samples 
listed.  

 
The reintegrations were performed in accordance with the above referenced SOP 
in place at the time of the study.  The reintegrations were performed to ensure the 
integrity of the chromatography and that data was accurately reported.  Each 
reintegration was reviewed by a second scientist of adequate experience and 
knowledge.  A relatively low percentage of samples for the parent and main 
analyte, atorvastatin, as well as the more abundant metabolite, ortho-
hydroxyatorvastatin, were re-integrated and these analytes have the larger 
contribution to the overall systemic exposure of atorvastatin from a safety and 
efficacy perspective.  
 
Initial chromatograms, for all manually modified chromatography for each study, 
were saved as word document files for each batch (AA77267 Manual Edited 
Chromatography and AA77268 Manual Edited Chromatography). Complete sets 
of chromatograms for all batches with at least one manual reintegration have 
been saved as pdf files (AA77267 Accepted Batch Chromatography and AA77268 
Accepted Batch Chromatography). 
 
Refer to Global SOP GL-BIO-10610, “Chromatographic Peak Identification, 
Review, and Acceptance”. 
 
Statistical evaluation: 
 
In order to evaluate the impact of the samples for which manual reintegration 
was performed, analyses of variance (ANOVA) were performed on the ln-
transformed AUC 0-t and Cmax PK parameters for atorvastatin, ortho-
hydroxyatorvastatin and para-hydroxyatorvastatin for both studies under fed 
(AA77268) and fasted conditions (AA77267) for exploratory purposes, to 
determine if setting the manually integrated samples to missing had an effect on 
the PK conclusions. 
 
Excluding the manually reintegrated samples did not significantly impact the 
results nor alter the conclusion of either study. Specifically, the bioequivalence 
criteria were still met for the assessed parameters in both the fed and fasted 
studies. The resultant QC’d summary of results tables for the 3 analytes under 
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3. As shown in the table above, a relatively low percentage of samples for the parent 

and main analyte, atorvastatin (2.3% fasting study, 1.8% fed study), as well as the 
more abundant metabolite, ortho-hydroxyatorvastatin (0.9% fasting study, 1.0% 
fed study), were re-integrated. 

 
4. Per the Bioanalytical Method Validation Guidance8, sample data reintegration 

requires a standard operating procedure (SOP) or guideline that explains the 
reasons for integration and how the reintegration is to be performed.  The 
rationale for the reintegration should also be clearly described and documented.  
Both original and reintegration data should be reported. 

 
5. The firm submitted its Global SOP GL-BIO-10610, “Chromatographic Peak 

Identification, Review, and Acceptance”. Version 01, which was in place at the 
time of the study.  The following procedures are outlined in its SOP: 

                                                 
8 Guidance for Industry: Bioanalytical Method Validation. May 2001 
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The reintegrations were performed per the procedures outline in the SOP. 
 
6. As requested by DBE, the firm submitted its reintegration tables for both studies 

(AA77267 and AA77268).  The tables include fields for compound, sample type, 
subject ID, period, treatment, and whether the reported result was below the limit 
of quantitation (BLQ), initial integration peak area, modified integration peak area, 
batch number, injection number and reason for modification. An example of this 
table is shown below (for more details please refer to Attachments 2 and 3 of the 
firm’s current submission9): 

 

                                                 
9 \\Cdsesub1\evsprod\ANDA091624\0006\m1\us\responses-to-deficiency.pdf. 
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56 B 36 20.8 Exclude 
Interference 
from Peak 

No 

64 B 60 150.2 Exclude 
Interference 
from Peak 

No 

81 A 0.3333 106.1 Exclude 
Interference 
from Peak 

No 

5 A 24 21.7 Exclude 
Interference 
from Peak 

No 

5 B 60 35.0 Exclude 
Interference 
from Peak 

No 

* Test = A; Reference = B 
 
8. The firm did not submit the original assay data (before reintegration). The firm is 

asked to submit the following: 
 

• Electronic SAS Transport data files (.xpt) for all original concentration 
and PK parameter data obtained before reintegration for its fasting 
(AA77267) and fed (AA77268) BE studies, as well as the summary tables 
of the BE results. 

 
• Raw pre-reintegration chromatography/numerical data for its fasting 

(AA77267) and fed (AA77268) BE studies. 
 
9. The firm’s response to the current deficiency comment is inadequate. 
 

 
DBE’s Previous Deficiency Comment No. 3 (See the review of the amendment dated 12 
January 2011): 
 
According to your standard operating procedure (SOP) for repeat analysis (SOP# GL-
BIO-10601-01), “if an analytical reason for reassay can be assigned to a sample, the 
original result is not reported.” For future submissions, please revise your SOP to 
include the procedure of reporting the original results of all reassays, including the 
analytical related reassays, if applicable. 
 
Firm’s Current Response No. 3: 
 
“The SOP referenced in the comment is a  SOP.  The applicant has conveyed 
this information to . ” 
 
Reviewer’s Comments: 
 
The firm’s response to this deficiency is adequate. 
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In the current application, there was no sample being reassayed due to improbably 
contaminations. This finding is not expected to have impact on the outcome of the current 
application. 
 
DSI finding #2: 170 study samples identified Unacceptable Internal Standard Response 
(UISR) for  were re-assayed and the data for these UISR samples were 
rejected. 
 
DBE Reviewer’s Comments On the Impact of DSI Finding #2 on the Current 
Application: 
 
In the current application, for the parent drug atorvastatin, there were only few samples 
that were reassays due to UISR (one sample (0.019%) reassayed in the fasting study, and 
7 samples (0.215%) reassayed in the fed study). This finding is not expected to have 
impact on the outcome of the current application. 
 
DSI finding #3: Failure to follow your SOP, Laboratory Documentation, SOP number 
03.01.009 version 19, dated 30-Apr-2009. Specifically,  Maintenance Logs, LH5 
SIN 550450N4507, LH2, SIN 550235N4655, in review of these logs the "Disclosed To 
And Understood By" section should be signed and dated within 2 business days of 
signature date. The disclosed signature was not signed until 8 months later, and the 
"Verified By Date" was signed after the Disclosed Signature. In review of LC/MS# 19 
SIN 5061020B, the "disclosed To And Understood By" section is again signed late. Some 
pages are marked "late Review" Some are not. 
 
DBE Reviewer’s Comments On the Impact of DSI Finding #3 on the Current 
Application: 
 
This finding is not expected to have impact on the outcome of the current application. 
 
3.9.3 Review of the DSI findings for NDA  

DSI finding #1: The stability of  in the presence of the coadministered 
medication  was not evaluated as part of method validation. Specifically, 
long-term and freeze-thaw stability of  in human plasma in the presence of 

 was not evaluated. 
 
To assure that  is stable in the presence of  during long term 
storage, and during the freezing and thawing of subject plasma samples, . 
should provide these stability data generated in the presence of  
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DBE Reviewer’s Comments On the Impact of DSI Finding #1 on the Current 
Application: 
 
In the current application, there are no issues with concomitant medications and the firm 
has previously submitted acceptable long-term storage stability (LTSS) data.  This 
finding is not expected to have impact on the outcome of the current application. 
 
3.10 Deficiency Comments 

The firm did not submit its original (before reintegration) data. The firm is asked to 
submit the following: 
 

• Electronic SAS Transport data files (.xpt) for all original concentration and PK 
parameter data obtained before reintegration for its fasting (AA77267) and 
fed (AA77268) BE studies. The bioequivalence data to be submitted in an ANDA 
should be provided in SAS Transport format in two separate files as described 
below: 

 
a. SUBJ SEQ PER TRT AUCT AUCI CMAX TMAX KE Thalf 
KE_FIRSTKE_LAST (where KE_FIRST and KE_LAST are the 
beginning and ending time points selected for calculation of the 
elimination constant KE, and expressed in the order of the time points, 
e.g., KE_FIRST=12 means the 12th time point.) 

 
b. SUBJ SEQ PER TRT C1 C2 C3....... Cn T1 T2 T3…… Tn Each field 
should be separated with a blank space, and missing values should be 
indicated with a period (.). 
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BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 091624 

APPLICANT: KUDCO Ireland Limited 

DRUG PRODUCT: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 
mg, and 80 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review and has identified the following deficiencies: 
 
On 27 June 2011, you submitted an amendment to address the 
deficiencies communicated in the DBE letter dated 25 April 
2011.  Regarding the objectionable finding identified by the 
Division of Scientific Investigations (DSI) related to the 
analytical site’s manual reintegration practice, you 
provided justification for the manual reintegration of the 
study samples in your bioequivalence studies. The DBE has 
reviewed your response and found that it is not adequate for 
the following reason: 
 

You stated that “To evaluate the impact between the initial 
integration and the modified integration, the difference in 
peak area and percent difference of the change were included 
in the tables. The percent change in peak area should be 
equivalent to the change in calculated concentration since 
the internal standard response did not change between the 
initial integration and the reintegration of the samples 
listed”, and that “In order to evaluate the impact of the 
samples for which manual reintegration was performed, 
analyses of variance (ANOVA) were performed on the ln-
transformed AUC 0-t and Cmax PK parameters for atorvastatin, 
ortho-hydroxyatorvastatin and para-hydroxyatorvastatin for 
both studies under fed (AA77268) and fasted conditions 
(AA77267) for exploratory purposes, to determine if setting 
the manually integrated samples to missing had an effect on 
the PK conclusions. Excluding the manually reintegrated 
samples did not significantly impact the results nor alter 
the conclusion of either study. Specifically, the 
bioequivalence criteria were still met for the assessed 
parameters in both the fed and fasted studies.”   

 
However, you have not demonstrated that including the 
original results of these reintegrated samples (results 
prior to reintegration) in the statistical analysis of both 
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the fed and fasted studies did not change the study outcome.  
In addition, you did not provide all the original assay 
results (prior to reintegration) to the DBE for 
verification.  
 
Therefore, we ask that you submit the following additional 
information/data: 
 

• Electronic SAS Transport data files (.xpt) for 
individual concentration and PK parameter data that 
are based on original integration results (i.e., 
obtained before reintegration) for your fasting 
(AA77267) and fed (AA77268) studies. These 
bioequivalence data to be submitted in the two usual 
separate files as described below: 

 
a. SUBJ SEQ PER TRT AUCT AUCI CMAX TMAX KE Thalf 
KE_FIRSTKE_LAST (where KE_FIRST and KE_LAST are 
the beginning and ending time points selected for 
calculation of the elimination constant KE, and 
expressed in the order of the time points, e.g., 
KE_FIRST=12 means the 12th time point.) 

 
b. SUBJ SEQ PER TRT C1 C2 C3....... Cn T1 T2 T3…… 
Tn Each field should be separated with a blank 
space, and missing values should be indicated 
with a period (.). 
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3.14 Outcome Page 

ANDA:  091624 
 

 
Productivity:  
ID Letter Date Productivity Category Sub Category Productivity Subtotal
14598  6/27/2011  Other  Study Amendment 1   1   
    Bean Total:  1  
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A routine inspection was completed for the clinical site on 06/14/2007 for NDA 022118. 
The outcome was No Action Indicated (NAI)1.  The Division of Scientific Investigations 
(DSI) Inspection concluded that the findings should not significantly impact the outcome 
of the study.  A routine inspection was completed for the analytical site on for 

. The outcome was Voluntary Action Indicated (VAI). The current reviewer 
reviewed the VAI DSI inspection report for the analytical site, and found that DSI 
Finding #6, regarding the firm’s practice on chromatogram peak integration, might have 
effect on the outcome of the current application. Therefore, the firm should verify its 
practice of chromatogram peak integrations as related to the current ANDA. Please see 
section 3.8 of the current review for more detail. 
 
The application is inadequate. 
 
 

                                                 
1 DARRTS, Search: NDA 022118. O Shaughnessy, Jacqueline A/06-14- 2007/REV-NONCLINICAL-
03(General Review). 
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3.8 Review of DSI Inspection Reports of the Analytical Site for the Related 
ANDA: 

A routine inspection was completed for the clinical site on 06/14/2007 for NDA 022118. 
The outcome was No Action Indicated (NAI)2.  The Division of Scientific Investigations 
(DSI) Inspection concluded that the findings should not significantly impact the outcome 
of the study.  
 
A routine inspection was completed for the analytical site on for NDA 

 The outcome was Voluntary Action Indicated (VAI).  The DSI inspection report 
for NDA identified the following DSI-findings: 
 
Analytical Site Inspection Review: 
 
DSI Finding #1: Accuracy of analytical runs 119, 123, 127, 130 and 142 was not assured 

in that >50% of low QCs were inaccurate (i.e. >15% of nominal). 
 

Reviewer’s Comments: In the current application, the percent coefficient of 
variation (CV) for the LQC is 6.3% for the fasting bioequivalence study and 6.0 
for the fed bioequivalence study.  Therefore DSI finding #1 is not applicable to 
the current application. 

 
DSI Finding #2: Dilution accuracy was not demonstrated in analytical runs 118 and 144. 
 

Reviewer’s Comments: In the current application, the accuracy of sample 
dilution was verified by the performance of dilution QC samples. At least 50% of 
the diluted QC samples (denoted with the dilution factor following the QC 
identifier) were within % of the nominal. Precision (%CV) was 2.6% for 
atorvastatin, 3.1% for parahydroxy atorvastatin, and 2.4% for orthohydroxy 
atorvastatin; accuracy (%Bias) was -4.2% for atorvastatin, -1.4% for parahydroxy 
atorvastatin, and -2.0% for orthohydroxy atorvastatin.  Therefore DSI finding #2 
is not applicable to the current application. 
 
 

DSI Finding #3: Not all re-assays were reported in the Repeat Analysis table of 
analytical report   For example, dilution repeats from analytical run 
168 were not reported in the analytical report. 

 
Reviewer’s Comments:  All analytical repeats were reported in the Reanalysis of 
Study Samples (Table 3) in the original review 8  and the analytical reports 
(Attachment 3 to study reports AA77267-01 and AA77268-01) of the current 
ANDA. Therefore DSI finding #3 is not applicable to the current application 

 
DSI Finding #4: Failure to reject assay runs when 100% of the 75 ng/mL Quality Control 

samples failed. 
                                                 
8 DARRTS: ANDA 091624. REV-BIOEQ-01(General Review).08/11/2010. 
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Reviewer’s Comments: In the current application, standards were rejected if they 
were greater than ± % (all standards but the LLOQ) or ± % (LLOQ only) of 
the nominal concentration.  At least 75% of the non-zero standards were within 
the respective acceptance criterion.  At least two-thirds of the low, medium, and 
high QCs, including at least 50% at each concentration level, were valid data 
points and were within ± % of the nominal concentration as outlined in SOP 
number GL-BIO-10602-03.  Therefore DSI finding #4 is not applicable to the 
current application 
 

DSI Finding #5: Accuracy of analytical run 1, 5, 13, 15, 18, 20, 23, 25, 26, 30, 31, 33, 34, 
36, 40, 43, 45, 47, 64, and 67 was not assured in that >50% of QCs at a single 
concentration were inaccurate (i.e. > % of nominal). 

 
Reviewer’s Comments: In the current application, the CV% of all QC samples 
ranged from 1.9 to 5.6 for atorvastatin, 2.2 to 4.6 for orthohydroxy atorvastatin, 
and 2.1 to 6.4 for parahydroxy atorvastatin (i.e.< % of nominal).  Since these 
values are less than %, the %CV and thus, the accuracy of the data is 
considered to be acceptable.  

 
DSI Finding #6: Analytical results, specifically chromatogram peak integrations, were 

modified.  These modifications were made by manually picking the baseline or 
changing integration parameters. 

 
Reviewer’s Comments: While there was no evidence of any modification of 
chromatogram peak integrations found in the ANDA submission, the firm should 
verify its practice of chromatogram peak integrations as related to the current 
ANDA (see deficiency section 3.10 for details). 

 
As shown in the comments above, the DSI findings numbers 1 – 5 for NDA 021567 are 
not expected to affect the current study.  The firm should, however, address finding 
number six as specified in the Reviewer’s Comments above. 
 
3.9 Firm’s Current Responses to DBE Deficiency Comments 

DBE’s Previous Deficiency Comment No. 1 (See the review of the original submission 
dated 11 August 2010): 
 
For repeat analysis of fasting BE study (study # AA77267), there was a discrepancy in 
your summary tables (Table 9, Section 5.3.1.4.1 of the electronic submission) and the full 
analytical report (Section 5.3.1.4 of the electronic submission):  The summary table 
reported a total of 25 reassays for non-analytical reasons; the full analytical report 
indicated a total of 34 reassays for non-analytical reasons.  Please explain this 
discrepancy.  
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Firm’s Current Response No. 1: 
 
“The question refers to 25 reassays for non-analytical reasons, however the applicant 
would like to note there were only twenty (20) samples reassayed for non-analytical 
reasons (as “values requiring confirmation (VRC)”). In OGD Table 9, submitted for 
inclusion in the electronic submission, there were seven (7) non-analytical reassays for 
Atorvastatin, eight (8) non-analytical reassays for orthohydroxy Atorvastatin and five (5) 
non-analytical reassays for parahydroxy Atorvastatin. In Table 7 of the Bioanalytical 
report, “Summary of Reassays for Non-analytical Reasons”, the fourteen (14) bracketing 
samples, run with the VRC samples to confirm batch reproducibility, were also included 
in the total number of samples reassayed for non-analytical reasons (i.e. 34 total 
samples). 
 
The bracketing samples were not included as non-analytical reassays in OGD Table 9 
because their purpose was to confirm a result for which there was no suspected 
analytical anomaly (similar to incurred sample reproducibility reassays) rather than to 
confirm or negate a value for which there was a suspected analytical anomaly. The 
purpose and procedure for reporting bracketing samples is described in Sections 8.4 and 
8.5 of SOP GL-BIO-10603-03 “Reporting of Data Generated from the Analysis of 
Biological Matrices and the Reassay of Samples” in Attachment 2 to the Bioanalytical 
report.”  
 
Reviewer’s Comments: 
 
The firm has decided not to include bracketing samples as non-analytical reassays in the 
Sample Reanalysis Table because their purpose was to confirm a result for which there 
was no suspected analytical anomaly.  The firm has submitted the purpose and procedure 
for reporting bracketing samples (Sections 8.4 and 8.5 of SOP GL-BIO-10603-03 
“Reporting of Data Generated from the Analysis of Biological Matrices and the Reassay 
of Samples”). 
 
Per SOP No. GL-BIO-10603-03, “Bracketing samples may be reassayed along with 
values requiring confirmation.  The bracketing samples selected and the reason for 
including bracketing study samples is documented before reassay.” 
 
