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DEPARTMENT OF HEALTH & HUMAN SERVICES


 Food and Drug Administration 
 Rockville, MD 20857 

ANDA 091650 

Dr. Reddy’s Laboratories Inc. 
U.S. Agent for Dr. Reddy’s Laboratories Limited 
Attention: Kimberly Ernst 

Director Regulatory Affairs 
200 Somerset Corporate Blvd. 7th Floor 
Bridgewater, NJ 08807 

Dear Madam: 

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), and 40 mg (base).  

Reference is also made to your amendments dated February 9, and August 26, 2010; May 13, 
and November 16, 2011; and February 8, March 5 and 26, April 11, May 17, 21, and 23, 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), and 40 mg (base) to be bioequivalent and, therefore, therapeutically equivalent to the 
reference listed drug (RLD), Lipitor Tablets 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 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”): 

U.S. Patent Number   Expiration Date 

5,686,104 (the '104 patent) 
5,969,156 (the '156 patent) 
6,126,971 (the '971 patent) 

May 11, 2015 
January 8, 2017 
July 19, 2013 

Reference ID: 3160179 



 

 

 

   

   

 

 

  

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), and 40 mg (base), 
under this ANDA. You notified the agency that Dr. Reddy’s Laboratories Limited (DRL) 
complied with the requirements of section 505(j)(2)(B) of the Act, and litigation for infringement 
of the '156 patent was brought against DRL 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. Dr. Reddy’s Laboratories 
Limited and Dr. Reddy’s Laboratories Inc., Civil Action No. 09-943-LPS].  You notified the 
agency that the case has been dismissed. 

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(s) 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. 

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 

Reference ID: 3160179 

http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm


  
 

 
 

 

 

 

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} 

Gregory P. Geba, M.D., M.P.H. 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Reference ID: 3160179 

http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U


---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

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 
07/17/2012 
Deputy Director, Office of Generic Drugs 
for Gregory P. Geba, M.D., M.P.H. 
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**** (This AP Summary supersedes the review dated 5/15/2012) *** 

APPROVAL SUMMARY 

REVIEW OF PROFESSIONAL LABELING 


DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH
 

ANDA Number: 091650 

Date of Submission: May 13, 2011, March 5, 2012 and May 17, 2012 

Applicant's Name: Dr. Reddy’s Laboratories Limited 

Established Name: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 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 


APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 


Do you have 12 Final Printed Labels and Labeling? Electronic submission. 


CONTAINER LABELS: (all strengths in bottles of 30s, 60s, 90s and 500s):  Final Printed Labels acceptable in
	
5/13/2011 e-submission 

PROFESSIONAL PACKAGE INSERT LABELING: Final Printed Labeling acceptable in the 3/5/12 e-submission 

PATIENT INFORMATION SHEET:  Final Printed Labels acceptable in 3/5/12 e-submission 

Revisions needed post-approval: Yes  

1.	 CONTAINER: 

Revise the “*Each tablet contains…” statement to read (b) (4)

(b) (4)

2. 	INSERT: 

FULL PRESCRIBING INFORMATION: CONTENTS* 

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

Reference ID: 3132949 



   

 
 

 

 
 

 
 

 

 

 

 

 

 

 

 
  

 

 

 
 
 

 

 
 

 

   
 

 
  

 
 

 

(b) (4)

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) 

ii. Revise subheading “6.2 ” to read “6.2 Postmarketing Experience” 

iii. 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) 

iv. Revise the subheading 7.1 to read “7.1 Strong Inhibitors of CYP 3A4” 

v. Delete the following subtitles locate under subheading 7.1 
(b) (4)

In the cover letter dated May 17, 2012, the firm acknowledges the agency’s comments, and commits to revise the 
labeling as recommended by the agency and submit the revised labeling post approval.  The revisions requested 
as stated above, were communicated to the firm in the deficiency letter dated May 15, 2012, to Jaya Ayyagari of 
the firm at 908-203-4977. 

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 2/28/12.  

Was this approval based upon an OGD labeling guidance?  No 

NOTE TO CHEMIST: 

From: Rickman, William P 
Sent: Wednesday, May 16, 2012 2:20 PM 
To: Turner, Betty 
Subject: FW: Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 mg ANDA 091650 and Atorvastatin Calcium Tablets, 80 
mg ANDA 202357 Labeling review status request 
Betty I'm going to allow them to make this change post approval and at next printing. 

Peter 

Reference ID: 3132949 



 
 

 
  

 
  

  
  

 
  

 
  
 

  
   

  
  

  
  

  

 
  
 

 

 

 
  

 
  

 
 

 

 

 
 

From: Sayeed, Vilayat A 
Sent: Wednesday, May 16, 2012 2:09 PM 
To: Nagavelli, Laxma; Gaines, Robert 
Cc: Gill, Devinder 
Subject: RE: Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 mg ANDA 091650 and Atorvastatin Calcium 
Tablets, 80 mg ANDA 202357 Labeling review status request 

Folks 

As the sponsor is committing to revise the label in the next printing, I think we can let it go with a commitment as 
this has been done in the past.  We can discuss more when I am back in office tomorrow 

Thanks 

Vilayat 

Vilayat A. Sayeed, Ph.D. 
Director, Division of Chemistry III 
FDA/CDER/OPS/OGD 
7500 Standish Place 
MPN II Rockville, MD 20855 
Office (240) 276-8486, fax (240) 276-8474 
Vilayat.Sayeed@FDA.HHS.GOV 

This communication is consistent with 21CFR10.85(k) and constitutes an informal communication that represents 
our best judgment at this time but does not constitute an advisory opinion, does not necessarily represent the 
formal position of the FDA, and does not bind or otherwise obligate or commit the agency to the views expressed. 