Bracketing samples are adjacent to the VRC sample under event investigation in the 
order established either by the concentration versus time profile, extraction, or injection 
sequence.” 
 
The reviewer agrees with the firm’s rationale of not including bracketing samples as non-
analytical reassays in the Sample Reanalysis Table.   
 
There were seven (7) samples for the fasting study and four (4) samples for the fed study 
that were reassayed for pharmacokinetic (PK) reasons (for the parent drug, Atorvastatin).  
Please see the tables below: 
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• The firm initially conducted dissolution testing using its own proposed 

method (900 mL of % Tween 80 in  using USP Apparatus 
II (Paddle) at 75 rpm). Since the firm did not conduct dissolution testing 
using the FDA-recommended dissolution method (900 mL of 0.05 M 
Phosphate Buffer, pH 6.8 using USP Apparatus II (Paddle) at 75 rpm), it 
was recommended to do so. 

 
• In the firm’s previous dissolution amendment10, the firm conducted and 

submitted dissolution testing on all strengths of the test and reference 
products (12 dosage units each) using the FDA-recommended method and 
sampling times. 

 
o Using the FDA – recommended method, the firm’s test product 

released much slower than the reference product, especially for the 
higher strength (40 mg and 80 mg) which only released 52% and 
45%, respectively, in 120 minutes. It was therefore deemed that the 
FDA’s method was not suitable for the firm’s test product. 

 
o The firm indicated that the formulation of the reference product 

contains Tween 80 (also known as polysorbate 80), which has been 
confirmed in the RLD product (NDA 020702, 11/2009 Annual 
Report and DARRTS: REV-QUALITY-03, Final Date 
11/13/2000). 

 
 The amounts of Tween 80 contained in the RLD products 

are from  to  per tablets. The volume of the 
dissolution medium is 900 mL. Therefore, the 
concentrations of Tween 80 in the dissolution medium 
range from % to % (if the tablets are 
disintegrated completely) for the RLD product if the FDA-
recommended method is used.  The formulations of the test 
products do not contain Tween 80. Therefore, the different 
release rate of the test products, as compared with the 
reference products, using the FDA method may possibly be 
caused by the Tween 80 contained in the reference product. 

 
o After consulting with the DBE I dissolution focal point, Dr. Utpal 

Munshi, considering the borderline low 90% CIs for lnCmax in the 
biostudies, it was considered especially important that the method 
be highly discriminatory so that it could differentiate among test 
lots. As a result, we recommended that the firm develop a more 
discriminatory method by decreasing the paddle speed to 50 rpm 
and/or reduce the concentration of surfactant in the dissolution 
media. 

                                                 
10 DARRTS; REV-BIOEQ-01(General Review). 08/11/2010. 
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3. In its current submission, the firm proposes a newly revised dissolution 

method (900 mL of 0.3% Tween 80 in 0.05 M Phosphate Buffer, pH 6.8 using 
USP Apparatus II (Paddle) at 75 rpm).  The method is considered acceptable 
for the following reasons: 

  
• Using this method, the test product showed a slower and gradual release of 

drug, as compared to that using the firm’s original dissolution method 
(900 mL of % Tween 80 in  using USP Apparatus II 
(Paddle) at 75 rpm).   

 
• This method only differs from the FDA – recommended dissolution 

method by its addition of surfactant (0.3% Tween 80).  As mentioned 
earlier, the RLD formulation contains Tween 80 as one of the inactive 
ingredients. The amounts of Tween 80 contained in the RLD products are 
from  per tablets. The volume of the dissolution medium 
is 900 mL. Therefore, the concentrations of Tween 80 in the dissolution 
medium range from % to % for the RLD product if the FDA-
recommended method is used. The concentration of Tween 80 (0.3% 
Tween 80) in the firm’s revised dissolution medium are within the range 
of the % to %.  

 
4. However, the firm’s proposed specification of “NLT % in 30 min” is  

too lenient. Based on the firm’s dissolution data and the firm’s low limit of 
the Cmax 95% CI results of the BE studies (82.72 – 94.63% for fasting 
study and 82.82-103.67% for fed study), the DBE recommends a more 
stringent specification of  “NLT % in 30 min” for the firm’s test 
product.  The firm’s dissolution results meet this specification at S1 level. 
 

 5. The firm’s response to this deficiency is inadequate pending its  
acceptance of the FDA - recommended specification. 
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responses to Form 483 observations and these responses were included in the 
final evaluation by DSI, which recommended that the inspected studies be 
considered questionable based on DSI’s original findings and the site’s 
response. 

 
For considering the impact of a similar study conduct and site practice by the 
same analytical facility on the BE studies submitted in your application, the 
DBE reviewed the above DSI inspection report and found that the following 
objectionable finding by the DSI at the analytical site could potentially 
compromise the integrity of the studies of ANDA 091624 as well: 

 
Analytical results, specifically chromatogram peak integrations, were 
modified.  These modifications were made by manually picking the 
baseline or changing integrations parameters. 

 
The firm should address the above specific finding by the DSI with respect to its 
impact on the BE studies of the current ANDA, providing any necessary 
supporting documents in the firm’s response, including but not limited to: 
 

• Confirmation of the existence of any manual reintegration/manual baseline 
adjustment in any chromatograms of the BE studies, if any. 

• If such manual modification of chromatograms was indeed carried out for 
certain chromatograms, the firm should submit: 

 
 all chromatograms of the affected runs for comparison.   
 In addition, for chromatograms manually modified for 

reintegration, the firm should also submit the same 
chromatograms prior to modification, for comparison, and 

 the peak height/area response counts before and after 
modification, together with the resulting calculated concentration 
values associated with the unmodified and modified 
chromatograms. 

 Standard Operating Procedure (SOP) for chromatography 
integration/reintegration. 

 
3. According to the standard operating procedure (SOP) for repeat analysis 

(SOP# GL-BIO-10601-01), “if an analytical reason for reassay can be 
assigned to a sample, the original result is not reported.” For future 
submissions, the firm should revise its SOP to include the procedure of 
reporting the original results of all reassays, including the analytical related 
reassays, if applicable. 

 
3.11 Recommendations 

1. The Division of Bioequivalence finds the fasting BE study (AA77267) incomplete. 
Kudco Ireland, Ltd. conducted the fasting study on its Atorvastatin 80 mg Tablets (lot 
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# P803401) comparing it to Pfizer’s Lipitor® (atorvastatin calcium) Tablets, EQ 80 
mg Base (lot # 08107V). 

 
2. The Division of Bioequivalence finds the fed BE study (AA77268) incomplete. 

Kudco Ireland, Ltd. conducted its fed study on its Atorvastatin 80 mg Tablets (lot # 
P803401) comparing it to Pfizer’s Lipitor® (atorvastatin calcium) Tablets, EQ 80 mg 
Base (lot # 08107V). 

 
3. The FDA - recommended dissolution method is not suitable for the firm’s test 

product.  The firm’s proposed dissolution testing method is acceptable.  The 
dissolution testing should be conducted in 900 mL of 0.3% Polysorbate 80 in 0.05 M 
Phosphate Buffer, pH 6.8 at 37 ºC ± 0.5 ºC using USP apparatus II (Paddle) at 75 
rpm.  The test product should meet the following specification(s):  

 
NLT % (Q) of Atorvastatin dissolved in 30 minutes 

 
NOTE: The DBE recommends a different specification. 
 
The firm should acknowledge the FDA-recommended dissolution method and 
specification. 
 

4. The waiver requests for in vivo BE study requirements for the firm’s lower strengths 
of the test product, 10 mg, 20 mg and 40 mg, can not be granted.   

 
The firm should be informed the above deficiencies and recommendations. 
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BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 091624 

APPLICANT: KUDCO Ireland Limited 

DRUG PRODUCT: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 
mg, and 80 mg 

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

1. Your dissolution testing data using your newly revised 
dissolution method is acceptable but your proposed 
specification (NLT % (Q) in 30 minutes) is not 
acceptable.  Based on your dissolution testing data, the 
DBE recommends a more appropriate specification for your 
test product. Please acknowledge your acceptance of the 
following dissolution method and specification: 

 
The dissolution testing should be conducted in 900 mL of 
0.3% Polysorbate 80 in 0.05 M Phosphate Buffer, pH 6.8 
using USP apparatus II (Paddle) at 75 rpm.  The test 
products should meet the following specification: 

 
Not less than % (Q) of the labeled amount of drug in 
the dosage form is dissolved in 30 minutes. 

 
2. During February 2008, the Division of Scientific 

Investigation (DSI) inspected the analytical sites of  
 

 for another 
application.  This is the same site where the subject 
samples from the fasting (AA77267) and fed (AA77268) 
bioequivalence (BE) studies for your application were 
also analyzed. Following the inspection, a Form FDA-483 
was issued for each site. Subsequently, the analytical 
sites provided its responses to Form 483 observations and 
these responses were included in the final evaluation by 
DSI, which recommended that the inspected studies be 
considered questionable based on the DSI’s original 
findings and the sites’ responses. 

 
For considering the impact of similar objectionable study 
conduct and site practices by the same analytical 
facility on the BE studies submitted in your application, 
the DBE reviewed the above DSI inspection report and 
found that the following objectionable finding by the DSI 
at the analytical site could potentially compromise the 
integrity of the studies of ANDA 091624 as well: 

Reference ID: 2933853

(b) 
(4)

(b) 
(4)

(b) (4)



 

Page 33 of 34 

 
• Analytical results, specifically chromatogram peak 

integrations, were modified.  These modifications were 
made by manually picking the baseline or changing 
integrations parameters. 

 
Please address the above specific finding by the DSI with 
respect to its impact on the BE studies of the current ANDA, 
providing any necessary supporting documents in your 
response, including but not limited to: 
 

o Confirmation of the existence of any manual 
reintegration/manual baseline adjustment in any 
chromatograms of the BE studies, if any. 

o If such manual modification of chromatograms was 
indeed carried out for certain chromatograms, please 
submit: 

 
 all chromatograms of the affected runs for 
comparison.   

 In addition, for chromatograms manually modified 
for reintegration, please also submit the same 
chromatograms prior to modification, for 
comparison, and 

 the peak height/area response counts before and 
after modification, together with the resulting 
calculated concentration values associated with 
the unmodified and modified chromatograms. 

 Standard Operating Procedure (SOP) for 
chromatography integration/reintegration. 

 
3. According to your standard operating procedure (SOP) for 

repeat analysis (SOP# GL-BIO-10601-01), “if an analytical 
reason for reassay can be assigned to a sample, the 
original result is not reported.” For future submissions, 
please revise your SOP to include the procedure of 
reporting the original results of all reassays, including 
the analytical related reassays, if applicable. 

 
 

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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3.13 Outcome Page 

ANDA:  091624 
 

Productivity:  
ID Letter Date Productivity Category Sub Category Productivity Subtotal

13621  1/12/2011  Other  Study Amendment  1   1   
13621  1/12/2011  Other  DSI Inspection Report 1   1   
    Bean Total:  2   

 
 

Reference ID: 2933853
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signature.
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04/15/2011
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Reference ID: 2933853
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The application is inadequate with deficiencies. 
 



Template Version: 20-NOV-07 

Page 6 of 167 

 
2 TABLE OF CONTENTS 

1 Executive Summary ................................................................................................................................ 3 
2 Table of Contents .................................................................................................................................... 6 
3 Submission Summary.............................................................................................................................. 7 

3.1 Drug Product Information ................................................................................................................ 7 
3.2 PK/PD Information .......................................................................................................................... 8 
3.3 OGD Recommendations for Drug Product .................................................................................... 10 
3.4 Contents of Submission.................................................................................................................. 11 
3.5 Pre-Study Bioanalytical Method Validation .................................................................................. 12 
3.6 In Vivo Studies ............................................................................................................................... 16 
3.7 Formulation.................................................................................................................................... 30 
3.8 In Vitro Dissolution........................................................................................................................ 30 
3.9 Waiver Request(s) .......................................................................................................................... 38 
3.10 Deficiency Comments .................................................................................................................... 38 
3.11 Recommendations .......................................................................................................................... 38 
3.12 Comments for Other OGD Disciplines .......................................................................................... 40 

4 Appendix ............................................................................................................................................... 41 
4.1 Individual Study Reviews .............................................................................................................. 41 

4.1.1 Single-dose Fasting Bioequivalence Study........................................................................... 41 
4.1.1.1 Study Design..................................................................................................................... 41 
4.1.1.2 Clinical Results................................................................................................................. 44 
4.1.1.3 Bioanalytical Results ........................................................................................................ 50 
4.1.1.4 Pharmacokinetic Results................................................................................................... 52 

4.1.2 Single-dose Fed Bioequivalence Study ................................................................................ 59 
4.1.2.1 Study Design..................................................................................................................... 59 
4.1.2.2 Clinical Results................................................................................................................. 63 
4.1.2.3 Bioanalytical Results ........................................................................................................ 67 
4.1.2.4 Pharmacokinetic Results................................................................................................... 69 

4.2 Formulation Data ........................................................................................................................... 76 
4.2.1 Test Formulation Data .......................................................................................................... 76 
4.2.2 Components of .......................................................................................... 78 

4.3 Dissolution Data............................................................................................................................. 80 
4.4 Detailed Regulatory History (If Applicable).................................................................................. 88 
4.5 Consult Reviews............................................................................................................................. 89 
4.6 SAS Output .................................................................................................................................... 91 

4.6.1 Fasting Study Data – Atorvastatin ........................................................................................ 91 
4.6.2 Fasting Study Output – Atorvastatin .................................................................................. 111 
4.6.3 Fed Study Data – Atorvastatin............................................................................................ 129 
4.6.4 Fed Study Output – Atorvastatin ........................................................................................ 143 

4.7 Additional Attachments ............................................................................................................... 165 
4.8 Outcome Page .............................................................................................................................. 167 

 

(b) (4)





































Template Version: 20-NOV-07 

Page 24 of 167 

the parent drug, atorvastatin, and other active metabolite, orthohydroxy atorvastatin.  Therefore, the Division of 
Bioequivalence bases bioequivalence determination on the 90% CIs data of AUC0-t, AUC∞, and Cmax for atorvastatin and 
comparable pharmacokinetic (PK) parameter results for the active metabolite, ortho hydroxyatorvastatin, and concludes that 
the parahydroxy atorvastatin PK results are acceptable. 
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Did use of recalculated plasma concentration data change study outcome? 
No. 
 
Comments from the Reviewer: 

• The standard operating procedure (SOP) number GL-BIO-10603-03, Reporting of Data 
Generated from the Analysis of Biological Matrices and the Reassay of Samples, 
effective date: 30 April 2008, allows for the following bioanalytical repeats: (1) Above 
accepted range (AAR), (2) Exceeding quadratic bounds (EQB), (3) Diluted concentration 
unreliable (DCU), or a measureable concentration, but greater than 50%  of the dilution 
QC samples having the same dilution factor in the same batch that did not meet the 
following acceptance criteria: for chromatographic methods: 15% of nominal 
concentrations. (4) Highest and/or lowest standard removed (HSR or LSR), (5) 
Incomplete instrument analysis (IIA), (6) Incomplete sample processing (ISP), (4) 
Unacceptable internal standard response (UISR), (7) Questionable multiple values 
(QMV), and (8) Unacceptable chromatography (VCR), (9) Value requiring confirmation 
(VRC). The IIA (incomplete instrument analysis) indentifies a sample for which reliable 
data could not obtained due to processing problems that occurred during injection or 
instrument analysis and were documented by the analyst, while the ISP (incomplete 
instrument sample processing) identifies a sample for which concentration data could not 
be obtained due to processing problems that occurred during the extraction or assay and 
was documented by the analyst before instrument analysis. 

 
• In the firm’s bioanalytical report, the firm indicated that “‘fail’ identifies samples for 

which concentration data was not accepted because the batch did not meet batch 
acceptance criteria” and also indicated that this description was based on its global SOP 
GL-BIO-10602.  

 
• According to the firm’s SOP for repeat analysis, if an analytical reason for reassay can be 

assigned to a sample, the original result is not reported. The firm only provided the 
original and repeated concentrations for the sample reanalyzed for non-analytical reason 
which the firm defined as ‘VRC’ (values requiring confirmation).  Since the 90% CIs of 
Cmax for atorvastatin in fasting study are marginally within the acceptable limits (80.8 – 
94.8), the firm will be asked to provide the original and repeat values of all samples that 
were reananlyzed, where possible, for futher evaluation by the DBE. 

 
• The firm provided the original and repeated concentrations for the samples reanalyzed for 

non-analytical reasons. In the firm’s bioanalytical report of the fasting study, there were a 
total of 34 samples repeated for ‘VRC’ and ‘Bracketing’.  However, in the firm’s 
summary tables as shown above, for the fasting study, there was a total of 25 samples (for 
three analytes) repeated for ‘pharmacokinetic’ reasons which is similar to VRC and 
Bracketing.  The firm will be asked to explain this discrepancy. The acceptances of the 
repeated values were according to the firm’s SOP which indicates that if the difference of 
the repeated values as compared with the original values is more than 20%, the repeated 
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values will be reported. For the fasting study, there were 5 out of 34 samples used the 
repeated values and for the rest of the 29 samples, the original concentrations were 
reported. For those 5 samples, 3 of which were pre-dose samples (0 hr) and two of them 
were at 24 hr time point which is during the elimination phase of all three analytes. 
Therefore, using the repeated values does not appear to change the outcome of the fasting 
BE study.  For the fed BE study, there was a total of 11 samples reanalyzed for the non-
analytical reasons (VRC) and concentrations of the repeated values of 8 samples (3 
samples for atorvastatin, 3 samples for orthohydroxy atovastatin and 2 samples for 
parahydroxy atovastatin) were reported.  The concentrations of these samples are not the 
Cmax of the specific subject, therefore, using the repeated values does not appear to 
change the outcome of the fed BE study. 

 
• Incurred sample reproducibility (ISR) data was submitted in this application.  To 

demonstrate that the analysis of incurred clinical sample concentrations were 
reproducible for the bioanalytical method, 100 clinical samples were reassayed.  The 
samples were selected from multiple analytical runs and across the concentration range 
for clinical samples from the study.  The %CV for each pair of original and repeat assay 
results was calculated.  If the %CV was <21.2%, the pair was considered to be a match. 
The method was considered to be reproducible if at least two thirds (2/3) of the pairs 
matched. For both the fasting and fed studies, the results of ISR indicated that more than 
two thirds of the pairs matched.  Therefore, the method is considered by the firm to be 
reproducible 

 
• Based on the above comments, the firm’s repeat analysis is incomplete. The firm should 

explain the discrepancy related to the number of reassays mentioned above. 
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discriminatory method by decreasing the paddle speed to 50 rpm and/or reduce the 
concentration of surfactant in the dissolution media. 

 
• The firm’s response to deficiency #1 is inadequate. 

 
Deficiency #2: In addition, please provide dissolution testing data on 12 dosage units of 
the 10 mg, 20 mg and 40 mg strengths of the reference product, Pfizer Pharmaceutical’s 
Lipitor® (Atorvastatin Calcium) Tablets using your proposed dissolution method. 
 
Firm’s Resposes to Deficiency #2: “Comparative dissolution testing was performed on 
all strengths of the test and reference products (12 dosage units) using the proposed 
dissolution media ( % Tween 80 in  Please refer to section 2.7.1.2 for the 
comparative dissolution profile data for the 10, 20, 40, and 80 mg strengths. The 
comparative dissolution profile data includes the individual tablet data (Tables 5.1, 5.2, 
5.3, and 5.4), dissolution plots of each strength (Figures 5, 6, 7, and 8) as well as the 
mean, range, and % coefficient of variation (%CV) at each time point for the 12 tablets 
tested (Table 5). Dissolution plots comparing all strengths of the test and reference 
products using the proposed media are presented in Figure 1 and Figure 2, respectively.” 
 
Reviewer’s Comments: The firm has conducted and submitted comparative dissolution 
testing on all strengths of the test and reference products (12 dosage units each) using the 
firm’s proposed method and sampling times.  The firm’s response to deficiency #2 is 
adequate. 
 
Overall Dissolution Comments: 
 
A. The firm’s dissolution data using FDA-recommended method indicate that the FDA-

recommended dissolution method is not suitable for the firm’s test product due to the 
slow release rate and incomplete release over 2 hours. 

 
B. The firm’s dissolution method is not discriminative. The firm is suggested to modify 

its proposed dissolution method, decreasing the rotation speed and/or decreases the 
concentration of the surfactant in the dissolution media.   Early sampling time points 
such as 5, 10, 15, 20 minutes should also be included in the modified method with 
other later time points until at least % of the labeled amount is dissolved. 

 

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)
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3.  The in vitro dissolution testing on the 10 mg, 20 mg, 40 mg and 80 mg strengths 

conducted by the firm, using the Firm’s dissolution method and FDA-recommended 
dissolution method, is inadequate due to the above mentioned Deficiency #4. The 
firm should develop a more discriminatory dissolution method for its test product.  

 
4. The waiver requests for in vivo BE study requirements for the firm’s lower strengths 

of the test product, 10 mg, 20 mg and 40 mg, can NOT be granted at this time due to 
the above mentioned deficiencies. 

 
The firm should be informed the above deficiencies and recommendations. 
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131, 132, 134, 135, 
138, 140, 141 

128, 130, 133, 136, 
137, 139, 142 -144 

As per protocol, medication, including over-the-counter or 
herbal products, was prohibited during the time of sample 
collection, or during the washout period between drug 
administrations. Subject took 200 mcg of Salbutamol on 
20-Jan-2009 for an episode of wheezing in Period 1. 

 7 

As per protocol, plasma samples were to be divided into 2 
aliquots. There was no 2nd aliquot of plasma for the 48-
hour time point in Period 1. 

 14 

As per protocol, postdose meals plans were to be identical 
for both periods. Subject did not consume the 9-hour meal 
in Period 1 at the schedule time due to adverse events. 
Subject had ginger ale approximately 13 hours following 
dosing. 

15  

As per protocol, medication, including over-the-counter or 
herbal products, was prohibited during the time of sample 
collection, or during the washout period between drug 
administrations. Subject received 100 mg of Gravol on 19-
Jan-2009 for an episode of Nausea in Period 1. 

15  

As per protocol, subjects were to return for the 48-and 60-
hour blood draws. Subject did not return for the 48- and 
60-hour blood draws in Period 1 and for the 48-hour blood 
draw in Period 2. 

46 46 

As per Memo-to-file, plasma samples were to be divided 
into 2 aliquots and stored at -80±15°C, pending assay. 
Due to activity in the unit, there was a temperature 
excursion which lasted approximately 99 minutes, 
reaching a high temperature reading of -59°C, affecting 
samples from the -0.75- to the 60-hour time points in 
Period 1. There were no temperature excursions during the 
conduct of Period 2. 

50 - 52, 56, 58, 61, 
62, 63, 67 - 69, 72 -
 75, 78, 79, 84 - 86, 
89, 92 - 94, 98 - 100, 
103, 106, 109 - 112, 
116 - 118, 121, 123, 
125, 127, 129, 131, 
132, 134, 135, 138, 
140, 141 

49, 53 - 55, 57, 59, 
60, 64 - 66, 70, 71, 
76, 77, 80 – 83,  87, 
88, 90, 91, 95 – 97, 
101, 102, 104, 105, 
107, 108, 113 -115, 
119, 120, 122, 124, 
126, 128, 130, 133, 
136, 137, 139, 142 -
144 

As per protocol, subjects were to return for the 48-and 60-
hour blood draws. Subject did not return for the 60-hour 
blood draw in Period 2. 

65  

As per protocol, subjects were to return for the 48-and 60-
hour blood draws. Subjects did not return for the 60-hour 
blood draw in Period 1. 

89, 121 87, 107 

As per protocol, medication was prohibited (with the 
exception of hormonal contraceptives and hormonal 
replacement therapy) or herbal products during the time of 
the sample collection or during the washout period 
between drug administrations. Subject took Fiorinal, 
40 mg, for an episode of headache in Period 1. 

89  

As per protocol, postdose meals plans were to be identical 
for both periods. Subject received a pack of crackers 
following an episode of vomiting in Period 1.  

89  

As per protocol, subjects who had participated in another 
clinical trial within 28 days prior to the first dose were not 

99  



Template Version: 20-NOV-07 

Page 48 of 167 

to be enrolled in the study.  At each check-in and return 
visit, subjects were asked if they had participated in any 
clinical trials within the 28 days prior to dosing.  Subject 
omitted to answer this question at Period 1 check-in.  
However, subject answered “no” to this question on every 
check-in and return questionnaire thereafter. 
As per protocol, blood samples were to be obtained at 
various time points throughout the study. There were no 
samples obtained for the 6-hour time point in Period 2 due 
to difficult venipuncture. 

133 99 

As per protocol, standard meals had to be provided at 
approximately 4 and 9 hours after dosing, and at 
appropriate times thereafter. The following subjects did 
not entirely consume their meal(s): 
 
 
Sub. No.      Time Point      Period            Reason 
    19                 13              1 and 2           not hungry 
    51                 33                  2                 not hungry 
    65                 13                  2                 adverse events 
    107               13                  2                 not hungry 
    143               13                  2                 not hungry 
    143               13                  1                 not hungry 

19, 65, 107, 143 19, 51, 143 

As per protocol, blood samples were to be obtained at 
various time points throughout the study. There was no 
sample obtained for the 3-hour time point in Period 1 due 
to difficulties with the catheter. 

 115 

As per protocol, subjects were to return for the 48-and 60-
hour blood draws. Subject did not return for the 48-hour 
blood draw in Period 2. 

144  

 
Comments on Dropouts/Adverse Events/Protocol Deviations: 

• No serious adverse events were reported.  Each adverse event was resolved. 
 
• The following subjects experienced emesis during the fasting bioequivalence 

study: 
 

o Subject 89, Period I, Test treatment, 12 hours post-dose 
o Subject 107, Period I, Reference treatment, 19 hours post-dose 
o Subject 142, Period II, Test treatment, 4 hours post-dose 

 
For the fasting study, the median Tmax of the parent drug and two metabolites are 
0.75 hrs (test and reference), 1.67/1.33 hrs (test/reference) and 1 hour (test and 
reference), respectively. The vomiting adverse events mentioned above occurred 
outside the two times the median Tmax window, therefore, according to BA/BE 
Guidance, the data of these subjects were still included for the statistical analysis.   

 
• Primary protocol deviations that occurred during the study consisted of blood 

sample collection deviations at various time points.  Most sample collection time 
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deviations were not significant (± 5%). In this case for statistical analysis, 
nominal times were used by the firm and the reviewer.  For times in which the 
deviation varied greater than ±5%, actual times were used by the reviewer.  The 
reviewer agrees with the firm’s decision. 

 
• Subjects 07, 15, and 89 required administration of concomitant therapy 

(Salbutamol, Gravol, and Fiorinal, respectively).  According to the labeling of this 
drug product, there are no expected interactions.   

 
• The dropouts and data presented above were generated in accordance with 

standard operating procedures (SOPs). 
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confidence intervals for log – transformed AUC0-t, AUC∞ and Cmax of the active 
metabolites, orthohydroxy atorvastatin and parahydroxy atorvastatin, are within 
acceptable BE limits of 80.00% - 125.00%.  However, the study is inadequate due to 
deficiencies noted in Section 3.10 (Deficiency Comments). 
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herbal products, was prohibited during the time of sample 
collection, or during the washout period between drug 
administrations. Subject took 400 mg of Advil on 24-Jan-
2009 for an episode of fever in Period 1. 
As per protocol, subjects were to return for the 48-and 60-
hour blood draws. Subjects did not return for the 48-hour 
blood draw in Period 1. 

23, 45  

As per protocol, plasma samples were to be divided into 2 
aliquots. There was no 2nd aliquot of plasma for the 6-hour 
time point in Period 2. 

30  

As per protocol, subjects were to return for the 48-and 60-
hour blood draws. Subject did not return for the 48- and 
60-hour blood draws in Period 1. 

 38 

As per Memo-to-file, plasma samples were to be divided 
into 2 aliquots and stored at -80±15°C, pending assay. 
Due to activity in the unit, there was a temperature 
excursion which lasted approximately 99 minutes, 
reaching a high temperature reading of -59°C, affecting 
samples from the -1- to the 4-hour time points in Period 1. 
There were no temperature excursions during the conduct 
of Period 2. 

45, 46, 48, 49, 51, 
54, 56, 59, 62, 64, 
67, 69, 71, 72, 76, 
77, 80, 81, 82, 85, 
86, 87 

47, 50, 52, 53, 55, 
57, 58, 60, 61, 63, 
65, 66, 68, 70, 73, 
74, 75, 78, 79, 83, 
84, 88 

As per protocol, during housing, postdose meal plans were 
to be identical for both periods. Subject received 125 ml 
of prune juice on 12-Feb-2009 for an episode of 
constipation in Period 2. 

 85 

 
Comments on Adverse Events/Protocol Deviations: 

• No serious adverse events were reported.  Each adverse event was resolved. 
 
• Primary protocol deviations that occurred during the study consisted of blood 

sample collection deviations at various time points.  Most sample collection time 
deviations were not significant (± 5%).  In this case for statistical analysis, 
nominal times were used by the firm.  For the reviewer’s verification, actual times 
were used for cases in which the deviation varied greater than ±5%.  The reviewer 
agrees with the firm’s decision.   

 
• The dropouts and data presented above were generated in accordance with 

standard operating procedures (SOPs). 
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(0.1736), AUC∞ (0.5532) and CMAX (0.5439). Therefore, this term was dropped from 
subsequent analysis. 

 
• It was noted that there were two subjects in which AUC∞ was not calculated by the 

firm: subject 02 (test and reference) and subject 51 (test).  It was also noted that the 
elimination phase of these subjects was not linear for the respective treatments.  Also, 
there were five subjects in which AUC∞ was not calculated by the reviewer: subject 
19 (test), 26 (test), 32 (test), 42 (test and reference), and 50 (test and reference).  It 
was also noted that the elimination phase was not completely linear with respect to 
the mentioned treatments.  Since the sampling times for these subjects are adequate, 
they were included in the final statistical analysis by the reviewer and thusly, are 
included in the 90% confidence intervals. 

 
• Subjects 51 (test product) and 02 (reference product) show Atorvastatin AUC0-t/AUC∞ 

ratios of 0.22 and 0.61, respectively (shown as the minimum test ratio in the table 
above). 

 
• Low minimum values for AUC0-t/AUC∞ ratios of orthohydroxy and parahydroxy 

atorvastatin are more than likely attributed to low CMAX values for the metabolite as 
well as low sensitivity within the study.  Since the 90% confidence intervals are with 
the acceptable range of 80%-125%, the metabolite data is considered acceptable 
supporting documentation. 

 
• Due to the low sensitivity of the metabolite, parahydroxy atorvastatin, the terminal 

KEL and thusly, AUC0-∞ cannot be reliably determined.  Similarly, ANDA 077575 14 
reports low concentrations for parahydroxy atorvastatin 

 
• The pharmacokinetic and statistical analyses are adequate.  The reviewer used the 

SAS code, CALCKE, for statistical analysis of the data.  The following time points 
were selected to calculate the Kel of the parent drug:    

 
Ke first: T14 (16 hours) 

 
Ke last: T17 (36 hours) 

 
Also, the orthohydroxy – and parahydroxy atorvastatin data is adequate and 
considered supporting documentation. 

 
Summary and Conclusions, Single-Dose Fasting Bioequivalence Study: 
The 90% confidence intervals for log-transformed AUC0-t, AUC∞ and Cmax of 
atorvastatin are within the acceptable BE limits of 80.00%-125.00%. Also, the 90% 
confidence intervals for log – transformed AUC0-t, AUC∞ and Cmax of the active 
metabolites, orthohydroxy atorvastatin and parahydroxy atorvastatin, are within 

                                                 
14 DARRTS Search: 077575. 05/07/2010. REV-BIOEQ-01(General Review). 
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acceptable BE limits of 80.00% - 125.00%.  However, the study is inadequate due to 
deficiencies listed in section 3.10 (Deficiency Comments) of this review. 
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15 Based on Clinical Pharmacology: http://www.clinicalpharmacology-ip.com/Default.aspx.  Last accessed: 23 April 2010 and drug lableing,  The MDD for the drug 
product is 80 mg/day. 

Maximum Amount Based on MDD 
(mg)15 

Ingredient 

10 mg 20 mg 40 mg 80 mg 

Maximum Level 
Listed in the FDA 
IIG Database for 
Approved Drug 
Products/Unit or 

Justified with MDD (mg) 

Test formulation 
Acceptable? 

Croscarmellose Sodium 
 

Yes 

Amino Methacrylate 
Copolymer  

Yes 

Lactose Monohydrate 
 

Yes 

Sodium Stearyl Fumarate Yes 
Colloidal Silicon Dioxide 

 
Yes 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4)
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Mean 87 91 93 97 
Range

Study 
Report1 6/12/09 

Atorvastatin Calcium Tablets, 
40mg / P80370 

(manufactured: 12 / 2008) 

40 mg 
Tablets 12 

%CV 1.9 1.8 1.7 1.7 
Mean 78 88 91 95 
Range

Study 
Report1 6/15/09 

Lipitor Tablets, 40mg / 
0307048 

(Expires: 03 / 2011) 

40 mg 
Tablets 12 

%CV 2.4 1.9 2.2 2.0 

Table 5.3 
Figure 7 

Mean 89 93 95 99 
Range

Study 
Report1 6/12/09 

Atorvastatin Calcium Tablets, 
80mg / P80340 

(manufactured: 12 / 2008) 

80 mg 
Tablets 12 

%CV 1.4 1.0 1.4 1.5 
Mean 72 85 90 95 
Range

Study 
Report1 6/15/09 

Lipitor Tablets, 80mg / 
08107V 

(Expires: 04 / 2009) 

80 mg 
Tablets 12 

%CV 1.5 0.9 1.4 1.4 

Table 5.4 
Figure 8 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Reviewer’s Comments: The FDA – recommended dissolution method is not suitable for the test product.  The firm’s method, as proposed, 
is not an effectively discriminating assay.  The firm should develop a more discriminatory method. Please see the dissolution consult 
included in section 4.5 of this review. 
 
 
 
 
 
 
 
 
 

Mean 39 44 47 49 52 52 52 
Range

Study 
Report1 1/28/10 

Atorvastatin Calcium Tablets, 
40mg / P80370 

(manufactured: 12 / 2008) 

40 mg 
Tablets 12 

%CV 3.7 2.6 1.7 1.3 1.7 1.5 1.1 
Mean 87 95 98 101 n/a n/a n/a 
Range

Study 
Report1 1/27/10 Lipitor Tablets, 40mg / 0307048 

(Expires: 03 / 2011) 
40 mg 
Tablets 12 

%CV 2.3 1.7 1.4 0.9 n/a n/a n/a 

Table 5.7 
Figure 11 

Mean 39 44 45 46 45 45 45 
Range 

Study 
Report1 1/28/10 

Atorvastatin Calcium Tablets, 
80mg / P80340 

(manufactured: 12 / 2008) 

80 mg 
Tablets 12 

%CV 1.8 0.7 0.5 0.5 0.5 0.5 0.6 
Mean 78 90 93 97 n/a n/a n/a 
Range

Study 
Report1 2/1/10 Lipitor Tablets, 80mg / 08107V 

(Expires: 04 / 2009) 
80 mg 
Tablets 12 

%CV 5.8 2.1 1.8 1.5 n/a n/a n/a 

Table 5.8 
Figure 12 

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 

Page 84 of 167 

Figure 3.  Dissolution Profiles 

1. Firm’s Proposed Dissolution Method: 
 

 Figure 1: Dissolution Plot Comparing Test Products (Atorvastatin Calcium Tablets 10 mg, 20 mg, 40 mg, and 80 mg 
strengths) in  with % Tween 80 

 

 

(b) (4)

(b) (4)

(b) (4)
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Figure 2: Dissolution Plot Comparing the Reference Products (Lipitor Tablets 10 mg, 20 mg, 40 mg, and 80 mg strengths) in 
 with % Tween 80 

 

(b) (4)

(b) (4)

(b) (4)
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2. FDA - recommended Dissolution Method: 
 
Figure 3: Dissolution Plot Comparing the Test Products (Atorvastatin Calcium Tablets 10 mg, 20 mg, 40 mg, and 80 mg strengths) in 0.05M Phosphate 

Buffer, pH 6.8 
 

 

(b) (4)
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Figure 4: Dissolution Plot Comparing the Reference Products (Lipitor Tablets 10 mg, 20 mg, 40 mg, and 80 mg strengths) in 0.05M Phosphate Buffer, 
pH 6.8 

 

 

(b) (4)
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4.4 Detailed Regulatory History (If Applicable) 
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4. Given point 3 above, we should suggest to the firm that it develop a more discriminatory 
method.  I propose that we suggest to reduce the paddle speed to 50 rpm and/or reduce 
the concentration of surfactant.   

 
 
Please note that these are just recommendations.  Please consult your Team Leader for 
additional input and decision-making. 
 