From: Nagavelli, Laxma  
Sent: Wednesday, May 16, 2012 1:49 PM 
To: Gaines, Robert 
Cc: Gill, Devinder; Sayeed, Vilayat A 
Subject: RE: Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 mg ANDA 091650 and Atorvastatin Calcium 
Tablets, 80 mg ANDA 202357 Labeling review status request 

Bob, 

(b) (4)

Thanks,
 
Laxma
 

From: Turner, Betty  
Sent: Wednesday, May 16, 2012 12:28 PM 
To: Gaines, Robert; Nagavelli, Laxma 
Subject: FW: Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 mg ANDA 091650 and Atorvastatin Calcium 
Tablets, 80 mg ANDA 202357 Labeling review status request 
Importance: High 

Reference ID: 3132949 

mailto:Vilayat.Sayeed@FDA.HHS.GOV


 
  

 
  

 
  

 
 

 

 
 

 
 

  
 
 

  
      

 

     

 
 
 

 
 

  

 
    

 
   

  

Hi Bob,
 

I wanted to let you know my communication with the firm regarding the container labels for ANDA 091650 and 

202357 ATORVASTATIN CALCIUM.  I have been very firm with them that they should revise their labels prior to 

approval, but they are still pushing for their labels to be approved as is.
 

Thanks,
 

Betty 


From: jayalakshmia@drreddys.com [mailto:jayalakshmia@drreddys.com]  
Sent: Wednesday, May 16, 2012 11:35 AM 
To: Turner, Betty 
Cc: kernst@drreddys.com 
Subject: RE: Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 mg ANDA 091650 and Atorvastatin Calcium 
Tablets, 80 mg ANDA 202357 Labeling review status request 
Importance: High 

Dear Ms Turner 

The revision to the labels was made based on the specific request received from Chemistry  division in chemistry deficiency 
letter dated April 29,2011 and subsequently this revision was made and submitted in our response dated May 13,2011 for 
ANDA 091650. 

(b) (4)

I lefty you a voice mail  as well. Please discuss and respond as soon possible. Thank you very much for you timely follow up 
on this matter.  

Best Regards, 

Jaya Ayyagari 
Senior Manager,Regulatory Affairs 
Dr Reddy's Laboratories Inc 
200 Somerset Corporate Blvd, Floor 7 
Bridgewater NJ 08807 
Ph:  908-203-4977 
cell 
Fax : 908-203-4980 

(b) (6)

jayalakshmia@drreddys.com 

Reference ID: 3132949 
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Hope this helps. 

weiqin 

From: Vu, Thuyanh (Ann)   

Sent: Thursday, August 19, 2010 1:59 PM 

To: Jiang, Weiqin 

Subject: FW: Dr. Reddy's atorvastatin 91-650 DESCRIPTION section is different than RLD's 

Here's the original email.  

Thanks! 

From: Vu, Thuyanh (Ann)   

Sent: Thursday, March 11, 2010 2:02 PM 

To: Jiang, Weiqin 

Cc: Vu, Thuyanh (Ann) 

Subject: Dr. Reddy's atorvastatin 91-650 DESCRIPTION section is different than RLD's 

Weiquin,  


When you get to this application, could you answer these two questions?  


Dr. Reddy's labeling is different from the RLD's.  Please see below.  I asked Dr. Reddy's why it was so different and 

in the labeling amendment dated 2/9/2010, the firm stated " 

 << OLE Object: Picture (Enhanced Metafile) >>  
Is this acceptable?  Please see below for Dr. Reddy's labeling and the RLD, Lipitor.  

(b) (4)

Thanks 

Ann 


Dr. Reddy's labeling from DESCRIPTION section: 

Atorvastatin calcium is [R-(R*, R*)]-2-(4-fluorophenyl)-ß, δ-dihydroxy-5-(1-methylethyl)-3-phenyl-4-[(phenylamino) 
carbonyl]- 
1Hpyrrole-1-heptanoic acid, calcium salt (2:1). The molecular formula of atorvastatin calcium is 
C66H68CaF2N4O10 and its 
molecular weight is 1155.36. Its structural formula is: 

 << OLE Object: Picture (Enhanced Metafile) >>  

Atorvastatin calcium is a white to off-white colored powder free from visible extraneous matter. Atorvastatin calcium 
is soluble in 
dimethyl sulphoxide. 

Lipitor labeling: 

Reference ID: 3132949 
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Atorvastatin calcium is [R-(R*, R*)]-2-(4-fluorophenyl)-ß, δ-dihydroxy-5-(1-methylethyl)-3-phenyl-4
[(phenylamino)carbonyl]-1Hpyrrole-1-heptanoic acid, calcium salt (2:1) trihydrate. The empirical formula of 
atorvastatin calcium is (C33H34 FN2O5)2Ca•3H2O and its molecular weight is 1209.42. Its structural formula is:  
 << OLE Object: Picture (Enhanced Metafile) >>  
Atorvastatin calcium is a white to off-white crystalline powder that is insoluble in aqueous solutions of pH 4 and 
below. Atorvastatin calcium is very slightly soluble in distilled water, pH 7.4 phosphate buffer, and acetonitrile; 
slightly soluble in ethanol; and freely soluble in methanol  

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 last reviews dated 8/3/2011 and 5/15/2012 in DARRTS. 

1. 	 MODEL LABELING: This review was based on the labeling of the RLD, Lipitor, 020702/S-060; approved 
February 28, 2012.  

Supplement 056 was approved June 17, 2009, and provided for labeling in PLR format.  

CONTAINER 

CARTON
 

Reference ID: 3132949 



 
 

 
 

 
 
 
 

 

 

    

BLISTER :
 

2. PATENTS/EXCLUSIVITIES: 

BASIS OF APPROVAL:  
Patent Patent Use Description How Filed Labeling Impact 
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No Expiration Code 

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 

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 

I-471/S-035 SEP 21,2008 

INDICATED TO REDUCE THE RISK OF MYOCARDIAL INFARCTION 
AND STROKE IN PATIENTS WITH TYPE 2 DIABETES AND 

WITHOUT CLINICALLY EVIDENT CORONARY HEART DISEASE 
BUT WITH MULTIPLE RISK FACTORS FOR CORONARY HEART 

DISEASE 

None 

PATENT AMENDMENT: Update on Paragraph IV certification date 4/27/2012 

Reference ID: 3132949 





 
 

 
 
 
 
 
 
 
 
 
 
  
  
     
 
  
     
 
  
     
 
  

 
 

 
 

 
 

 
 

 

 
 

  
 

 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 

(b) (4)

ANDA: 

10 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one 
(b) (4)side and “121” on the other side.  

20 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one 
(b) (4)side and “122” on the other side.  

40 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one  
(b) (4)side and “123” on the other side. 

5. CONTAINER/CLOSURE  [2.3.P.7- original submission] 

Bottle packs 

10 mg: 

30’s: HDPE container 

60’s: HDPE container 

90’s: HDPE container 

500’s:  HDPE Container 

(b) (4)

(b) (4)

20 mg: 
30’s: HDPE container 
60’s: HDPE container 
90’s: HDPE container 
500’s:  HDPE container ( 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

40 mg: 
30’s: HDPE container 
60’s: HDPE container 
90’s: HDPE container 
500’s:  HDPE container 

(b) (4)

Reference ID: 3132949 



 

 

 
 

 

 
 

 

(b) (4)

6. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 

USP: Drug Substance only.  (checked May 14, 2012) 
Atorvastatin Calcium 
ADDITIONAL REQUIREMENTS  
• Packaging and Storage: Preserve in well-closed containers, and store at room temperature.  

RLD:  store at CRT 20-25°C (68-77°F) [see USP].  

ANDA label: Store at 20° to 25°C (68° to 77°F); [See USP Controlled Room Temperature].  


Reference ID: 3132949 
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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/ 

BETTY B TURNER 
05/18/2012 

CHI-ANN Y WU 
05/18/2012 
For Wm. Peter Rickman 
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Atorvastatin calcium is [R-(R*, R*)]-2-(4-fluorophenyl)-ß, δ-dihydroxy-5-(1-methylethyl)-3-phenyl-4
[(phenylamino)carbonyl]-1Hpyrrole-1-heptanoic acid, calcium salt (2:1) trihydrate. The empirical formula of 
atorvastatin calcium is (C33H34 FN2O5)2Ca•3H2O and its molecular weight is 1209.42. Its structural 
formula is: 
<< OLE Object: Picture (Enhanced Metafile) >> 
Atorvastatin calcium is a white to off-white crystalline powder that is insoluble in aqueous solutions of pH 4 
and below. Atorvastatin calcium is very slightly soluble in distilled water, pH 7.4 phosphate buffer, and 
acetonitrile; slightly soluble in ethanol; and freely soluble in methanol 

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 8/3/2011 in DARRTS. 

1. MODEL LABELING: This review was based on the labeling of the RLD, Lipitor, 020702/S-060; 
approved February 28, 2012. 

Supplement 056 was approved June 17, 2009, and provided for labeling in PLR format. 

CONTAINER 

CARTON 

Reference ID: 3130756 



 
 

 
 

 
 
 
 

 
 

    

BLISTER : 

2. PATENTS/EXCLUSIVITIES: 

BASIS OF APPROVAL:  
Patent Patent Use Description How Filed Labeling Impact 
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No Expiration Code 

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 

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 

I-471/S-035 SEP 21,2008 

INDICATED TO REDUCE THE RISK OF MYOCARDIAL INFARCTION 
AND STROKE IN PATIENTS WITH TYPE 2 DIABETES AND 

WITHOUT CLINICALLY EVIDENT CORONARY HEART DISEASE 
BUT WITH MULTIPLE RISK FACTORS FOR CORONARY HEART 

DISEASE 

None 

PATENT AMENDMENT: Update on Paragraph IV certification date 4/27/2012 

Reference ID: 3130756 













---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

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

/s/ 

BETTY B TURNER 
05/15/2012 
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**LABELING APPROVAL SUMMARY#2** 

(Superceds LBL AP SUM #1 dated 9/9/2010) 


REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 


LABELING REVIEW BRANCH 


ANDA Number: 091650      Date of Submission: May 13, 2011 

Applicant's Name: Dr. Reddy’s Laboratories Limited 

Established Name: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg 

BASIS OF APPROVAL: 

REMS required? 

Yes 
 No 


REMS acceptable? 

Yes 
 No 
 n/a 


APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 

Do you have 12 Final Printed Labels and Labeling? Yes 

Container Labels (all strengths in bottles of 30s, 60s,  90s and 500s): Final Printed Labels submitted on 
5/13/2011 e-submission 

Carton Labels: Final Printed Labels submitted on 5/13/2011 e-submission 

(b) (4)

Professional Package Insert Labeling: Final Printed Labeling acceptable in the 2/9/10 e-submission 

Patient Information Sheet: Final Printed Labels submitted on 2/9/2010 e-submission  

Revisions needed before full approval: No 

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 

Reference ID: 2982898 
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atorvastatin calcium is (C33H34 FN2O5)2Ca•3H2O and its molecular weight is 1209.42. Its structural 
formula is: 

<< OLE Object: Picture (Enhanced Metafile) >> 
Atorvastatin calcium is a white to off-white crystalline powder that is insoluble in aqueous solutions of pH 4 
and below. Atorvastatin calcium is very slightly soluble in distilled water, pH 7.4 phosphate buffer, and 
acetonitrile; slightly soluble in ethanol; and freely soluble in methanol  

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 

Reference ID: 2982898 





 
 
 
 
 
 
 
 
 
  
 
    
 
 
    
 
  
    
 
  

 
 

 
 

 
 

 
 

 

 
 

  
 

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 to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one  
side and “121” on the other side. 