 

-Utpal 
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4.7 Additional Attachments 

N/A
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BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 091624 

APPLICANT: KUDCO Ireland Limited 

DRUG PRODUCT: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 
mg, and 80 mg 

 
The Division of Bioequivalence has completed its review and has 
identified the following deficiencies: 
 
1. For repeat analysis of fasting BE study (study # AA77267), 

there was a discrepancy in your summary tables (Table 9, 
Section 5.3.1.4.1 of the electronic submission) and the full 
analytical report (Section 5.3.1.4 of the electronic 
submission):  The summary table reported a total of 25 
reassays for non-analytical reasons; the full analytical 
report indicated a total of 34 reassays for non-analytical 
reasons.  Please explain this discrepancy.  

 
2. For repeat analysis of both fasting and fed studies (study # 

AA77267 and AA77268, respectively), you only submitted the 
original concentrations of the samples reanalyzed due to non-
analytical reasons. Please provide complete tables containing 
the original concentrations and repeated concentrations for 
all reanalyzed study samples, where possible.   

 
3. Please specify the salt form of the 

Ethylenediaminetetraacetic Acid, (EDTA), i.e., K2EDTA, K3EDTA 
or NaEDTA, used in your pre-study method validation, 
bioanalytical studies and clinical studies.   

 
4. The dissolution data based your proposed dissolution method 

[900 mL of 0.05 M Phosphate Buffer, pH 6.8 using USP 
Apparatus II (Paddle) at 75 rpm] indicated that this method 
was not sufficiently discriminative:  For all strengths of 
your test product, more than % of the drug was released 
within 5 minutes. Please develop a new dissolution method or 
modify your current method for more gradual dissolution 
profiles by reducing the paddle speed and/or reducing the 
concentration of the surfactant in the medium, etc. 

 
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 

(b) 
(4)
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4.8 Outcome Page 

ANDA:  091624 
 
Productivity:  

ID Letter 
Date 

Productivity 
Category Sub Category Productivity Subtotal

11383  7/15/2009  Bioequivalence 
Study  

Fasting Study  1   1   

11383  7/15/2009  Bioequivalence 
Study  

Fed Study  1   1   

11383  7/15/2009  Other  Dissolution Waiver  1   1   
11383  7/15/2009  Other  Dissolution Waiver  1   1   
11383  7/15/2009  Other  Dissolution Waiver  1   1   
11383  2/26/2010  Other  Dissolution 

Amendment  
1   1   

    Bean Total:  6   
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I. EXECUTIVE SUMMARY 

 
This is a review of the dissolution testing data only.  
 
There is no USP method for this product, but there is an FDA-recommended method (900 
mL of 0.05 M Phosphate Buffer, pH 6.8 using USP Apparatus II (Paddle) at 75 rpm).  
The firm conducted dissolution testing using its own proposed method (900 mL of % 
Tween 80 in  using USP Apparatus II (Paddle) at 75 rpm).  The firm did not 
conduct dissolution testing using the FDA-recommended dissolution method.   
 
Therefore, in order to determine whether or not the FDA-recommended dissolution 
method is appropriate for the firm’s test product, for comparison with its proposed 
method, the firm will be asked to submit the dissolution testing data on 12 dosage units of 
all strengths of the test and reference products using the following FDA-recommended 
dissolution method: 
 
 Medium:   0.05 M Phosphate buffer, pH 6.8 
 Volume:   900 mL 
 Apparatus:  II (Paddle) 
 Speed:   75 rpm 
 Sampling Times:  5, 10, 15 and 30 minutes 
 Specification:   NLT % (Q) in 15 minutes 
 
In addition, the firm only submitted dissolution testing data for the 80 mg strength of 
reference product using it proposed method.  The firm will be asked to submit dissolution 
testing data using its own proposed method for all strengths of the reference product. 
 
No Division of Scientific Investigations (DSI) inspections for the clinical site1 and 
analytical site2 are necessary or pending. 
 
The DBE will review the fasted and fed BE studies, along with the waiver requests at a 
later date. 
 
 
 

                                                 
1 A routine inspection was completed for the clinical site on 06/14/2007 for NDA 022118. The outcome 
was No Action Indicated (NAI). (DARRTS, Search: NDA 022118. The DSI Inspection concluded that the 
findings should not significantly impact the outcome of the study. O Shaughnessy, Jacqueline A/06-14-
2007/REV-NONCLINICAL-03(General Review). 
2 A routine inspection was completed for the analytical site on 03/05/2008 for .  The outcome 
was Voluntary Action Indicated (VAI). DSI concluded that the accuracy of analyte concentrations in 
certain subjects was not assured. (DARRTS, Search . Seaton, Mark J/03-07-2008/REV-RPM-
05(General Review).  The application has since been approved. 

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)









 

 
II. COMMENTS: 

1. Currently, there is no USP method for Atorvastatin Calcium Tablets but there is an 
FDA-recommended dissolution method.  The firm conducted dissolution testing using 
its own proposed method (900 mL of % Tween 80 in  using USP 
Apparatus II (Paddle) at 75 rpm), which is different from the FDA-recommended 
method. The dissolution testing is incomplete. The firm should conduct dissolution 
testing using the FDA-recommended method, which is currently available on the 
public dissolution database on the Office of Generic Drugs website: 
http://www.accessdata.fda.gov/scripts/cder/dissolution/index.cfm.  

 
2. The firm did not conduct dissolution using the appropriate FDA-recommended 

dissolution method.  According to the website provided in comment # 1 above, the 
FDA-recommended dissolution media is 0.05 M Phosphate Buffer, pH 6.8.  However, 
the firm conducted dissolution testing using  (all other dissolution 
parameters are consistent).  Based on using an incorrect method, the firm determined 
that the method was not suitable for its drug product. 

 
The firm states the following in its submission, “The dissolution was originally based 
on the method published by the Office of Generic Drugs (OGD). However, during 
execution of the validation protocol, it was determined that the dissolution media was 
not suitable for the tablet formulation due to the low dissolution rate. The media was 
changed to % Tween 80 in  It should be noted that the RLD contains 
Polysorbate 80, which is also known as Tween 80, so the need for the addition of the 
surfactant to the OGD-recommended dissolution media is not immediately 
apparent.”3 

 
3. The firm conducted dissolution testing on all strengths of its test product using its 

proposed method.  However, the firm only conducted dissolution testing on the 80 mg 
strength of the reference product using it proposed method and the incorrect FDA-
recommended method.    

 
4. Based the above comments, the firm will be asked to conduct and submit additional 

dissolution testing for the test and reference products using the appropriate FDA-
recommended method. Along with conducting dissolution testing on all strengths of 
the reference product using its proposed dissolution method. 

 
III. DEFICIENCY COMMENTS: 

1. The firm did not conduct and/or submit dissolution testing using the FDA-
recommended dissolution method. Therefore, the firm should conduct and submit 
dissolution testing on 12 dosage units of all strengths of the test and reference 
products using the following FDA-recommended dissolution method: 

                                                 
3 EDR. ANDA 091624. Original Application 7/15/2009. Module 2.3. Quality Overall Summary. Last 
accessed:  12/15/09. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 

 
Medium:   0.05 M Phosphate buffer, pH 6.8 

 Volume:   900 mL 
 Apparatus:  II (Paddle) 
 Speed:   75 rpm 
 Sampling Times:  5, 10, 15 and 30 minutes 
 Specification:   NLT % (Q) in 15 minutes 
 

The firm should provide the complete dissolution testing data of 12 units of both the 
test and reference products including all raw data, range, mean, and % coefficient of 
variation (%CV).  

 
2. The firm did not submit dissolution testing data for the 10 mg, 20 mg and 40 mg of 

the reference product using its proposed dissolution method.  The firm will be asked 
to provide this information. 

 
IV. RECOMMENDATION 

The in vitro dissolution testing conducted by Kudco Ireland Ltd. on its test product, 
Atorvastatin Calcium Tablets, 10 mg (Lot #P80350), 20 mg (Lot #P80360), 40 mg (Lot # 
P80370) and 80 mg (Lot #P80340) comparing to Pfizer Pharmaceutical’s Lipitor® 
(Atorvastatin Calcium) Tablets, 80 mg (Lot # 08107v) is incomplete due to the deficiency 
comments above. 
 
The firm should be informed of the above deficiency comments and recommendation.  
 

(b) 
(4)





 

A routine inspection was completed for the Clinical site on 06/14/2007 for NDA 022118. 
The outcome was No Action Indicated (NAI). 
Address: MDS Pharma, 2350 Cohen Street, Saint-Laurent, Montreal, Quebec, H4R 2N4 
Canada 
 
Thank you in advance for your help, 
 
Deanah L. Mitchell, Ph.D. 
 
 



 

BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 091624 

APPLICANT: KUDCO Ireland Ltd. 

DRUG PRODUCT: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 
40 mg and 80 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review of only the dissolution testing portion of your 
submission(s) acknowledged on the cover sheet. The review 
of the fasting and fed studies along with the waiver 
requests will be conducted at a later date. The following 
deficiencies have been identified: 
 
1. Your dissolution testing is incomplete.  You stated in 

your submission that ‘The dissolution was originally 
based on the method published by the Office of Generic 
Drugs (OGD). However, during execution of the validation 
protocol, it was determined that the dissolution media 
was not suitable for the tablet formulation due to the 
low dissolution rate. The media was changed to % 
Tween 80 in  It should be noted that the RLD 
contains Polysorbate 80, which is also known as Tween 80, 
so the need for the addition of the surfactant to the 
OGD-recommended dissolution media is not immediately 
apparent.’  However, you did not conduct dissolution 
using the appropriate FDA-recommended dissolution method.  
Therefore, please conduct and submit comparative 
dissolution testing on all strengths of the test and 
reference products (12 dosage units each) using the 
following FDA-recommended method and sampling times: 

 
Medium 0.05 M Phosphate Buffer, pH 6.8

Apparatus USP Type II (Paddle) 
Speed of Rotation 75 rpm 

Temperature 37º ± 0.5º C  
Volume 900 mL 

Sampling Times 5, 10, 15 and 30 minutes until 
% of the labeled amounts of 

atorvastatin is dissolved. 
 

The dissolution method is currently available in the 
dissolution database in the FDA website: 
http://www.accessdata.fda.gov/scripts/cder/dissolution/in
dex.cfm.  

(b) (4)

(b) 
(4)

(b) (4)



 

 
2. In addition, please provide dissolution testing data on 

12 dosage units of the 10 mg, 20 mg, and 40 mg strengths 
of the reference product, Pfizer Pharmaceutical’s 
Lipitor® (Atorvastatin Calcium) Tablets using your 
proposed dissolution method. 
 

When you submit the additional dissolution data requested 
above, the DBE will compare the data from the FDA-
recommended method with those from your proposed method, 
and determine which dissolution method is more suitable for 
your test product. 
 
For all dissolution testing data, please submit the 
comparative dissolution results which should include the 
individual tablet data as well as the mean, range, % 
coefficient of variation (%CV) at each time point for the 
12 tablets tested and dates of dissolution testing. The 
dissolution testing data summary tables should be submitted 
in the DBE-recommended Electronic Common Technical Document 
(eCTD) format. 
 

 
 
 

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 
 

     
 

 
 



 

VI. OUTCOME 

ANDA:  091624 
 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal
9928  7/15/2009  Dissolution Data  Dissolution Review 1   1   
    Bean Total:  1   
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CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 

ANDA 091624 
 
 
 

 

 
ADMINISTRATIVE and CORRESPONDENCE 

DOCUMENTS 



 

 

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

 
Division: III Team: 34 PM: Bob Gaines 
 
ANDA #:091624 
Firm Name:Kudco Ireland Limited 
ANDA Name:Atorvastatin Calcium Tablets, 10 mg (base), 20 mg (base), 40 mg (base), and 80 mg (base) 
RLD Name:Lipitor by Pfizer 
 
Electronic AP Routing Summary Located: 
Z:\Chemistry Division III\Team 34\Electronic AP Summary\91624.ap.doc 
 

AP/TA Letter Located: 
Z:\Chemistry Division III\Team 34\Final Version For DARRTS Folder\APPROVAL 
LETTERS\91624.apltr.DOC 

 
Project Manager Evaluation:        Date: 12/26/12   Initials: RG 

 Previously reviewed and tentatively approved --- Date n/a 
 Previously reviewed and CGMP Complete Response issued -- Date  n/a 

 
Original Rec′d date 7/16/09 Date of Application 7/15/09 Date Acceptable for Filing 10/19/09 
Patent Certification (type) P-IV 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: 4/25/12  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) 12/28/12        Addendum Needed: Yes   No        Comment:       
Date of Acceptable Bio 11/28/12       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 11/30/12  Attached labeling to Letter: Yes  No     Comment:       
Date of Acceptable Sterility Assurance (Micro) n/a 
 
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: 12/26/12  REMS Required: Yes  No   REMS Acceptable: Yes  No  
 

 Regulatory Support 
 

 Paragraph 4 Review (Dave Read, Susan Levine), Date emailed: 12/26/12 
 

 Division 
 

 1st Generic Review 
 

 Bob West / Peter Rickman 
 Keith Webber 

 
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: 3288506

(b) (4)



 

 

OGD APPROVAL ROUTING SUMMARY 
 
1. Regulatory Support Branch Evaluation 

Martin Shimer           Date: 12/27/2012 
Chief, Reg. Support Branch          Initials: IM for MHS 

Contains GDEA certification: Yes    No  Determ. of Involvement? Yes   No  
(required if sub after 6/1/92)      Pediatric Exclusivity System 
      RLD =Lipitor NDA#20-702 

Date Checked  Granted 
Nothing Submitted         
Written request issued    
Study Submitted     

 

Patent/Exclusivity Certification: Yes    No  
If Para. IV Certification- did applicant: 
Notify patent holder/NDA holder Yes    No  
Was applicant sued w/in 45 days:Yes    No  
Has case been settled:          Yes    No  
Date settled:11/18/2011 
Is applicant eligible for 180 day  No  

Generic Drugs Exclusivity for each strength:  Yes    No   
Date of latest Labeling Review/Approval Summary        
Any filing status changes requiring addition Labeling Review  Yes    No           
Type of Letter: 

 APPROVAL   TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)  CGMP  
 OTHER:         

Comments:BOS = NDA 20-702 (Lipitor)  ANDA submission 7/16/2009 to the 10 mg, 20 mg, 40 mg and 80 mg strengths 
with PIII to the '893, '995 and '667 patents and PIV certification to the '104, '156 and '971 patents. ACK LO 10/19/2009. 
Patent amendment dated 11/3/2009 with PIV RR sent 10/22/2009 to Pfizer (IRE, NY, CT) and Warner-Lambert (NJ) and 
rc'd 10/27, 10/23, 10/23 and 10/23/2009, respectively. 
Patent amendment dated 12/11/2009 with notice of litigation filed 12/3/2009 in USDC of Del, CA# 1:09-cv-00924, for 
infringement of the '156 patent only. 
Patent amendment dated 11/22/2011 notifying the agency Kudco had reached a settlement with Pfizer and a copy of the 
Order of Dismissal without prejudice dated 11/18/2011.  
Ranbaxy, ANDA 76-477, was awarded 180-day exclusivity for all four strengths. This exclusivity expired 5/29/2012. As 
there are no blocking regulatory issues, this application is eligible for immediate Full Approval.  

 
2.  Labeling Endorsement 
 

Reviewer, Betty Turner:            Labeling Team Leader, Lisa Kwok for Ruby Wu: 
 
  
  

REMS required?         REMS acceptable?  
Yes  No   Yes  No  n/a     

 
Comments: 

  
_____________________________________________  
From:  Turner, Betty   
Sent: Wednesday, March 27, 2013 1:49 PM 
To: Gaines, Robert; Wu, Ruby (Chi-Ann) 
Subject: FW: ANDA 91624 full approval - EES now AC 
 
 
Hi Bob, 
 
This is to confirm that the labeling for ANDA 091624 remains adequate. 
 
Thanks, 
 
Betty 
______________________________________________  

Date12/26/12   Date12/26/12 
InitialsBT InitialsLK 

Reference ID: 3288506



 

 

From:  Gaines, Robert   
Sent: Wednesday, March 27, 2013 11:49 AM 
To: Turner, Betty; Wu, Ruby (Chi-Ann) 
Subject: ANDA 91624 full approval - EES now AC 
 
Good morning Betty and Ruby. 
 
This one has been sitting since December waiting for EES.  It is now ready for full approval.  Please confirm that the labeling 
remains adequate. 
 
Thanks 
 
Bob 
 
 << File: 91624 label rev.pdf >>    << File: 91624.apltr.DOC >>  
 
_____________________________________________  
From:  Kwok, Lisa   
Sent: Wednesday, December 26, 2012 11:42 AM 
To: Turner, Betty; Gaines, Robert; Wu, Ruby (Chi-Ann) 
Cc: Nguyen, Sarah 
Subject: RE: ANDA 91624 APPROVAL - EXPEDITED REVIEW 
 
I concur. 
 
Sarah/Bob - Please change the signature authority to Dr. Geba. 
 
Thanks, 
Lisa 
 
_____________________________________________  
From:  Turner, Betty   
Sent: Wednesday, December 26, 2012 10:56 AM 
To: Gaines, Robert; Wu, Ruby (Chi-Ann); Kwok, Lisa 
Cc: Nguyen, Sarah 
Subject: RE: ANDA 91624 APPROVAL - EXPEDITED REVIEW 
 
Good morning Bob, 
 
I have checked Drugs@FDA, USP, MedWatch, OB and DARRTS for updates.  No changes were found.  The labeling is current. 
 
Thanks, 
 
Betty 
 
 
_____________________________________________  
From:  Gaines, Robert   
Sent: Wednesday, December 26, 2012 10:29 AM 
To: Turner, Betty; Wu, Ruby (Chi-Ann) 
Cc: Nguyen, Sarah 
Subject: ANDA 91624 APPROVAL - EXPEDITED REVIEW 
 
Good morning Betty and Ruby. 
 
This one is ready for approval.  Please provide labeling endorsement.  Sarah is covering for me this week so I've cc'd her on the 
email.   
 
Thank you. 
Reference ID: 3288506



 

 

 
Bob 
 
 << File: 91624 label rev.pdf >>     << File: 91624.apltr.DOC >>  
 
Robert Gaines, PharmD  
 
 
 
3. Paragraph IV Evaluation                             PIV’s Only 

David Read            Date 12/27/12 
OGD Regulatory Counsel           InitialsSL 

Pre-MMA Language included     
Post-MMA Language Included     
Comments:Changes saved to the v drive. 
 