20 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one  
side and “122” on the other side. 

40 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one  
side and “123” on the other side. 

5. CONTAINER/CLOSURE [2.3.P.7- original submission] 

Bottle packs 

10 mg: 
30’s: HDPE container 
60’s: HDPE container 
90’s: HDPE container 
500’s: HDPE Container 

(b) (4)

(b) (4)

20 mg: 
30’s: HDPE container 
60’s: HDPE container 
90’s: HDPE container 
500’s: HDPE container 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

40 mg: 
30’s: HDPE container 
60’s: HDPE container 
90’s: HDPE container 
500’s: HDPE container 

(b) (4)

Reference ID: 2982898 



 

 

 

 

 

 

 
 

(b) (4)

6. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 

USP: Not USP 

RLD: store at CRT 20-25°C (68-77°F) [see USP]. 

ANDA label: Store at 20° to 25°C (68° to 77°F); [See USP Controlled Room Temperature]. 


7. DISPENSING STATEMENTS COMPARISON 

RLD: Dispense in tight containers (USP) 

ANDA: Same as above. 


8. BIOAVAILABILITY/BIOEQUIVALENCE: BIO Dissolution is deficient as of 12/18/09.  

9. SCORING 

RLD: Not scored 

Reference ID: 2982898 
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electronically and this page is the manifestation of the electronic 
signature. 
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THUYANH VU 
08/03/2011 

JOHN F GRACE 
08/03/2011 

Reference ID: 2982898 
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**LABELING APPROVAL SUMMARY** 

REVIEW OF PROFESSIONAL LABELING 


DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 


ANDA Number: 091650 Date of Submission: February 9, and August 26, 2010 

Applicant's Name: Dr. Reddy’s Laboratories Limited 

Established Name: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg 

BASIS OF APPROVAL: 

REMS required? 

Yes 
 No 


REMS acceptable? 

Yes 
 No 
 n/a 


APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 

Do you have 12 Final Printed Labels and Labeling? Yes 

Container Labels (all strengths in bottles of 30s, 60s,  90s and 500s): Final Printed Labels submitted on 
2/9/2010 e-submission 

Carton Labels: Final Printed Labels submitted on 2/9/2010 e-submission 

(b) (4)

Professional Package Insert Labeling: Final Printed Labeling acceptable in the 2/9/10 e-submission 

Patient Information Sheet: Final Printed Labels submitted on 2/9/2010 e-submission  

Revisions needed before full approval: Yes 

(b) (4)

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. 









 
 

 
 

 
 

 

 
  

 

           
 

 
 

 

 

 
 

 
 

 
 

 
 
 
 
 
 
 
 
 
 

  

 

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 

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 





 
  
    
 
  

 
 

 
 

 
 

 
 

 

 
 

  
 

40 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one  
side and “123” on the other side. 

5. CONTAINER/CLOSURE [2.3.P.7- original submission] 

Bottle packs 

10 mg: 
30’s: HDPE container 
60’s: HDPE container 
90’s: HDPE container 
500’s: HDPE Container 

(b) (4)

(b) (4)

20 mg: 
30’s: HDPE container 
60’s: HDPE container 
90’s: HDPE container 
500’s: HDPE container 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

40 mg: 
30’s: HDPE container 
60’s: HDPE container 
90’s: HDPE container 
500’s: HDPE container 

(b) (4)

(b) (4)
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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 


Container Labels (all strengths in bottles of 90s and 500s) 

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 

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 

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 

I-471/S-035 SEP 21,2008 

INDICATED TO REDUCE THE RISK OF MYOCARDIAL INFARCTION 
AND STROKE IN PATIENTS WITH TYPE 2 DIABETES AND 

WITHOUT CLINICALLY EVIDENT CORONARY HEART DISEASE 
BUT WITH MULTIPLE RISK FACTORS FOR CORONARY HEART 

DISEASE 

None 

[Per Reg Support review] 

3. INACTIVE INGREDIENTS 

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

RLD: Not scored 

ANDA: Not scored 


10. 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 


(b) (4)
ANDA: All strengths in bottles of 30s, 60s, 90s and 500s. 

11.SPL 

Since this drug product could not be fully approved until 2011, SPL is not neccessary at this moment. 

Date of Review:January 19, 2010 Date of Submission: July 15, 2009 

Primary Reviewer: Thuyanh Vu 

Team Leader: John Grace 



-------------------- -------------------- -------------------- ------------------------------------------
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ANDA 091650 


Addendum #1 to Review #4 


Atorvastatin Calcium Tablets 

10 mg, 20 mg, and 40 mg 


Dr. Reddy’s Laboratories Limited 


Matthew D. Vera, Ph.D. 

Team 34 


Division of Chemistry III 

Office of Generic Drugs 


Reference ID: 3157195
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Background: 

When review #4 was finalized on June 29, 2012, Type II DMFs 21125 and 25902 had been 
reviewed and found Adequate with additional information requested. 

The DMF holder has provided responses which were reviewed and found adequate on 10-July-
2012. 

The purpose of this review addendum is to reflect the current status of DMF 21125 and 25902 as 
fully adequate. 

An updated replacement table for Item #17 in Review #4  is shown below. 

17. RELATED/SUPPORTING DOCUMENTS: A. DMFs: 

DMF # TYPE HOLDER ITEM REFERENCED CODE1 STATUS2 

DATE 
REVIEW 

COMPLET 
ED 

COMME 
NTS 

21125 II Dr. Reddy’s Laboratories 
Ltd. 

Atorvastatin Calcium (no 
BHA Premix) 

1 Adequate 10-July-
2012 

M. Vera 

25902 II Dr. Reddy’s Laboratories 
Ltd. 

Atorvastatin Calcium with 
BHA 

1 Adequate 10-July-
2012 

M. Vera 

III 4 N/A 
III 4 N/A 

III 4 N/A 

III 4 N/A 
III 4 N/A 

III 4 N/A 

III 4 N/A 
III 4 N/A 

III 4 N/A 

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

(b) (4)

(b) (4)

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

(b) (4)

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

2
 

Reference ID: 3157195 



 
 

 

  

  
  

 
  

  

  

  
 

 
 

III 4 N/A 

III 4 N/A 
III 4 N/A 

III 4 N/A 

III 4 N/A 

III 4 N/A 

III 4 N/A 

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

(b) (4)

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

1 Action codes for DMF Table: 1 – DMF Reviewed.   Other codes indicate why the DMF was not reviewed, as follows: 
2 –Type 1 DMF 5 – Authority to reference not granted 
3 – Reviewed previously and no revision since last review 6 – DMF not available 
4 – Sufficient information in application 7 – Other (explain under "Comments") 

2 Adequate, Inadequate, or N/A (Enough data in the application, therefore the DMF did not need 
to be reviewed) 
B. Other Documents:  None 

3
 

Reference ID: 3157195 
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ANDA 091650 


Atorvastatin Calcium Tablets 

10 mg, 20 mg, and 40 mg 
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Division of Chemistry 


Office of Generic Drugs 
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10. PHARMACOL. CATEGORY: Lipid Lowering Agent/Inhibitor of HMG-CoA 
reductase, which catalyses the conversion of HMG-
CoA to mevalonate, an early and rate-limiting step 
in cholesterol biosynthesis in liver. 

11. DOSAGE FORM: Tablets 

12. STRENGTH/POTENCY: 10 mg, 20 mg and 40 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 

16. CHEMICAL NAME, STRUCTURAL & MOLECULAR FORMULA, MOLECULAR 
Wt.(2.3.S) 

17. RELATED/SUPPORTING DOCUMENTS: A. DMFs: 

DMF # TYPE HOLDER ITEM REFERENCED CODE1 STATUS2 

DATE 
REVIEW 

COMPLET 
ED 

COMME 
NTS 

21125 II Dr. Reddy’s Laboratories 
Ltd. 

Atorvastatin Calcium (no 
BHA Premix) 

1 Adequate-
IR 

25-May
2012 

M. Vera 

25902 II Dr. Reddy’s Laboratories 
Ltd. 

Atorvastatin Calcium with 
BHA 

1 Adequate-
IR 

25-May
2012 

M. Vera 

III 4 N/A 
III 4 N/A 

III 4 N/A 

III 4 N/A 
III 4 N/A 

III 4 N/A 

III 4 N/A 
III 4 N/A 

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

(b) (4)

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

(b) (4)

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

(b) (4)

4
 

Reference ID: 3152556 
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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 

16. CHEMICAL NAME, STRUCTURAL & MOLECULAR FORMULA, MOLECULAR 
Wt.(2.3.S) 

17. RELATED/SUPPORTING DOCUMENTS: A. DMFs: 

DMF # TYPE HOLDER ITEM REFERENCED CODE1 STATUS2 

DATE 
REVIEW 

COMPLET 
ED 

COMME 
NTS 

Raw materials 
21125 II Dr. Reddy’s Laboratories 

Ltd. 
Atorvastatin Calcium 1 Inadequate Sep 30, 

2011 
by K. 
Khan 

III 4 N/A 
III 4 N/A 

III 4 N/A 

III 4 N/A 
III 4 N/A 

III 4 N/A 

III 
III 

III 
III 

4 N/A 
4 N/A 

4 N/A 
4 N/A 

III 4 N/A 
III 4 N/A 

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

(b) (4)

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

(b) (4)

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

4
 

Reference ID: 3025894 
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Chemistry Review Data Sheet 

1. ANDA 091650 

2. REVIEW #: 1 

3. REVIEW DATE: 22-MAR-2010 

4. REVIEWER: Weiqin Jiang 

5. 	PREVIOUS DOCUMENTS:  
Previous Documents:  Document Date 
None 

6. SUBMISSION(S) BEING REVIEWED: 
Submission(s) Reviewed	 Document Date 

09-JULY-2009 (EDR date) Original 15-JULY-2009 (DARRTS date) 
Amendment 19-FEB-2010 

7. NAME & ADDRESS OF APPLICANT: 
Name: 	 Dr. Reddy’s Laboratories Ltd. 

Bachepalli, Post Bag No. 15, Kukatpally P.O., Hyderabad – 500 072,  
India 
Contact person: 
Zoher T. Sihorwala 

Address: 	 Head-Global Regulatory Affairs & Compliance (India Operations) 
Tel. No. (040) 2304 4971 

U.S. 
Representative:	 Dr. Reddy’s Laboratories, Inc. 

200 Somerset Corporate Blvd., 7th Fl., Bridgewater, NJ 08807 
Telephone: 908-203-4900 
Fax: 908-203-4937 

8. DRUG PRODUCT NAME:  Proprietary Name: Not Available 
Non-Proprietary Name: Atorvastatin Calcium Tablets 

9. LEGAL BASIS FOR SUBMISSION: Lipitor Tablets, NDA #: 20702 
10. PHARMACOL. CATEGORY: Lipid Lowering Agent/Inhibitor of HMG-CoA 

reductase, which catalyses the conversion of HMG-
CoA to mevalonate, an early and rate-limiting step 
in cholesterol biosynthesis in liver. 