 
4. Quality Division Director /Deputy Director Evaluation      Date 12/28/12 

Chemistry Div. III (Sayeed) InitialsVAS 
Comments:cmc satisfactory.    
 
CMC recommendation for approval remains unchanged (e-mail from PM). RLWest 4/5/13. 
 

 
5. First Generic Evaluation                              First Generics Only 

Frank Holcombe           Date 4/5/13 
  Assoc. Dir. For Chemistry          Initials rlw/for     
  Comments: (First generic drug review) 
 N/A.  Multiple ANDAs have been approved for this drug product. 
 
 
OGD Office Management Evaluation  
 
6. Peter Rickman           Date 4/5/13 
  Director, DLPS           Initials rlw/for 

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No        
Comments: Bioequivalence studies (fasting and non-fasting) on the 80 mg tablet strength found acceptable. 
In-vitro dissolution testing for all 4 tablet strengths also found acceptable.  Waivers granted to the 10 mg, 20 mg 
and 40 mg strengths under 21 CFR 320.22(d)(2).  Bio study sites have acceptable OSI inspection histories. 
Office-level bio endorsed 4/19/11, 7/25/11, 11/30/11 and 5/22/12. 
 
Final-prinnted labeling (FPL) found acceptable for approval 11/30/12, as endorsed 3/27/13.  No REMS is required. 
 
CMC found acceptable for approval (Chemistry Review #6) 12/28/12. 
 
 
 
 
 
 
 
 
 
 
 
 
 Reference ID: 3288506



 

 

  
 
AND/OR 
 
7. Robert L. West           Date  4/5/13 

Deputy Director, OGD          Initials  RLWest 
      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: Acceptable EES dated 3/27/13 (Verified 4/5/13).  No "OAI" Alerts noted. 
 
       The applicant, Kudco Ireland Ltd., provided paragraph IV certifications to the '104, '156 and '971 patents, and was only 
       sued within the 45-day period on the '156 patent.  The litigation involving the '156 patent was subsequently dismissed. 
      There are no additional patents or exclusivity currently listed in the "Orange Book" for this drug product. 
 
       This ANDA is recommended for approval. 
 
 
8. OGD Director Evaluation 

Keith Webber            
Deputy Director, OPS           

Comments: RLWest for Kathleen Uhl, M.D., Acting director, Office of Generic Drugs 4/5/13. 
First Generic Approval        
PD or Clinical for BE       
Special Scientific or Reg.Issue  

 Press Release Acceptable  
  
 Comments:      
 
9. Project Manager 

Date 4/5/13 
Initials SN for BG 
 
Check Communication and Routing Summary into DARRTS 
 
 

Reference ID: 3288506
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From: Turner, Betty 
Sent: Tuesday, December 04, 2012 9:37 AM 
To: 'Kurt.Zimmer@ucb.com' 
Subject: ANDA 091624 Atorvastatin Calcium Tablets 
 
Attachments: emfinfo.txt 
Good morning Mr. Zimmer, 
  
The following are requested revisions from the review of your amendment dated November 21, 2012 for 
Atorvastatin Calcium Tablets 10 mg, 20 mg, 40 mg and 80 mg.  The revisions are "POST-APPROVAL" revisions 
and may be submitted in the next annual report. 
  
1.         CONTAINER: 10 mg and 20 mg, (1000’s) 

As agreed upon in the email correspondence from Mr. Kurt Zimmer to Betty Turner, dated 11/30/12, 
please make the following revisions:  

         

       Revise the “Distributed by” statement to read: 
Distributed by: 
Kremers Urban 
Pharmaceuticals Inc. 
Princeton, NJ 08540, USA 
  

In addition, please make the following revisions. 
  

 Revise the “*Each tablet contains…” statement to read “*Each film-coated tablet contains..."
 

2.         INSERT 
  

FULL PRESCRIBING INFORMATION 
A.  2.6 Dosage in Patients Taking Cyclosporine, Clarithromycin, Itraconazole, or Certain Protease 

Inhibitors-  
       Revise the fourth sentence to read “In patients taking the HIV protease inhibitor nelfinavir…” 
  

B.    7.1 Strong Inhibitors of CYP 3A4 
Combination of Protease Inhibitors 
       Revise the first sentence to read “Atorvastatin AUC was significantly…..protease inhibitors, 

as well as with the hepatitis C protease …” 
  
       Revise the second sentence to read “Therefore, in patients taking the “HIV protease inhibitor 

tipranavir plus…” 
  

Submit your revised labeling in the next annual report with all changes described in full. 
  
  
Regards, 
Betty 
  
Betty Turner, Pharm.D. 
Labeling Reviewer 
Office of Generic Drugs 

Page 1 of 3
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Food and Drug Administration 
7520 Standish Place 
Rockville, MD 20855 
tel: 240-276-8728 
betty.turner@fda.hhs.gov 
  
  
  
 

From: Kurt.Zimmer@ucb.com [mailto:Kurt.Zimmer@ucb.com]  
Sent: Friday, November 30, 2012 2:32 PM 
To: Turner, Betty 
Subject: RE: ANDA 091624 
 
Hi Betty, 
  
Yes, the labels submitted in the amendment dated 3/4/10 are the true color, size, and clarity.  Please let me 
know if you need anything else.  Have a wonderful weekend! 
  
Best regards, 
Kurt 
  

From: Turner, Betty [mailto:Betty.Turner@fda.hhs.gov]  
Sent: Friday, November 30, 2012 2:20 PM 
To: Zimmer Kurt 
Subject: RE: ANDA 091624 
  
Good afternoon Mr. Zimmer, 
  
Thanks for your quick response!   The labels for the 1000s count  were submitted in the amendment dated 
3/4/10.  Can you confirm that the labels are true to color, size and clarity? 
  
Thanks, 
  
Betty 
  
  
  

From: Kurt.Zimmer@ucb.com [mailto:Kurt.Zimmer@ucb.com]  
Sent: Friday, November 30, 2012 1:50 PM 
To: Turner, Betty 
Subject: ANDA 091624 

Good afternoon Ms. Turner, 
  
I received your message.  You are correct that in Sequence 0011, a statement that the 1000‐count bottles were 
not going to be marketed at the time of launch was included in 1.14.2.  Very recently, based on information 
obtained from our marketing and sales group, the decision was made by the applicant to launch with the 1000‐
count bottles for the 10 mg and 20 mg strengths.  Draft labeling was submitted for these two configurations and 
the only differences between the current Final Container Label and the Draft Container Label is the name 
change from Kremers Urban, LLC to Kremers Urban Pharmaceuticals Inc. and the removal of the    Is 

Page 2 of 3
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it acceptable to submit the 10 mg and 20 mg 1000‐count Final Container Labels along with the SPL within 14 
days post‐approval?  If you would like to discuss over the phone, feel free to call me at 812.523.5539. 
  
Best regards, 
  
Kurt Zimmer 
Regulatory Affairs Manager 
Kremers Urban Pharmaceuticals Inc. 
1101 C Ave West 
Seymour, IN 47274 
Tel: 812.523.5539 
Fax: 812.523.6889 
Email: kurt.zimmer@ucb.com 
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OFFICE OF GENERIC DRUGS EXPEDITED REVIEW REQUESTED 
 

ANDA#/SUPPLEMENT#: 091624 
DRUG: Atorvastatin Calcium Tablets, 
10 mg, 20 mg, 40 mg, and 80 mg  
  

APPLICANT: Kudco Ireland Limited 
DATE OF SUBMISSION:7/15/09

The Office of Generic Drugs may grant expedited review status to either an 
Original or Supplemental abbreviated new drug application for the following 
reasons (MaPP 5240.1,& MaPP 5240.3).  At least one of the criteria must be met 
to receive Expedited Review Status: 
 

1. PUBLIC HEALTH NEED. Events that affect the availability of a drug for 
which there is no alternative 

 
2. EXTRAORDINARY HARDSHIP ON THE APPLICANT. 

 
a) Catastrophic events such as explosion, fire storms damage. 
 
b) Events that could not have been reasonably foreseen and for which the 

applicant could not plan. Examples include: 
 

♦ Abrupt discontinuation of supply of active ingredient, 
packaging material, or container closure; and 

♦ Relocation of a facility or change in an existing facility 
because of a catastrophic event(see item 2.a) 

 
3. AGENCY NEED. 

a) Matters regarding the government's drug purchase program, upon 
request from the appropriate FDA office. 

b) Federal or state legal/regulatory actions, including mandated 
formation changes or labeling changes if it is in the Agency's best 
interest. 

c) Expiration-date extension or packaging change when the drug product 
is the subject of a government contract award. 

d) Request for approval of a strength that was previously tentatively 
approved (To be used in those cases where l8O-day generic drug 
exclusivity prevented full approval of all strengths). 

e) MaPP 5240.3 conditions.  
 

RECOMMENDATIONS: 
 

DISCIPLINE STATUS  SIGNATURE/DATE 

Team Project Manager Grant   Deny  RG 11/30/12 

(PM must Endorse)    

Chemistry Team Leader Grant  Deny        

(sign as needed)    

Micro Team Leader Grant  Deny        

(sign as needed)    

Labeling Team Leader Grant  Deny        

(sign as needed)   
 

Chem. Div./Deputy Grant  Deny        

Director     
(DO must Endorse)    
 Office Director/Deputy 
 Director (email 
concurrence) 
 (Original ANDAs) 

Grant  Deny  RLW/RG for 11/30/12 

 
RETURN TO PROJECT MANAGER CHEMISTRY TEAM: Team 34 
a) When expedited review is denied, notify the applicant by telephone 

 

ENTER FORM INTO DFS DATE  11/30/12 

Paste Email Copy Below:  
Reference ID: 3224966



 

  

From: West, Robert L  

Sent: Friday, November 30, 2012 2:36 PM 

To: Gaines, Robert 

Subject: RE: ANDA 091624 - Atorvastatin Tablets - Kremers --ANDA 91-226s/001 

Mylan 

Yes. 

  

Bob 

  

 

  

From: Gaines, Robert  

Sent: Friday, November 30, 2012 2:35 PM 

To: West, Robert L; Greenberg, Harvey A; Sears, Leigh Ann 

Cc: Rickman, William P 

Subject: RE: ANDA 091624 - Atorvastatin Tablets - Kremers --ANDA 91-226s/001 

Mylan 

Last question: Do we categorize it as drug shortage expedite? I'm asking 

because the points difference is significant. 

  

Thanks 

  

Bob 

 

  

From: West, Robert L  

Sent: Friday, November 30, 2012 2:34 PM 

To: Greenberg, Harvey A; Gaines, Robert; Sears, Leigh Ann 

Cc: Rickman, William P 

Subject: RE: ANDA 091624 - Atorvastatin Tablets - Kremers --ANDA 91-226s/001 

Mylan 

Absolutely.  Bob - Please do the paperwork for both and forward to me early 

next week.  Repeat for any other Atorvastatin ANDAs or supplements discovered 

by Harvey. 

  

Bob 

  

 

  

From: Greenberg, Harvey A  

Sent: Friday, November 30, 2012 2:30 PM 

To: West, Robert L; Gaines, Robert; Sears, Leigh Ann 

Cc: Rickman, William P 

Subject: RE: ANDA 091624 - Atorvastatin Tablets - Kremers --ANDA 91-226s/001 

Mylan 

Hello everyone, 

Couple things,  this is going to be a very big recall and does have the 

potential of a large shortage which we really do not want or need at this time.  

In addition, again Ranbaxy gives generics a bad name.   I believe we need to 

expedite the pending ANDA 91-624 by Kremer Urban to prevent the potential 

shortage.  Plus I have another firm requesting an expedite of their 

supplemental application 91-226/s-001 by Mylan to provide a bigger supply.   

Plus I believe we will have more companies requesting help.  So at this time-- 

Bob West do you concur that we expedite the current ANDA 91-624 and ANDA 91-

226/S-001--Thanks Harvey  

  

From: West, Robert L  

Sent: Friday, November 30, 2012 12:20 PM 

Reference ID: 3224966



To: Gaines, Robert; Sears, Leigh Ann 

Cc: Greenberg, Harvey A; Rickman, William P 

Subject: FW: ANDA 091624 - Atorvastatin Tablets - Kremers -  

Bob: 

  

I'm forwarding this message to you for follow up.  I'll be out of the office 

next week.  I've also included Harvey on this message for potential drug 

shortage input. 

  

Thanks, 

  

Bob 

  

  

  

 

  

From: Kurt.Zimmer@ucb.com [mailto:Kurt.Zimmer@ucb.com]  

Sent: Friday, November 30, 2012 8:51 AM 

To: West, Robert L 

Subject: ANDA 091624 

Good morning Bob, 

 

I have left a couple messages for Bob Gaines but have not heard back to date 

and I believe he works from home on Fridays.  I realize it has only been a few 

days since the initial message, but as you can imagine, this is extremely high 

on the Kremers Urban priority list.  The content of the messages were to 

inquire about an approximate review/approval timeline and confirmation of 

expedited review for ANDA 091624, Atorvastatin Calcium Tablets. 

 

A brief background, Kremers Urban (KU) submitted electronically November 21 the 

responses to the Complete Response letter.  KU was notified the DMF holder,  

, responded November 27 to a deficiency they had 

received.   

 

As a result of the recent Ranbaxy recall, Kremers Urban believes a shortage of 

product will occur as early as end of business today, as Ranbaxy has 

approximately  of the market share.  If there is any additional information 

and/or review timeline you can provide, it would be greatly appreciated.  If 

you have any questions, my contact information is below.  Thank you for your 

time.  

 

Best regards, 

 

Kurt Zimmer 

Regulatory Affairs Manager 

Kremers Urban Pharmaceuticals Inc. 

1101 C Ave West 

Seymour, IN 47274 

Tel: 812.523.5539 

Fax: 812.523.6889 

Email: kurt.zimmer@ucb.com 

 

Reference ID: 3224966
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   Kremers Urban Pharmaceuticals Inc. 
   1101 “C” Avenue West 
   Seymour, Indiana 47274 
   (812) 523-3457 (Telephone) 
   (800) 457-9856 (Toll Free) 
   (812) 523-1887 (Fax) 
 

Dr. Gregory Geba, Director        November 21, 2012 
Office of Generic Drugs 
Document Control Room 
7620 Standish Place 
Rockville, MD 20855 
 
 
RE:  ANDA 091624 
 Atorvastatin Calcium Tablets 10 mg, 20 mg, 40 mg and 80 mg  
 

0015: RESUBMISSION / AFTER ACTION – MINOR AMENDMENT 
COMPLETE RESPONSE AMENDMENT 

 
 

Dear Dr. Geba:  
 
Reference is made to ANDA 091624, which was submitted through the ESG on July 16, 2009.  
Reference is also made to Complete Response dated November 9, 2012.  A copy of the letter is 
included for reference (complete-response-letter).  On behalf of Kudco Ireland Limited, Kremers 
Urban Pharmaceuticals Inc. (KU), the U.S. Agent, submits this full and complete response to the 
Complete Response (response-to-complete-response-0015).  Please note this application has been 
granted priority review following a February 1, 2012 telephone call with Martin Shimer as a 
settlement agreement has been reached and was submitted to the application in Amendment 0009. 
 
The following review disciplines have been addressed in this response: 

 Chemistry – Responses to deficiencies, including updated sections where appropriate. 
 Labeling – Acknowledgment and updated labeling based on recent RLD changes. 
 Bioequivalence – Acknowledgment of dissolution testing as recommended by FDA. 

 
This submission is being sent in electronic format via the FDA Electronic Submissions Gateway.  
The size of this submission is approximately 30 MB.  The applicant certifies that this submission is 
virus free as tested by Norton’s Internet Security version 20.2.0.19 (Virus Definition Date: 
11/21/2012). 
 
If there are any questions regarding this submission, please contact Kurt Zimmer, Regulatory 
Affairs Manager, KU, who may be contacted at 812-523-5539 (phone), 812-523-6889 (fax), or by 
email at kurt.zimmer@ucb.com. 
 
Sincerely,  
 
 
 
Kurt Zimmer 
Regulatory Affairs Manager 
Kremers Urban Pharmaceuticals Inc.  
  



    

 
 
 
   Kremers Urban Pharmaceuticals Inc. 
   1101 “C” Avenue West 
   Seymour, Indiana 47274 
   (812) 523-3457 (Telephone) 
   (800) 457-9856 (Toll Free) 
   (812) 523-1887 (Fax) 
 

 
Dr. Gregory Geba, Director             September 7, 2012 
Office of Generic Drugs 
Document Control Room 
7620 Standish Place 
Rockville, MD 20855 
 
 
RE:  ANDA 091624 
 Atorvastatin Calcium Tablets 10 mg, 20 mg, 40 mg and 80 mg  
 

0014: Quality Minor Amendment – Response to Information Request 
 
 

Dear Dr. Geba:  
 
Reference is made to ANDA 091624, which was submitted through the ESG on July 16, 2009.  
Reference is also made to Quality Deficiency – Minor dated June 8, 2012.  A copy of the 
deficiency is included for reference (quality-deficiency-minor-06-08-2012).  On behalf of Kudco 
Ireland Limited, Kremers Urban Pharmaceuticals Inc. (KU), the U.S. Agent, submits this full and 
complete response to the Quality Deficiency (minor-deficiency-response-0014).  Please note this 
application has been granted priority review following a February 1, 2012 telephone call with 
Martin Shimer as a settlement agreement has been reached and was submitted to the application 
in Amendment 0009. 
 
This submission is being sent in electronic format via the FDA Electronic Submissions Gateway.  
The size of this submission is approximately 38 MB.  The applicant certifies that this submission is 
virus free as tested by Norton’s Internet Security version 19.8.14.0 (Virus Definition Date: 
9/7/2012). 
 
If there are any questions regarding this submission, please contact Kurt Zimmer, Regulatory 
Affairs Manager, KU, who may be contacted at 812-523-5539 (phone), 812-523-6889 (fax), or by 
email at kurt.zimmer@ucb.com. 
 
 
Sincerely,  
 
 
 
Kurt Zimmer 
Regulatory Affairs Manager 
Kremers Urban Pharmaceuticals Inc.  
  



 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

 

ANDA See Attached 
 
    
Date: 8/20/2012 
 
Attention:   
Department of Regulatory Affairs 
KUDCO IRELAND  C/O KREMERS URBAN LLC 
1101 C AVE WEST 
SEYMOUR, IN 47274 
 
RE: Request to Withdraw Applications from the Generic Drug Backlog to Avoid Incurring 
Backlog Fee  
 
Dear Sir or Madam: 
 
This letter is in reference to your Abbreviated New Drug Applications (ANDAs), included in the 
attached list, submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act. 
 