Fax No. (040) 2304 5238 

Kumara Sekar 
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11. DOSAGE FORM:	 Tablets 
12. STRENGTH/POTENCY: 10 mg, 20 mg and 40 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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study. Tri-potassium ethylenediaminetetraacetic acid, K3EDTA was also used as the 
anticoagulant for harvesting of biological fluids during the study assay. 

3.	 In an amendment dated 09 February 2010, the firm has submitted acceptable long-term 
storage stability (LTSS) data to cover a storage period of 48 days at -70°C. The firm 
previously provided LTSS data for 58 days at -20°C in its original submission. The study 
samples were stored for the fasting study from May 28, 2009 to July 03, 2009 (37 days). 
In this same submission, the firm has submitted acceptable LTSS data to cover a storage 
period of 75 days at -70°C. The samples were stored for the fed study from March 21, 
2009 to May 26, 2009 (67 days), therefore, the firm’s data is adequate.  

4.	 The pre-study bioanalytical method validation is adequate. 
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drinking water at room 
temperature. 

Lot No.: 0982068 

09-VIN- To assess the An open label, Test Product: 71completing (71M) 
057 bioequivalence balanced, Healthy subjects 

between randomized, Atorvastatin calcium mean age 
Atorvastatin two-treatment, 40 mg Tablets 29.75 years 

calcium 40 mg two-period, two- administered orally. (Range: 20  to 42 
Tablets of Dr. sequence, single [Batch No./Lot No: years) 

Reddy’s 
Laboratories 

Limited, India 

dose, crossover 
oral 

bioequivalence 

EC8308] 

Reference Product: 

15.160 ± 
6.4442 

4.500 
(0.50 – 

8.00 
115.411 ± 
46.7923 

119.146 ± 
47.7439 

10.683 ± 
3.5057 

0.0717 ± 
0.02258 Module 

and Lipitor® study in healthy, 5.3.1.2,  
40mg Tablets 
manufactured 

by Pfizer 

adult, human 
subjects under 
fed condition. 

Lipitor® 40mg Tablets 
administered orally 
[Batch No./Lot No.: 

16.923 ± 
8.0035 

4.500 
(0.75 – 
5.00) 

124.165 ± 
53.7665 

127.576 ± 
54.7091 

10.658 ± 
3.4599 

0.0719 ± 
0.02322 

Final Report 

Ireland . 0982068] 
pharmaceuticals 

in healthy, 
adult, human 

subjects under 
fed condition 
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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 23/13, Repeat Analysis of Samples & 
Reintegration of Chromatograms, effective date: 30 April 2008 (for fasting study no. 
01621/09-10), allows for the following bioanalytical repeats: (1) Unacceptable 
calibration curve, (2) Instrument malfunction, (3) QC acceptance criteria, (4) 
Extraction/processing error, (5) Internal standard area variation, (6) Acquisition error, 
(7) Samples lost during processing, (8) Poor chromatography, (9) Concentration of a 
subject sample is more than the highest CC point, (10) BLQ in the middle of the profile, 
(11) Pre-dose sample concentration, and (12) Anomalous value. 

•	 The standard operating procedure (SOP) number VIN-BRD-016, Repeat Analysis, 
effective date: 25 April 2008 (for fed study no. 09-VIN-057), allows for the following 
bioanalytical repeats: (1) Samples lost during processing, (2) Poor chromatography, (3) 
Significant response in the pre-dose subject sample, (4) Value above upper limit of 
calibration curve, (5) Improper sample processing, (6) Improper/inconsistent internal 
standard area, and (7) Analytical batch failure as per SOP VIN-BRD-013 (Analytical 
Batch Acceptance Criteria). 

•	 For all analytical related repeats mentioned above, the SOP does mention these reasons 
for bioanalytical repeat analysis. Subsequently, the reviewer has evaluated the criterion 
and agrees that it is objective.  The reviewer agrees that firm conducted its repeat analysis 
for the fasting study (01621/09-10) and fed study (09-VIN-057) in accordance with its 
SOPs. The reviewer also agrees with the firm’s reasons for reanalysis.  

•	 For the fasting study (01621/09-10), the firm reassayed a total of eight [56 atorvastatin, 2 
orthohydroxy atorvastatin, and 1 parahydroxy atorvastatin (Per the table and report, the 
reanalyzed values were not used in analysis)] PK repeats from subjects under the reason 
code Anomalous Value.  The reassays are indentified as follows: 

o	 Atorvastatin 
� Subject 8, period I, 1.25 hours, reference product 
� Subject 8, period I, 4.00 hours, reference product 
� Subject 35, period II, 2.50 hours, reference product 
� Subject 36, period I, 8.00 hours, reference product 
� Subject 37, period I, 36.00 hours, reference product 

o	 Orthohydroxy Atorvastatin 
� Subject 8, period I, 1.25 hours, reference product 

6 NOTE: There were only five (5) actual recalculated values used in the firm’s calculation after reanalysis. 
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� Subject 8, period I, 4.00 hours, reference product 

•	 The reviewer has reanalyzed the data using the original concentration values for all 
samples which were reported as anomalous values (as outlined above).  Recalculation of 
the primary pharmacokinetic parameters using original data does not alter the outcome of 
the study. 

As a result, the study repeat analysis is adequate. 
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(b) (4)

3.12 Deficiency Comments 

None 

3.13 Recommendations 

1.	 The Division of Bioequivalence accepts the fasting BE study (01621/09-10) 
conducted by Dr. Reddy’s Laboratories on its Atorvastatin 40 mg Tablets (lot # 
EC8308) comparing it to Pfizer’s Lipitor® (atorvastatin calcium) Tablets, EQ 40 mg 
Base (lot # 0982068). 