The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 112-144, Title III), 
enacted on July 9, 2012, establish a one-time backlog fee for any ANDA that is pending at the 
US Food and Drug Administration (FDA) on October 1, 2012 and has not received a tentative 
approval.  
 
FDA is issuing this letter to encourage applicants who have pending ANDAs for which the 
applicants no longer wish to seek approval to notify FDA of the request to withdraw those 
ANDAs (see Federal Register Notice Docket Number FDA-2012-N-0879).   Requests for 
withdrawal should be submitted in writing individually for each ANDA as a “Request for 
Withdrawal” to the affected ANDA. A decision to withdraw the ANDA is without prejudice to 
refiling.  
 
Any ANDA that is not withdrawn by September 28, 2012 will incur the obligation to pay the 
backlog fee. Payment of backlog fees will be due no later than 30 calendar days after publication 
in the Federal Register of a notice (to be issued by October 31, 2012) announcing the amount of 
the backlog fee.  Applicants with original ANDAs that fail to pay the backlog fee by the due date 
will be placed on a publicly available arrears list, and FDA will not receive new ANDAs or 
supplements submitted by those applicants, or any affiliates of those applicants, until the 
outstanding fee is paid. 
 
To avoid incurring the backlog fee for an application, you, the applicant, must submit a request 
to withdraw the application and that request must be received by the FDA on or before 
September 28, 2012.  However, to expedite this process, you are encouraged to submit the 
request by September 15, 2012. 
 
 
 
 

Reference ID: 3177399



 

 

 
You should submit the request to withdraw your applications by standard application submission 
methods.  If an application was submitted via the FDA electronic gateway, a request for 
withdrawal should be submitted to the application via the gateway.  Alternatively, you should 
send written notification to the ANDA archival file at the following address:  Office of Generic 
Drugs, Center for Drug Evaluation and Research, Food and Drug Administration, Document 
Control Room, Metro Park North VII, 7620 Standish Pl., Rockville, MD  20855. 
 
In addition, please provide electronic confirmation of all ANDAs you wish to withdraw by 
sending an email to OGDGDUFA@fda.hhs.gov within the timeframe specified above.   
 
For your convenience, a list of pending ANDAs for which we have identified you as the 
applicant is attached.  However, this list may be incomplete. Therefore, it is important to 
note that the absence of an ANDA from this list does not exempt that ANDA from 
incurring a backlog fee. Please verify the list for completeness of all ANDAs you have 
submitted. Discrepancies should be reported to the email address noted above. 
 
The GDUFA statute exempts only generic Positron Emission Tomography (PET) products from 
the user fees. There are no additional exemptions or waivers for GDUFA fees beyond those in 
the statute.  
 
If you have questions regarding this communication, contact Thomas Hinchliffe at 
OGDGDUFA@fda.hhs.gov.   
 
Please direct general GDUFA questions to ASKGDUFA@fda.hhs.gov.  
 
 
       
   
 
                  
                        Sincerely, 
 
 
 

 
{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 

 
CC: Attached List of ANDAs 

Reference ID: 3177399



 

 

PENDING ANDAs  
(List produced as of 8/20/2012) 

 
 
ANDA #  Drug Name     
 91624          ATORVASTATIN CALCIUM 
 91695          METHYLPHENIDATE HYDROCHLORIDE 
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Minutes of June 18, 2012 Telecom           
Page 3 
 

 
Deficiency Point 3: 

 
OGD does not require compliance with pending USP monographs, but it is in the best interest of 
the applicant to try these methods and correspond with USP regarding any issues. 
 
The drug substance DMF review may require further clarification from  regarding the 
purity of their  but it is most likely not a request that will hold up the approval. 
 
Dr. Sayeed stated to contact Laxma Nagavelli if KU had additional questions.  KU thanked the 
team from OGD for taking the time to discuss and assist with understanding what is requested of 
KU. 

Reference ID: 3150815
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QUALITY DEFICIENCY - MINOR 
 
ANDA  091624 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 
 

 
TO:  KUDCO Ireland Limited   
 
ATTN:  Elaine Siefert 
 
FROM:  Leigh Ann Sears 

TEL: 812-523-5539 
 
FAX: 812-523-6889 
 
FDA CONTACT PHONE: (240) 276-8453 

 
Dear Madam: 
 
This facsimile is in reference to your abbreviated new drug application dated July 15, 2009, submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Atorvastatin Tablets, 10 mg, 20 mg, 40 mg, and 80 mg.  
 
Reference is also made to your amendment dated June 4, 2012. 
 
The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached 2   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 / RESPONSE TO 
INFORMATION REQUEST 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 01-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: 3142751



 
CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA:  091624   APPLICANT:  KUDCO Ireland Limited 
 
DRUG PRODUCT:  Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg. 
 
A. The deficiencies presented below represent Minor deficiencies: 
 

4. Please submit a complete response with all the requested information. Facsimiles or partial 
replies will not be considered for review, nor will the review clock be reactivated until all 
deficiencies have been adequately addressed. 

 
 

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 

Reference ID: 3142751
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   Kremers Urban Pharmaceuticals Inc. 
   1101 “C” Avenue West 
   Seymour, Indiana 47274 
   (812) 523-3457 (Telephone) 
   (800) 457-9856 (Toll Free) 
   (812) 523-1887 (Fax) 
 

 
Dr. Keith Webber, Acting Director     June 4, 2012 
Office of Generic Drugs 
Document Control Room 
7620 Standish Place 
Rockville, MD 20855 
 
 
RE:  ANDA 091624 
 Atorvastatin Calcium Tablets 10 mg, 20 mg, 40 mg and 80 mg  
 

0013: Quality Minor Amendment  – Response to Information Request 
 
 

Dear Dr. Webber:  
 
Reference is made to ANDA 091624, which was submitted through the ESG on July 16, 2009.  
Reference is also made to Quality Deficiency – Minor dated May 31, 2012.  A copy of the 
deficiency is included for reference (quality-deficiency-minor-05-31-2012).  On behalf of Kudco 
Ireland Limited, Kremers Urban Pharmaceuticals Inc. (KU), the U.S. Agent, submits this full and 
complete response to the Quality Deficiency (minor-deficiency-response).  Please note this 
application has been granted priority review following a February 1, 2012 telephone call with 
Martin Shimer as a settlement agreement has been reached and was submitted to the application 
in Amendment 0009. 
 
This submission is being sent in electronic format via the FDA Electronic Submissions Gateway.  
The size of this submission is approximately 6 MB.  The applicant certifies that this submission is 
virus free as tested by Norton’s Internet Security version 19.7.1.5 (Virus Definition Date: 
6/4/2012). 
 
If there are any questions regarding this submission, please contact Kurt Zimmer, Regulatory 
Affairs Manager, KU, who may be contacted at 812-523-5539 (phone), 812-523-6889 (fax), or by 
email at kurt.zimmer@ucb.com. 
 
 
Sincerely,  
 
 
 
Kurt Zimmer 
Regulatory Affairs Manager 
Kremers Urban Pharmaceuticals Inc.  
  



QUALITY DEFICIENCY - MINOR 
 
ANDA  091624 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 
 

 
TO:  Kremers Urban LLC   
AGENT FOR: KUDCO Ireland Limited 
 
ATTN:  Kurt  Zimmer 
 
FROM:  Leigh Ann Sears 

TEL: (812) 523-5539 
 
FAX: (812) 523-6889 
 
FDA CONTACT PHONE: (240) 276-8453 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated July 15, 2009, submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg, and 80 mg.  
 
The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached 2   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 / RESPONSE TO 
INFORMATION REQUEST 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 01-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: 3138693



 
CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA:  091624   APPLICANT:  KUDCO Ireland Limited 
 
DRUG PRODUCT:  Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg. 
 
A. The deficiencies presented below represent Minor deficiencies: 
 

 
4. Please provide all available long term 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 
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OFFICE OF GENERIC DRUGS EXPEDITED REVIEW REQUESTED 
 

ANDA#/SUPPLEMENT#: 091624 
DRUG: Atorvastatin   
  

APPLICANT: Kudco Ireland Ltd. 
DATE OF SUBMISSION:7/15/09

The Office of Generic Drugs may grant expedited review status to either an 
Original or Supplemental abbreviated new drug application for the following 
reasons (MaPP 5240.1,& MaPP 5240.3).  At least one of the criteria must be met 
to receive Expedited Review Status: 
 

1. PUBLIC HEALTH NEED. Events that affect the availability of a drug for 
which there is no alternative 

 
2. EXTRAORDINARY HARDSHIP ON THE APPLICANT. 

 
a) Catastrophic events such as explosion, fire storms damage. 
 
b) Events that could not have been reasonably foreseen and for which the 

applicant could not plan. Examples include: 
 

♦ Abrupt discontinuation of supply of active ingredient, 
packaging material, or container closure; and 

♦ Relocation of a facility or change in an existing facility 
because of a catastrophic event(see item 2.a) 

 
3. AGENCY NEED. 

a) Matters regarding the government's drug purchase program, upon 
request from the appropriate FDA office. 

b) Federal or state legal/regulatory actions, including mandated 
formation changes or labeling changes if it is in the Agency's best 
interest. 

c) Expiration-date extension or packaging change when the drug product 
is the subject of a government contract award. 

d) Request for approval of a strength that was previously tentatively 
approved (To be used in those cases where l8O-day generic drug 
exclusivity prevented full approval of all strengths). 

e) MaPP 5240.3 conditions.  
 

RECOMMENDATIONS: 
 

DISCIPLINE STATUS  SIGNATURE/DATE 

Team Project Manager Grant   Deny  RG 5/23/12 

(PM must Endorse)    

Chemistry Team Leader Grant  Deny        

(sign as needed)    

Micro Team Leader Grant  Deny        

(sign as needed)    

Labeling Team Leader Grant  Deny        

(sign as needed)   
 

Chem. Div./Deputy Grant  Deny        

Director     
(DO must Endorse)    
 Office Director/Deputy 
 Director (email 
concurrence) 
 (Original ANDAs) 

Grant  Deny  RLW 5/23/12 

 
RETURN TO PROJECT MANAGER CHEMISTRY TEAM: Team 34 
a) When expedited review is denied, notify the applicant by telephone 

 

ENTER FORM INTO DFS DATE  5/23/12 

Paste Email Copy Below:  
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_____________________________________________  

From:  West, Robert L   

Sent: Wednesday, May 23, 2012 1:21 PM 

To: Gaines, Robert; Li, Haitao 

Cc: Nagavelli, Laxma; Sears, Leigh Ann 

Subject: RE: UPDATE: ATORVASTATIN - KUDCO 91-624 

Importance: High 

 

With this e-mail, please consider Kudco's ANDA 91-624 to have "expedited 

review" status.  Under the current circumstances, we should try to get it 

approved next Tuesday if possible. 

 

Bob or Leigh Ann will forward the formal request to me in DARRTS and I will 

sign it.  For now, consider this e-mail the authorization. 

 

Thank you, 

 

Bob 

 

 

_____________________________________________  

From:  Gaines, Robert   

Sent: Wednesday, May 23, 2012 11:53 AM 

To: West, Robert L 

Subject: FW: UPDATE: ATORVASTATIN 

Importance: High 

 

Hi Bob. 

 

Is there any chance we can make this expedited?  Please see below email. 

 

Thanks 

 

Bob G 

 

______________________________________________  

From:  Li, Haitao   

Sent: Tuesday, May 22, 2012 2:00 PM 

To: Gaines, Robert; Nagavelli, Laxma 

Cc: Sears, Leigh Ann 

Subject: RE: UPDATE: ATORVASTATIN 

 

If this DP is not expedited, there is no way I can do it, because I have other 

DP that have higher score.  

 

If it is expedited, it's another story. 

 

_____________________________________________  

From:  Gaines, Robert   

Sent: Tuesday, May 22, 2012 1:57 PM 

To: Nagavelli, Laxma; Li, Haitao 

Cc: Sears, Leigh Ann 

Subject: UPDATE: ATORVASTATIN 

Importance: High 

 

Haitao and Laxma, 

 

I hate to do this but the OSI inspection for Bio just came back and the bio 

just became adequate for this application today.  I think I previously was not 

expecting this one to be on pace for approval.  But if at all possible, could 
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this one be looked at?  I really apologize for this last minute but DBE was not 

in touch with me at all about this. 

 

Thanks 

 

Bob 

 

_____________________________________________  

From:  Nagavelli, Laxma   

Sent: Wednesday, May 16, 2012 7:41 AM 

To: Li, Haitao; Gaines, Robert 

Subject: RE: ATORVASTATIN 

 

Haitao, 

 

If ANDA 91624 looks like an approval product, then please do review it to get 

it done by 5/29/2012. 

 

For ANDA 78773,  please include the AM info in the addendum.  There is no need 

to create a cycle. 

 

Thanks, 

Laxma 

 

_____________________________________________  

From:  Li, Haitao   

Sent: Tuesday, May 15, 2012 8:42 AM 

To: Gaines, Robert 

Cc: Nagavelli, Laxma 

Subject: RE: ATORVASTATIN 

 

Bob, 

 

What's the status of 91624? If this application is not going to be expedited, I 

can not work on it because of its low score in my queue. 

 

ANDA 78773 has an AM that need to be reviewed, it should be OK. This ANDA has 

been TA-ed, when I review this new AM, should I open a new cycle, or just 

create an addendum? 

 

ANDA 91226 has been TA-ed and I did not see any AM. So I guess it will be Ok. 

 

Hope this helps. 

 

Haitao 

 

_____________________________________________  

From:  Gaines, Robert   

Sent: Tuesday, May 15, 2012 8:36 AM 

To: Sears, Leigh Ann; Nagavelli, Laxma; Patankar, Suhas; Samy, Raghu; Vera, 

Matthew; Li, Haitao 

Cc: Sayeed, Vilayat A 

Subject: ATORVASTATIN 

Importance: High 

 

Good morning review team. 

 

Please provide updates on the review status of all Atorvastin CMC and DMF 

reviews.  Also please indicate whether they appear to be adequate or will be 

deficient.  I am creating approval packets and approval letters for all 
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applications.  The approval date for this product is 5/29/12 and it would be 

desirable to have the CMC wrapped up as soon as possible.  You can reply 

directly to me with any updates you may have regarding any of the projects.  

I've attached a spreadsheet with the ANDA numbers and their current review 

status.  Those highlighted in green are the ones that are most likely to make 

the deadline.   

 

Thank you. 

 

Bob 

 

 << File: Atorvastatin.xls >>  

 

Robert Gaines, PharmD  

LCDR, United States Public Health Service  

Product Quality Regulatory Project Manager 

Office of Generic Drugs  

Food and Drug Administration  

7500 Standish Place Room E145  

Rockville, MD 20855  

Phone: 240-276-8495  

Fax: 240-276-8474  
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ROBERT T GAINES
05/23/2012

ROBERT L WEST
05/23/2012
Deputy Director, Office of Generic Drugs

Reference ID: 3135253



    

 
 
 
   Kremers Urban Pharmaceuticals Inc. 
   1101 “C” Avenue West 
   Seymour, Indiana 47274 
   (812) 523-3457 (Telephone) 
   (800) 457-9856 (Toll Free) 
   (812) 523-1887 (Fax) 
 

 
Dr. Keith Webber, Acting Director     May 9, 2012 
Office of Generic Drugs 
Document Control Room 
7620 Standish Place 
Rockville, MD 20855 
 
 
RE:  ANDA 091624 
 Atorvastatin Calcium Tablets 10 mg, 20 mg, 40 mg and 80 mg  
 

0012: Quality Minor Amendment  – Response to Information Request 
 
 

Dear Dr. Webber:  
 
Reference is made to ANDA 091624, which was submitted through the ESG on July 16, 2009.  
Reference is also made to Quality Deficiency – Minor dated April 24, 2012.  A copy of the 
deficiency is included for reference (quality-deficiency-minor-04-24-2012.pdf).  On behalf of 
Kudco Ireland Limited, Kremers Urban Pharmaceuticals Inc. (KU), the U.S. Agent, submits this 
amendment in response to the Quality Deficiency.  Please note this application has been granted 
priority review following a February 1, 2012 telephone call with Martin Shimer as a settlement 
agreement has been reached and was submitted to the application in Amendment 0009. 
 
This submission is being sent in electronic format via the FDA Electronic Submissions Gateway.  
The size of this submission is approximately 3.0 MB.  The applicant certifies that this submission 
is virus free as tested by Norton’s Internet Security version 19.7.0.9 (Virus Definition Date: 
5/9/2012). 
 
If there are any questions regarding this submission, please contact Kurt Zimmer, Regulatory 
Affairs Manager, KU, who may be contacted at 812-523-5539 (phone), 812-523-6889 (fax), or by 
email at kurt.zimmer@ucb.com. 
 
 
Sincerely,  
 
 
 
Kurt Zimmer 
Regulatory Affairs Manager 
Kremers Urban Pharmaceuticals Inc.  
  



    

 
 
 
   Kremers Urban Pharmaceuticals Inc. 
   1101 “C” Avenue West 
   Seymour, Indiana 47274 
   (812) 523-3457 (Telephone) 
   (800) 457-9856 (Toll Free) 
   (812) 523-1887 (Fax) 
 

 
Dr. Keith Webber, Acting Director     April 24, 2012 
Office of Generic Drugs 
Document Control Room 
7620 Standish Place 
Rockville, MD 20855 
 
 
RE:  ANDA 091624 
 Atorvastatin Calcium Tablets 10 mg, 20 mg, 40 mg and 80 mg  
 

0011: Response to Labeling Comments 
 
 
 

Dear Dr. Webber:  
 
Reference is made to ANDA 091624, which was submitted through the ESG on July 16, 2009.  
Reference is also made to Labeling Comments dated April 16, 2012.  A copy of the labeling 
comments is included for reference (labeling-comments-04-2012.pdf).  On behalf of Kudco 
Ireland Limited, Kremers Urban Pharmaceuticals Inc. (KU), the U.S. Agent, submits this 
amendment in response to the Labeling Comments.  Please note this application has been granted 
priority review following a February 1, 2012 telephone call with Martin Shimer as a settlement 
agreement has been reached and was submitted to the application in Amendment 0009. 
 
The applicant commits to submitting labeling in SPL format within 14 business days of approval 
of the application. 
 
This submission is being sent in electronic format via the FDA Electronic Submissions Gateway.  
The size of this submission is approximately 9 MB.  The applicant certifies that this submission 
is virus free as tested by Norton’s Internet Security version 19.6.2.10 (Virus Definition Date: 
4/24/2012). 
 
If there are any questions regarding this submission, please contact Kurt Zimmer, Regulatory 
Affairs Manager, KU, who may be contacted at 812-523-5539 (phone), 812-523-6889 (fax), or by 
email at kurt.zimmer@ucb.com. 
 
 
Sincerely,  
 
 
 
Kurt Zimmer 
Regulatory Affairs Manager 
Kremers Urban Pharmaceuticals Inc.  
  



QUALITY DEFICIENCY - MINOR 
 
ANDA  091624 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 
 

 
TO:  KUDCO Ireland Limited   
U.S. Agent: Kremers Urban LLC 
 
ATTN:  Kurt  Zimmer 
 
FROM:  Leigh Ann Sears 

TEL: (812) 523-5539 
 
FAX: (812) 523-6889 
 
FDA CONTACT PHONE: (240) 276-8453 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated July 15, 2009, submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg, and 80 mg.  
 
Reference is also made to your amendments dated January 12, and August 18, 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 3   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 / RESPONSE TO 
INFORMATION REQUEST 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 01-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.
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CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA:  091624    APPLICANT:  KUDCO Ireland Limited 
 
DRUG PRODUCT:  Atorvastatin Calcium Tablets, 10 mg, 20 mg,  
   40 mg, and 80 mg. 
 
A. The deficiencies presented below represent MINOR 
deficiencies: 

Reference ID: 3120968

(b) (4)



 
B. Please acknowledge and respond to the following comments: 

 
1. Please provide all available long term 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 
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signature.
---------------------------------------------------------------------------------------------------------
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LEIGH A SEARS
04/24/2012

LAXMA R NAGAVELLI
04/24/2012
Signed for Vilayat A Sayeed, PhD
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REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
 
ANDA Number:  091624     Date of Submission: March 26, 2012   
       
Applicant's Name:  KUDCO Ireland Limited 
 
Established Name:  Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg 
____________________________________________________________________________________ 
Labeling Deficiencies: 
 
A. CONTAINER:   
 
 Revise “*Each tablet contains…” statement to read “*Each film-coated tablet contains…” 
 
B. INSERT: 
 

1. HIGHLIGHTS, WARNINGS AND PRECAUTIONS: second paragraph, revise the second 
sentence to read “Check liver enzyme tests before initiating therapy……”  

 
2.  FULL PRESCRIBING INFORMATION: CONTENTS*: 
 

i. Revise subtitle 2.1 and 2.2 to read as follows: 
 

 2.1 Hyperlipidemia  
2.2 Heterozygous Familial Hypercholesterolemia in Pediatric Patients  
 

ii. Under subtitle 4.1 revise “Elevations in” to read “Elevations of” 
 
iii. Revise subtitles 14.1, 14.2 and 14.3 to read as follows: 
 

14.1 Prevention of Cardiovascular Disease  
14.2 Hyperlipidemia and Mixed Dyslipidemia  
14.3 Hypertriglyceridemia 

 
3. FULL PRESCRIBING INFORMATION:  
 

i. GENERAL COMMENT- Please note that USAN names are common nouns and should be 
treated as such in the text of labeling (i.e., lower case).  Upper case may be used when the 
USAN name stands alone on labels or in the title of the package insert. 

 
ii. 4 CONTRAINDICATIONS 
  a. Revise 4.1 to read as follows. 
 

4.1 Active liver disease, which may include unexplained persistent elevations in hepatic 
transaminase levels 

 
b. Revise 4.2 to read as follows. 
 

4.2 Hypersensitivity to any component of this medication 
 
iii. 16 HOW SUPPLIED 

Add “Atorvastatin Calcium Tablets are supplied as white, round, film-coated tablets of 
atorvastatin calcium containing 10, 20, 40 and 80 mg atorvastatin.” 

Reference ID: 3116637



 
Submit revised insert 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://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
 
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. 
 
 
 
 
 

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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   Kremers Urban Pharmaceuticals Inc. 
   1101 “C” Avenue West 
   Seymour, Indiana 47274 
   (812) 523-3457 (Telephone) 
   (800) 457-9856 (Toll Free) 
   (812) 523-1887 (Fax) 
 

 
Dr. Keith Webber, Acting Director     March 26, 2012 
Office of Generic Drugs 
Document Control Room 
7620 Standish Place 
Rockville, MD 20855 
 
 
RE:  ANDA 091624 
 Atorvastatin Calcium Tablets 10 mg, 20 mg, 40 mg and 80 mg  
 

0010: Gratuitous Amendment - Labeling Update to Match RLD Changes 
 
 
 

Dear Dr. Webber:  
 
Reference is made to ANDA 091624, which was submitted through the ESG on July 16, 2009.  
On behalf of Kudco Ireland Limited, Kremers Urban Pharmaceuticals Inc. (KU), the U.S. Agent, 
submits this amendment to match recent updates to the RLD labeling as discussed in a March 5, 
2012 telephone call with Leigh Ann Sears, Project Manager, OGD.  Please note this application 
has been granted priority review following a February 1, 2012 telephone call with Martin Shimer 
II as a settlement agreement has been reached and was submitted to the application in 
Amendment 0009. 
 
This submission is being sent in electronic format via the FDA Electronic Submissions Gateway.  
The size of this submission is approximately 11 MB.  The applicant certifies that this submission 
is virus free as tested by Norton’s Internet Security version 19.6.2.10 (Virus Definition Date: 
3/26/2012). 
 
If there are any questions regarding this submission, please contact Kurt Zimmer, Regulatory 
Affairs Manager, KU, who may be contacted at 812-523-5539 (phone), 812-523-6889 (fax), or by 
email at kurt.zimmer@ucb.com. 
 
 
Sincerely,  
 
 
 
Kurt Zimmer 
Regulatory Affairs Manager 
Kremers Urban Pharmaceuticals Inc.  
  



    

 
 
 
   Kremers Urban Pharmaceuticals Inc. 
   1101 “C” Avenue West 
   Seymour, Indiana 47274 
   (812) 523-3457 (Telephone) 
   (800) 457-9856 (Toll Free) 
   (812) 523-1887 (Fax) 
 

Dr. Keith Webber, Acting Director     November 22, 2011 
Office of Generic Drugs 
Document Control Room 
7620 Standish Place 
Rockville, MD 20855 
 
RE:  ANDA 091624 
 Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg  
 

0009: PATENT AMENDMENT 
 
 

Dear Dr. Webber:  
 
Reference is made to the ANDA 091624, which was submitted through the ESG on July 16, 
2009.  On behalf of Kudco Ireland Limited (Kudco), Kremers Urban Pharmaceuticals Inc. (KU), 
the U.S. Agent, submits this patent amendment to notify the Agency of a Settlement Agreement 
between the common parties of Pfizer Inc., Pfizer Ireland Pharmaceuticals, Warner-Lambert 
Company, and Warner-Lambert Company LLC, and the common parties of Kremers Urban 
LLC., Kudco Ireland LTD., and Kremers Urban Pharmaceuticals Inc.  A copy of the agreement is 
supplied for reference.  Additionally, a copy of the Order of Dismissal is included herein. 
 
All of the information contained herein is privileged and confidential.  Under no condition is the 
disclosure of any portion of the attached materials to any person or entity other than the Food and 
Drug Administration authorized without prior consent of the applicant. 
 
This submission is being sent in electronic format via the FDA Electronic Submissions Gateway.  
The size of this submission is approximately 2 MB.  The applicant certifies that this submission is 
virus free as tested by Norton’s Internet Security version 19.2.0.10 (Virus Definition Date: 
11/22/2011). 
 
If there are any questions regarding this submission, please contact Kurt Zimmer, Regulatory 
Affairs Manager, KU, who may be contacted at 812-523-5539 (phone), 812-523-6889 (fax), or by 
email at kurt.zimmer@ucb.com. 
 
 
Sincerely,  
 
 
Kurt Zimmer 
Regulatory Affairs Manager 
Kremers Urban Pharmaceuticals Inc.  
  



   Kremers Urban Pharmaceuticals Inc. 
   1101 “ C” Avenue West 
   Seymour, Indiana 47274 
   (812) 523-3457 (Telephone) 
   (800) 457-9856 (Toll Free) 
   (812) 523-1887 (Fax) 

Dr. Keith Webber, Acting Director     October 31, 2011 
Office of Generic Drugs 
Document Control Room 
7620 Standish Place 
Rockville, MD 20855 

ANDA 091624: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg, and 80 mg 

Amendment 0008: BIOEQUIVALENCE RESPONSE TO INFORMATION REQUEST

Dear Dr. Webber: 

Reference is made to ANDA 091624 for Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg, and 
80 mg submitted July 16, 2009.  Reference is also made to a facsimile entitled Bioequivalence
Amendment, received from Nam Chun on July 28, 2011 (dated July 27, 2011) containing 
bioequivalency deficiencies identified during the review of Amendment 0006, dated June 27, 
2011.  Kremers Urban Pharmaceuticals Inc., on behalf of the applicant, herein provides full and 
complete responses to the Deficiency Letter.

This submission is being sent in electronic format via the FDA Electronic Submissions Gateway.  
The size of this submission is approximately 12 MB.  All files were checked and verified to be 
free of viruses using ESET NOD32 Antivirus; the virus signature database and virus definition 
files are updated on a daily basis. 

If there are any questions regarding this submission, please contact Kurt Zimmer, Manager, 
Regulatory Affairs, Kremers Urban Pharmaceuticals Inc., by phone (812.523.5539), fax 
(812.523.6889), or email (kurt.zimmer@ucb.com). 

Sincerely, 

Kurt Zimmer 
Manager, Regulatory Affairs  

Zimmer Kurt Digitally signed by Zimmer Kurt 
DN: cn=Zimmer Kurt, email=Kurt.Zimmer@ucb.com 
Reason: I am the author of this document 
Date: 2011.10.26 14:40:32 -04'00'





BIOEQUIVALENCE AMENDMENT 
 
ANDA  091624 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Pl. 
Rockville, MD  20855-2810   
  
APPLICANT: KUDCO Ireland Limited 
 
ATTN: Elaine Siefert 
 
FROM: Nam J. Chun 

TEL: (812) 523-5544 
 
FAX: (812) 523-6889 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalence data submitted on July 15, 2009, pursuant to Section 505(j) of the Federal Food, Drug, 
and Cosmetic Act for Atorvastatin Tablets, 10 mg, 20 mg, 40 mg, and 80 mg.  
 
Reference is also made to your amendment dated June 27, 2011. 
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified deficiencies which are 
presented on the attached 4  pages.  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 is: 
 

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

7620 Standish Place 
Rockville, Maryland 20855-2810 

 
ANDAs 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/ 
 
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 
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BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 091624 

APPLICANT: KUDCO Ireland Limited 

DRUG PRODUCT: Atorvastatin Calcium Tablets,  
10 mg, 20 mg, 40 mg, and 80 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review and has identified the following deficiencies: 
 
On 27 June 2011, you submitted an amendment to address the 
deficiencies communicated in the DBE letter dated 25 April 
2011.  Regarding the objectionable finding identified by 
the Division of Scientific Investigations (DSI) related to 
the analytical site’s manual reintegration practice, you 
provided justification for the manual reintegration of the 
study samples in your bioequivalence studies.  The DBE has 
reviewed your response and found that it is not adequate 
for the following reason: 
 
You stated that “To evaluate the impact between the initial 
integration and the modified integration, the difference in 
peak area and percent difference of the change were 
included in the tables.  The percent change in peak area 
should be equivalent to the change in calculated 
concentration since the internal standard response did not 
change between the initial integration and the 
reintegration of the samples listed”, and that “In order to 
evaluate the impact of the samples for which manual 
reintegration was performed, analyses of variance (ANOVA) 
were performed on the ln-transformed AUC 0-t and Cmax PK 
parameters for atorvastatin, ortho-hydroxyatorvastatin and 
para-hydroxyatorvastatin for both studies under fed 
(AA77268) and fasted conditions (AA77267) for exploratory 
purposes, to determine if setting the manually integrated 
samples to missing had an effect on the PK conclusions. 
Excluding the manually reintegrated samples did not 
significantly impact the results nor alter the conclusion 
of either study.  Specifically, the bioequivalence criteria 
were still met for the assessed parameters in both the fed 
and fasted studies.”  
  
However, you have not demonstrated that including the 
original results of these reintegrated samples (results 
prior to reintegration) in the statistical analysis of both 
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the fed and fasted studies did not change the study 
outcome.  In addition, you did not provide all the original 
assay results (prior to reintegration) to the DBE for 
verification.  
 
Therefore, we ask that you submit the following additional 
information/data: 
 

• Electronic SAS Transport data files (.xpt) for 
individual concentration and PK parameter data that 
are based on original integration results (i.e., 
obtained before reintegration) for your fasting 
(AA77267) and fed (AA77268) studies.  These 
bioequivalence data to be submitted in the two usual 
separate files as described below: 

 
a. SUBJ SEQ PER TRT AUCT AUCI CMAX TMAX KE Thalf 
KE_FIRSTKE_LAST (where KE_FIRST and KE_LAST are 
the beginning and ending time points selected for 
calculation of the elimination constant KE, and 
expressed in the order of the time points, e.g., 
KE_FIRST=12 means the 12th time point.) 

 
b. SUBJ SEQ PER TRT C1 C2 C3 ....... Cn T1 T2 T3 
.... Tn Each field should be separated with a 
blank space, and missing values should be 
indicated with a period (.). 
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BIOEQUIVALENCE AMENDMENT 
 
ANDA  091624 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Pl. 
Rockville, MD  20855-2810   
  
APPLICANT: KUDCO Ireland Limited 
 
ATTN: Elaine Siefert 
 
FROM: Nam J. Chun 

TEL: (812) 523-5544 
 
FAX: (812) 523-6889 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalence data submitted on July 15, 2009, pursuant to Section 505(j) of the Federal Food, Drug, 
and Cosmetic Act for Atorvastatin Tablets, 10 mg, 20 mg, 40 mg, and 80 mg.  
 
Reference is also made to your amendment dated January 12, 2011. 
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified deficiencies which are 
presented on the attached 3  pages.  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  Dissolution Acknowledgement 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 is: 
 

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

7620 Standish Place 
Rockville, Maryland 20855-2810 

 
ANDAs 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/ 
 
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 

Reference ID: 2935448



BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 091624 

APPLICANT: KUDCO Ireland Limited 

DRUG PRODUCT: Atorvastatin Calcium Tablets,  
10 mg, 20 mg, 40 mg, and 80 mg 

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

1. Your dissolution testing data using your newly revised 
dissolution method is acceptable but your proposed 
specification (NLT % (Q) in 30 minutes) is not 
acceptable. Based on your dissolution testing data, the 
DBE recommends a more appropriate specification for your 
test product. Please acknowledge your acceptance of the 
following dissolution method and specification: 

 
The dissolution testing should be conducted in 900 mL of 
0.3% Polysorbate 80 in 0.05 M Phosphate Buffer, pH 6.8 
using USP apparatus II (Paddle) at 75 rpm.  The test 
products should meet the following specification: 

 
Not less than % (Q) of the labeled amount of drug in 
the dosage form is dissolved in 30 minutes. 

 
2. During February 2008, the Division of Scientific 

Investigation (DSI) inspected the analytical sites of  
 

 for another 
application. This is the same site where the subject 
samples from the fasting (AA77267) and fed (AA77268) 
bioequivalence (BE) studies for your application were 
also analyzed. Following the inspection, a Form FDA-483 
was issued for each site. Subsequently, the analytical 
sites provided its responses to Form 483 observations and 
these responses were included in the final evaluation by 
DSI, which recommended that the inspected studies be 
considered questionable based on the DSI’s original 
findings and the sites’ responses. 

 
For considering the impact of similar objectionable study 
conduct and site practices by the same analytical 
facility on the BE studies submitted in your application, 

Reference ID: 2935448

(b) 
(4)

(b) 
(4)

(b) (4)



the DBE reviewed the above DSI inspection report and 
found that the following objectionable finding by the DSI 
at the analytical site could potentially compromise the 
integrity of the studies of ANDA 091624 as well: 

 
• Analytical results, specifically chromatogram peak 

integrations, were modified.  These modifications were 
made by manually picking the baseline or changing 
integrations parameters. 

 
Please address the above specific finding by the DSI with 
respect to its impact on the BE studies of the current 
ANDA, providing any necessary supporting documents in your 
response, including but not limited to: 
 

o Confirmation of the existence of any manual 
reintegration/manual baseline adjustment in any 
chromatograms of the BE studies, if any. 

o If such manual modification of chromatograms was 
indeed carried out for certain chromatograms, please 
submit: 

 
 all chromatograms of the affected runs for 
comparison.   

 In addition, for chromatograms manually modified 
for reintegration, please also submit the same 
chromatograms prior to modification, for 
comparison, and 

 the peak height/area response counts before and 
after modification, together with the resulting 
calculated concentration values associated with 
the unmodified and modified chromatograms. 

 Standard Operating Procedure (SOP) for 
chromatography integration/reintegration. 

 
3. According to your standard operating procedure (SOP) for 

repeat analysis (SOP# GL-BIO-10601-01), “if an analytical 
reason for reassay can be assigned to a sample, the 
original result is not reported.” For future submissions, 
please revise your SOP to include the procedure of 
reporting the original results of all reassays, including 
the analytical related reassays, if applicable. 

 
 
 
 

Sincerely yours, 

Reference ID: 2935448



 
{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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QUALITY DEFICIENCY - MINOR 
 
ANDA  091624 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 
 

 
APPLICANT:  KUDCO Ireland Limited 
 
ATTN:  Elaine  Siefert 
 
FROM:  Leigh Ann Bradford 

TEL: (812) 523-5544 
 
FAX: (812) 523-6889 
 
FDA CONTACT PHONE: (240) 276-8453 

 
Dear Madam: 
 
This facsimile is in reference to your abbreviated new drug application dated July 15, 2009, submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Atorvastatin  Calcium Tablets, 10 mg, 20 mg, 40 mg, and 80 mg.  
 
The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached 6   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 / RESPONSE TO 
INFORMATION REQUEST 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 01-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: 2858638



 
III. List Of Deficiencies To Be Communicated 

 
CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA:  091624    APPLICANT:  KUDCO Ireland Limited 
 
DRUG PRODUCT:  Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg. 
 
A. The deficiencies presented below represent MINOR 
deficiencies. 
 

Reference ID: 2858638

(b) (4)

2 PAGES HAVE BEEN WITHHELD IN FULL AS B4 (CCI/TS) IMMEDIATELY FOLLOWING THIS PAGE



 
B. Please acknowledge and respond to the following comments: 
 

1. Please provide all available long-term stability data. 
 
2. A satisfactory cGMP compliance evaluation for the firms 

referenced in the ANDA is required for approval.  We have 
requested an evaluation from the Division of Manufacturing 
and Product Quality. 