2.	 The Division of Bioequivalence accepts the fed BE study (09-VIN-057) conducted by 
Dr. Reddy’s Laboratories on its Atorvastatin 40 mg Tablets (lot # EC8308) 
comparing it to Pfizer’s Lipitor® (atorvastatin calcium) Tablets, EQ 80 mg Base (lot # 
0982068). 

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

NLT (b) (4)(Q) of Atorvastatin dissolved in 15 minutes 

4. 	 The waiver requests for in vivo BE study requirements for the firm’s lower strength 
of the test product, 10 mg and 20 mg, are granted. 

5. 	 The Division of Bioequivalence deems the test product, Atorvastatin 40 mg Tablets 
(lot # EC8308), manufactured by Dr. Reddy’s Laboratories, to be bioequivalent to the 
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Comments on Pharmacokinetic and Statistical Analysis: 
The pharmacokinetic and statistical analyses are adequate.  The reviewer used the SAS 
code, CALCKE, for statistical analysis and verification of the data.  This particular SAS 
code allows the reviewer to select the values which are used as the time points to 
calculate the elimination rate constant, KEL (Note: AUCI and THALF are dependent 
variables), along with other PK parameters.  The following time points were selected to 
calculate the KEL: 

Ke first: T23 (16 hours) 

Ke last: T26 (48 hours) 

The firm has also analyzed the data of sixty-nine subjects.  The reviewer agrees with the 
firm’s assessment. 

Subject 37 (period I, reference product) and subject 38 (period II, reference product) both 
show a measurable drug concentrations at zero (0) hours for the parent drug.  Since this 
drug concentration is less than 5% of the CMAX for this subject, no further analysis is 
needed10. 

The 90% confidence intervals for log-transformed primary parameters of the active 
metabolites, orthohydroxy and parahydroxy atorvastatin, meet the acceptable BE limits of 
80.00% - 125.00%. As a result, 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%.  The study is 
adequate. 

10 Guidance for Industry Bioavailability and Bioequivalence Studies for Orally Administered Drug 
Products — General Considerations: March 2003. 
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Figure 1. Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study 

Atorvastatin 
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variables), along with other PK parameters.  The following time points were selected to 
calculate the KEL: 

Ke first: T23 (16 hours) 

Ke last: T26 (48 hours) 

The firm has also analyzed the data of seventy-one subjects.   

The 90% confidence intervals for log-transformed primary parameters of the active 
metabolites, orthohydroxy and parahydroxy atorvastatin, meet the acceptable BE limits of 
80.00% - 125.00%. As a result, 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%.  The fed study is 
adequate. 
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Figure 2. Mean Plasma Concentrations, Single-Dose Fed Bioequivalence Study 

Atorvastatin 
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4.2.2 Polymorphic Consideration for Atorvastatin Calcium Tablet Drug Products 

Due to the OGD’s recent concern of the effect of polymorphism on in vitro and in vivo performance of a drug product, polymorphic 
identification of an API compound with multiple polymorphs such as atorvastatin would contribute toward the process of determining 
an appropriate and discriminatory dissolution method for use in the quality program of the drug product.  Polymorphism has been 
linked to a product’s stability, impurity profile, and solubility of the active ingredient.  Following is a list of ANDAs of atorvastatin 
calcium tablet products which have been reviewed by the DBE and the polymorph(s) identified by the respective DBE reviewer for 
each product.  The evaluation of the polymorphic form and/or composition of the API is primarily carried out the OGD Division of 
Chemistry.  The polymorphic identification list below is for the information purpose of the DBE reviewers only. 

Application Number Submitter Reviewer Polymorph (s) 
ANDA-091650 DR REDDYS LABORATORIES LTD Johnetta Walters 
ANDA-202357 DR REDDYS LABORATORIES LTD Not Assigned 

(b) (4)

ANDA-091226 MATRIX LABORATORIES LTD Hongling Zhang 

ANDA-078773 TEVA PHARMACEUTICALS USA Suman Dandamudi 
ANDA-077575 SANDOZ INC Li Gong 
ANDA-091624 KUDCO IRELAND LTD Johnetta Walters 
ANDA-090548 APOTEX INC Li Gong 

ANDA-076477 RANBAXY LABORATORIES LIMITED Surendra Shrivastava 

NDA 020702 (Lipitor) Pfizer 

(b) (4)

(b) (4)
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Figure 3. Dissolution Profiles 
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4.4 Detailed Regulatory History (If Applicable) 
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4.5 Consult Reviews 

N/A 
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4.6 SAS Output 

4.6.1 Fasting Study Data 

FASTING CONCENTRATION DATASET 

(b) (4)

Page 68 of 141 

Reference ID: 2974197 Following this page, 69 pages withheld in full (b)(4)- SAS Output



 

 

 

 

4.8 Additional Attachments 

N/A 
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT
 

ANDA: 091650 

APPLICANT: Dr. Reddys Laboratories 

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

mg. The dissolution method is as follows: 


Medium: 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 

(b) (4)

dissolved in 15 minutes 


The DBE has noticed that you have used a non-standard high-

fat vegetarian breakfast in your fed study (Study No. 09
VIN-057). Currently, there are no adequate data from which 

to conclude that a high-fat vegetarian breakfast served 

prior to dosing in bioequivalence fed studies will have the 

same effect on drug absorption as the standard FDA high-fat 

breakfast using meat as the main protein source. Therefore, 

please note for future submissions, that the DBE does not 

encourage the use of vegetarian breakfasts for fed 

bioequivalence studies. 