 
3. Please be advised that the use of in-house analytical 

methods does not relieve you from meeting the compendial 

Reference ID: 2858638

(b) (4)



standards.  In the event of a dispute, the official USP 
methods will prevail. 

 
 
 

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 
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Reference ID: 2858638



BIOEQUIVALENCE AMENDMENT 
 
ANDA  091624 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Pl. 
Rockville, MD  20855-2810   
  
APPLICANT: KUDCO Ireland Limited 
 
ATTN: Elaine Siefert 
 
FROM: Nam J. Chun 

TEL: (812) 523-5544 
 
FAX: (812) 523-6889 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalence data submitted on July 15, 2009, pursuant to Section 505(j) of the Federal Food, Drug, 
and Cosmetic Act for Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg.  
 
Reference is also made to your amendment dated February 26, 2010. 
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified deficiencies which are 
presented on the attached 2  pages.  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 is: 
 

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

7620 Standish Place 
Rockville, Maryland 20855-2810 

 
ANDAs 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/ 
 
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 



BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 091624 

APPLICANT: KUDCO Ireland Limited 

DRUG PRODUCT: Atorvastatin Calcium Tablets,  
10 mg, 20 mg, 40 mg and 80 mg 

 
The Division of Bioequivalence has completed its review and has 
identified the following deficiencies: 
 
1. For repeat analysis of fasting BE study (study # AA77267), 

there was a discrepancy in your summary tables (Table 9, 
Section 5.3.1.4.1 of the electronic submission) and the full 
analytical report (Section 5.3.1.4 of the electronic 
submission):  The summary table reported a total of 25 
reassays for non-analytical reasons; the full analytical 
report indicated a total of 34 reassays for non-analytical 
reasons.  Please explain this discrepancy.  

 
2. For repeat analysis of both fasting and fed studies (study # 

AA77267 and AA77268, respectively), you only submitted the 
original concentrations of the samples reanalyzed due to non-
analytical reasons. Please provide complete tables containing 
the original concentrations and repeated concentrations for 
all reanalyzed study samples, where possible.   

 
3. Please specify the salt form of the 

Ethylenediaminetetraacetic Acid, (EDTA), i.e., K2EDTA, K3EDTA 
or NaEDTA, used in your pre-study method validation, 
bioanalytical studies and clinical studies.   

 
4. The dissolution data based on your proposed dissolution 

method [900 mL of 0.05 M Phosphate Buffer, pH 6.8 using USP 
Apparatus II (Paddle) at 75 rpm] indicated that this method 
was not sufficiently discriminative:  For all strengths of 
your test product, more than % of the drug was released 
within 5 minutes. Please develop a new dissolution method or 
modify your current method for more gradual dissolution 
profiles by reducing the paddle speed and/or reducing the 
concentration of the surfactant in the medium, etc. 

 
 
 
 
 

(b) 
(4)



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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Telephone Fax 
 
ANDA 91624 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park 
North I 
7520 Standish Place 
Rockville, MD  20855-2773   
240-276-8986 
Thuyanh.vu@fda.hhs.gov 
 
  
TO:  Kremers Urban LLC 
U.S. Agent for Kudco Ireland Ltd.  
 
 
ATTN:  Elaine Siefert 
 
FROM:  Ann Vu  

TEL:  812-523-5544 
 
FAX:  812-523-6889 
 
 
 

 
 
 
This facsimile is in reference to your abbreviated new drug 
application submitted pursuant to Section 505(j) of the Federal Food, 
Drug, and Cosmetic Act for Atorvastatin Calcium Tablets, 10 mg, 20mg, 
40 mg and 80 mg.  
 
Pages (including cover): _3__ 
 
SPECIAL INSTRUCTIONS: 
 
 
Labeling Comments  

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
 

REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
 
ANDA Number:  091624     Date of Submission: July 15, 2009  
       
Applicant's Name:  Kudco Ireland Ltd.  
 
Established Name:  Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg and 80 mg 
____________________________________________________________________________________ 
 
Labeling Deficiencies: 
 

1. CONTAINER  (10 mg and 20 mg= bottles of 90s, 1000s and 5000s 
      40 mg and 80 mg= bottles of 90s, 500s and 2500s): 

 
a. Revise “DOSAGE AND USE” to “USUAL DOSAGE”.  
 
b. Since this drug product is associated with a patient package insert, we encourage you to add to the 
  principal display panel: “Pharmacist: please dispense with patient package insert”.  

 
2. INSERT 
 
 Due to changes in the insert labeling for the reference listed drug, Lipitor (20702/S-056, approved 
 6/17/2009), please revise your labeling to be in accord with RLD.  The RLD labeling may be accessed 
 at the Drugs@FDA website.  

 
3. PATIENT INFORMATION SHEET:  

 Please state the number of sheets you intend on  providing in order for each patient to receive one.  

 
 
Submit labels and 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://service.govdelivery.com/service/subscribe.html?code=USFDA_17 
 
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 
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BIOEQUIVALENCE AMENDMENT 
 
ANDA  091624 
 
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:  KUDCO Ireland Limited 
 
ATTN:  Jansen Wallace 
 
FROM:  Teresa Vu 

TEL: (812) 523-5413 
 
FAX: 856-424-1461 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Sir or Madam: 
 
This facsimile is in reference to the bioequivalence data submitted on July 15, 2009, pursuant to Section 505(j) of the 
Federal Food, Drug, and Cosmetic Act for Atorvastatin Tablets, 10 mg, 20 mg, 40 mg, and 80 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 2  pages.  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: 
 
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: 091624 

APPLICANT: KUDCO Ireland Ltd. 

DRUG PRODUCT: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 
mg and 80 mg 

 
The Division of Bioequivalence (DBE) has completed its review of 
only the dissolution testing portion of your submission(s) 
acknowledged on the cover sheet. The review of the fasting and 
fed studies along with the waiver requests will be conducted at 
a later date. The following deficiencies have been identified: 
 
1. Your dissolution testing is incomplete.  You stated in your 

submission that ‘The dissolution was originally based on the 
method published by the Office of Generic Drugs (OGD). 
However, during execution of the validation protocol, it was 
determined that the dissolution media was not suitable for the 
tablet formulation due to the low dissolution rate. The media 
was changed to % Tween 80 in  It should be noted 
that the RLD contains Polysorbate 80, which is also known as 
Tween 80, so the need for the addition of the surfactant to 
the OGD-recommended dissolution media is not immediately 
apparent.’  However, you did not conduct dissolution using the 
appropriate FDA-recommended dissolution method.  Therefore, 
please conduct and submit comparative dissolution testing on 
all strengths of the test and reference products (12 dosage 
units each) using the following FDA-recommended method and 
sampling times: 

 
Medium 0.05 M Phosphate Buffer, pH 6.8 

Apparatus USP Type II (Paddle) 
Speed of Rotation 75 rpm 

Temperature 37º ± 0.5º C  
Volume 900 mL 

Sampling Times 5, 10, 15 and 30 minutes until 
% of the labeled amounts of 

atorvastatin is dissolved. 
 

The dissolution method is currently available in the 
dissolution database in the FDA website: 
http://www.accessdata.fda.gov/scripts/cder/dissolution/index.c
fm.  
 

2. In addition, please provide dissolution testing data on 12 
dosage units of the 10 mg, 20 mg, and 40 mg strengths of the 

(b) (4)

(b) 
(4)

(b) (4)



reference product, Pfizer Pharmaceutical’s Lipitor® 
(Atorvastatin Calcium) Tablets using your proposed dissolution 
method. 
 

When you submit the additional dissolution data requested above, 
the DBE will compare the data from the FDA-recommended method 
with those from your proposed method, and determine which 
dissolution method is more suitable for your test product. 
 
For all dissolution testing data, please submit the comparative 
dissolution results which should include the individual tablet 
data as well as the mean, range, % coefficient of variation 
(%CV) at each time point for the 12 tablets tested and dates of 
dissolution testing. The dissolution testing data summary tables 
should be submitted in the DBE-recommended Electronic Common 
Technical Document (eCTD) format. 
 

 
 

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 #: 91-624    FIRM NAME:  KUDCO IRELAND LIMITED 
 
PIV: YES  Electronic or Paper Submission:  ELECTRONIC (GATEWAY)  
  
 RELATED APPLICATION(S):  NA 

First Generic Product Received?  NO 
 
DRUG NAME:   ATORVASTATIN CALCIUM  

DOSAGE FORM:  TABLETS, 10 MG, 20 MG, 40 MG AND 80 MG   
 
Review Team: (Bolded/Italicized Lines indicate Assignment or DARRTS designation) 
Quality Team:  DC3 Team 12 Bio Team  8:  Bing Li 

ANDA/Quality RPM: Jeanne Skanchy Bio PM: Nam J. Chun (Esther)  

Quality Team Leader: Iser, Robert       Clinical Endpoint Team Assignment: (No) 

Labeling Reviewer: Thuyanh (Ann) Vu  Micro Review  (No) 

***Document Room Note: for New Strength amendments and supplements, if specific 
reviewer(s) have already been assigned for the original, please assign to those reviewer(s) 
instead of the default random team(s). *** 
 

           Letter Date:   JULY 15, 2009  Received Date:  JULY 16, 2009 
 
   Comments:     EC - 4 YES                    On Cards:   YES   

     Therapeutic Code:  3021600 LIPID ALTERING AGENTS   

 
Archival  copy:  ELECTRONIC (GATEWAY)      Sections   I  
Review copy:  NA         E-Media Disposition:  YES SENTT 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      Shannon Hill 
 
        Date    October 8, 2009   

 
Recommendation:      
 

   M FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:        



 
 ADDITIONAL COMMENTS REGARDING THE ANDA: 
 
 
 
 

 
 
 
 
MODULE 1 
     ADMINISTRATIVE                  
                                                                     ACCEPTABLE 

 
1.1 

 
1.1.2  Signed and Completed Application Form (356h)  (original signature)  
     (Check Rx/OTC Status) RX YES 

 

  
1.2 Cover Letter  Dated: JULY 15, 2009   

1.2.1 Form FDA 3674  (PDF) YES  

    * 
 

Table of Contents (paper submission only) N/A  
 

    1.3.2 Field Copy Certification (original signature) N/A  
(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 
 

 
 







1.12.14  Environmental Impact Analysis Statement YES 
 

 

1.12.15 
 

Request for Waiver  
Request for Waiver of In-Vivo BA/BE Study(ies): YES ON 10 MG, 20 MG AND  
40 MG 

 

 

1.14.1 
 

Draft Labeling  (Mult Copies N/A for E-Submissions) 
1.14.1.1  4 copies of draft (each strength and container)  YES 
1.14.1.2  1 side by side labeling comparison of containers and carton with all 
differences annotated and explained  YES 
1.14.1.3  1  package insert (content of labeling) submitted electronically  YES 
    ***Was a proprietary name request submitted?  NO     
    (If yes, send email to Labeling Reviewer indicating such.) 
HOW SUPPLIED: 
Atorvastatin Calcium Tablets are supplied as white, round, film-coated tablets of 
atorvastatin calcium containing 10, 20, 40 and 80 mg atorvastatin. 
10 mg tablets: debossed with “1” on one side and plain on the other. 
NDC 62175-890-46 bottles of 90 
NDC 62175-890-43 bottles of 1000 
NDC 62175-890-45 bottles of 5000 
20 mg tablets: debossed with “2” on one side and plain on the other. 
NDC 62175-891-46 bottles of 90 
NDC 62175-891-43 bottles of 1000 
NDC 62175-891-45 bottles of 5000 
40 mg tablets: debossed with “40” on one side and plain on the other. 
NDC 62175-892-46 bottles of 90 
NDC 62175-892-41 bottles of 500 
NDC 62175-892-44 bottles of 2500 
80 mg tablets: debossed with “80” on one side and plain on the other. 
NDC 62175-897-46 bottles of 90 
NDC 62175-897-41 bottles of 500 
NDC 62175-897-44 bottles of 2500 

 

 

 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  YES 
1.14.3.3  1 RLD label and 1 RLD container label  YES 
 

 

 



MODULE 2 
     SUMMARIES                               ACCEPTABLE 
 
2.3 

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

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) YES 
 

2.3.S  
    Drug Substance (Active Pharmaceutical Ingredient) YES 
       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 YES 
       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) 
Model Bioequivalence Data Summary Tables 
           E-Submission:  PDF YES  
                                      Word Processed e.g., MS Word YES 
2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods   
2.7.1.1 Background and Overview 
            Table 1. Submission Summary YES 
              Table 4. Bioanalytical Method Validation YES 
              Table 6. Formulation Data YES 
2.7.1.2 Summary of Results of Individual Studies  
              Table 5. Summary of In Vitro Dissolution YES 
2.7.1.3 Comparison and Analyses of Results Across Studies  
            Table 2. Summary of Bioavailability (BA) Studies YES 
              Table 3. Statistical Summary of the Comparative BA Data YES 
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 YES 
2.7.4.2.1.1 Common Adverse Events 
             Table 8. Incidence of Adverse Events in Individual Studies YES 
 

 
 

 





 
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)  YES 
3.2.S.4.2 Analytical Procedures YES 
3.2.S.4.3 Validation of Analytical Procedures 
     1. Spectra and chromatograms for reference standards and test samples YES  
     2. Samples-Statement of Availability and Identification of:  DID NOT LOCATE 
         a. Drug Substance   
         b. Same lot number(s)   
3.2.S.4.4 Batch Analysis 
     1. COA(s) specifications and test results from drug substance mfgr(s) YES  
     2. Applicant certificate of analysis YES 
3.2.S.4.5 Justification of Specification 
 

 
 

  
3.2.S.5 

 
Reference Standards or Materials  YES 

 
 

  
3.2.S.6 

 
Container Closure Systems refer to DMF #  

 
 

  
3.2.S.7 

 
Stability  refer to DMF #  
 

 
 

 

(b) (4)

(b) (4)





 
3.2.P.4 

 
Controls of Excipients (Inactive Ingredients)  
 Source of inactive ingredients identified  YES 
3.2.P.4.1 Specifications 
    1. Testing specifications (including identification and characterization) YES 
    2. Suppliers' COA (specifications and test results) YES 
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  YES 

 
 

 



MODULE 3 
     3.2.P DRUG PRODUCT 
                                                                                                                                              ACCEPTABLE 

 
3.2.P.5 

 
Controls of Drug Product 
3.2.P.5.1 Specification(s) YES 
3.2.P.5.2 Analytical Procedures YES 
3.2.P.5.3 Validation of Analytical Procedures 
     Samples - Statement of Availability and Identification of: DID NOT LOCATE 
    1. Finished Dosage Form   
    2. Same lot numbers   
3.2.P.5.4 Batch Analysis 
     Certificate of Analysis for Finished Dosage Form YES 
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) YES 
     2. Components Specification and Test Data YES 
     3. Packaging Configuration and Sizes YES 
     4. Container/Closure Testing  YES 
     5. Source of supply and suppliers address  YES 

 
 

3.2.P.8 
 

3.2.P.8.1 Stability (Finished Dosage Form) 
     1. Stability Protocol submitted  YES 
     2. Expiration Dating Period  24 MONTHS 
3.2.P.8.2 Post-approval Stability and Conclusion 
     Post Approval Stability Protocol and Commitments  YES 
3.2.P.8.3 Stability Data  
     1. 3 month accelerated stability data  YES 
     2. Batch numbers on stability records the same as the test batch 10 mg: P803503, 20 mg: 
P803603, 40 mg: P803703, 80 mg: P803401 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 91-624 
 
 
 
 
 
 
Kremers Urban LLC 
U.S. Agent for KUDCO Ireland Limited 
Attention: Elaine Siefert 
1101 C. Ave W 
Seymour, IN 47274 
 
Dear Madam: 
 
We acknowledge the receipt of your abbreviated new drug application 
submitted pursuant to Section 505(j) of the  
Federal Food, Drug and Cosmetic Act.   
 
NAME OF DRUG: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg, and  
              80 mg  
 
DATE OF APPLICATION: July 15, 2009 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: July 16, 2009 
 
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: 
 
 

Jeanne Skanchy              
Project Manager 
240-276-8467 
 
 
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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Request for Permission to FedEx Notice of Para. IV CertificationsFrom: Middleton
, Saundra T

Sent: Monday, October 05, 2009 2:54 PM

To: ’Beaver, Nathan A.’

Cc: Rosen, David L.

Subject: RE: Request for Permission to FedEx Notice of Para. IV Certifications 9
1-624

Dear Mr. Beaver,

It is permissible to use Federal Express in lieu of the US Postal service for th
e purpose of providing notice to the NDA holder and any patent assignees associa
ted with PIV certifications contained within ANDA 91-624.  

Regards,

Saundra T. Middleton

--------------------------------------------------------------------------------

From: Beaver, Nathan A. [mailto:NBeaver@foley.com] 

Sent: Monday, October 05, 2009 2:30 PM

To: Middleton, Saundra T

Cc: Rosen, David L.

Subject: Request for Permission to FedEx Notice of Para. IV Certifications

Dear Ms. Middleton. 

On behalf of Kremers-Urban, LLC we are seeking permission to send the Notice of 
Paragraph IV certifications via Federal Express to the NDA holder; the U.S. agen
t for the NDA holder; and to the patent owner, with respect to ANDA # 91-624 for
 Kremers-Urban for atorvastatin calcium tablets 10 mg, 20 mg, 40 mg and 80 mg. 

If you need any other information, or have any questions, please contact me. 

Thank you. 

Nathan 



Nathan A. Beaver

Partner

Foley & Lardner LLP

3000 K St. NW, Ste 500

Washington, DC 20007

(p) 202-295-4039

(f) 202-672-5399

nbeaver@foley.com 

The preceding email message may be confidential or protected by the attorney-cli
ent privilege. It is not intended for transmission to, or receipt by, any unauth
orized persons. If you have received this message in error, please (i) do not re
ad it, (ii) reply to the sender that you received the message in error, and (iii
) erase or destroy the message. Legal advice contained in the preceding message 
is solely for the benefit of the Foley & Lardner LLP client(s) represented by th
e Firm in the particular matter that is the subject of this message, and may not
 be relied upon by any other party. 

Internal Revenue Service regulations require that certain types of written advic
e include a disclaimer. To the extent the preceding message contains advice rela
ting to a Federal tax issue, unless expressly stated otherwise the advice is not
 intended or written to be used, and it cannot be used by the recipient or any o
ther taxpayer, for the purpose of avoiding Federal tax penalties, and was not wr
itten to support the promotion or marketing of any transaction or matter discuss
ed herein.
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