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 
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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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(b) (4)

(b) (4)

(b) (4)

(b) (4)

4.9 Outcome Page 

ANDA: 091650 

Productivity: 

ID Letter 
Date 

Productivity 
Category Sub Category Productivity Subtotal 

13856 7/9/2009 Bioequivalence 
Study 

Fasting Study 1 1 

13856 7/9/2009 Bioequivalence 
Study 

Fed Study 1 1 

13856 7/9/2009 Other Dissolution Waiver 1 1 
13856 7/9/2009 Other Dissolution Waiver 1 1 
13856 7/9/2009 Other DSI Inspection Report 1 1 

13856 7/9/2009 Other DSI Inspection Report ( 1 1 

13856 2/9/2010 Other Study Amendment Without Credit 
(WC) 

0 0 

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. 
The firm’s dissolution testing data with the FDA-recommended method are acceptable (at 

(b) (4)S1 level). The firm’s proposed specification of NLT (Q) in 30 minutes is not 
acceptable. Based on

(b) (4)
 the dissolution data submitted, the DBE recommends the 

specification of NLT (Q) in 15 minutes. The firm should acknowledge the FDA-
recommended method and specification.  

Also, the firm should submit Long Term Storage Stability data to cover a storage period 
of at least 67 days. 

No Division of Scientific Investigations (DSI) inspections for the clinical site1 or 
analytical site2 are pending or necessary. 

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  for NDA . The outcome 
  Based on the inspection, it was determined that the data was 

 Kassim, Sean Y/ /REV

(b) (4)

(b) (4)

(b) (4)

(b) (4)
was Voluntary Action Indicated (VAI).

acceptable for review. (DARRTS, Search: NDA

NONCLINICAL-03(General Review)). 

2 A routine inspection was completed for the Analytical Site on
 (b) (4)for NDA 

 Skelly, Michael F REV

(b) (4) The 
outcome was Voluntary Action Indicated (VAI). Based on the inspection, it was determined that the data 

(b) (4) (b) (4)was acceptable for review. (DARRTS, Search: NDA
NONCLINICAL-03(General Review)). 









 

 
  

 
 
 
 

 

  

 

     
 

 
  

 
 

 

 
 

 
  

  
  

  
 

   

 
 

(b) (4)

II. COMMENTS: 

1.	 Currently, there is no USP method for Atorvastatin Calcium Tablets, but there is an 
FDA-recommended dissolution method.  The FDA-recommended dissolution method 
is available on the public dissolution database on the Office of Generic Drugs 
website, http://www.accessdata.fda.gov/scripts/cder/dissolution/index.cfm. The firm’s 
dissolution testing data with the FDA-recommended method is acceptable. 

2.	 The firm proposed a specification of NLT (Q) in 30 minutes is not acceptable. (b) (4)

Based on the dissolution data submitted, the DBE recommends the specification of 
(b) (4)NLT (Q) in 15 minutes. 

3.	 The firm’s test product meets the FDA-recommended specification at the S1 level.   

4.	 The firm provided Long Term Storage Stability data for 58 days at -20°C. The 
samples were stored for the fasting study from May 28, 2009 to July 03, 2009 (37 
days) and for the fed study from March 21, 2009 to May 26, 2009 (67 days), 
therefore, the firm will be asked to provide Long Term Storage Stability data to cover 
a storage period of at least 67 days. 

III. DEFICIENCY COMMENTS: 

1.	 The firm’s proposed specification is not acceptable. The firm should acknowledge 
and accept the FDA-recommended dissolution method and specification for its test 
product, Atorvastatin Calcium Tablets. 

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 
Specification NLT (Q) in 15 minutes 

2. The firm should provide Long Term Storage Stability data to cover a storage period 
of at least 67 days. 

http://www.accessdata.fda.gov/scripts/cder/dissolution/index.cfm


 

  

    

  

 

  

 
 

 
  

  
  

 
 

   

 

(b) (4)

IV. RECOMMENDATIONS 

1.	 The in vitro dissolution testing conducted by Dr. Reddy’s Laboratories, Inc. on its test 
product, Atorvastatin Calcium Tablets, 10 mg (Lot # EC8306), 20 mg (Lot # 
EC8307) and 40 mg (Lot # EC8308) comparing it to Pfizer Pharmaceutical’s Lipitor® 

(Atorvastatin Calcium) Tablets, 10 mg (Lot # 14116V), 20 mg (Lot # 0431086) and 
40 mg (Lot # 0391096) is incomplete due to the deficiency comment # 1. 

2.	 The firm should conduct dissolution testing using the following FDA-recommended 
dissolution method: 

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 
Specification NLT (Q) in 15 minutes 

3.	 The firm should provide Long Term Storage Stability data to cover a storage period 
of at least 67 days. 

The firm should be informed of the above deficiency comments and 
recommendations. 



 

 
 

 

 

 

 

  
 

 

 
 

 

 
 
 

 

 

 

(b) (4)

BIOEQUIVALENCE DEFICIENCIES
 

ANDA:	 091650 


APPLICANT:	 Dr. Reddy’s Laboratories Limited 


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

40 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 

later. The following deficiencies have been identified: 


1. The dissolution testing data for your test product, 

Atorvastatin Calcium Tablets, are acceptable. However, the 


(b) (4)proposed specification of NLT
 (Q) in 30 minutes for 

your test product is not acceptable. Based on the 

dissolution testing data, the DBE recommends a more 

appropriate specification below. Please provide 

acknowledgement for your acceptance of the following FDA-

recommended dissolution method and specification for your 

test product: 


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 
Specification NLT Q) in 15 minutes 

2. Please provide Long Term Storage Stability data for 

Atorvastatin Calcium in frozen biological matrix to cover 

the maximum storage period of the study samples (i.e., from 

the day of the first sample collection to the day of the 

last sample analysis, which was at least 67 days for your 

bioequivalence studies). 


Sincerely yours, 


{See appended electronic signature page} 


Dale P. Conner, Pharm.D. 

Director, Division of Bioequivalence I 

Office of Generic Drugs 

Center for Drug Evaluation and Research 




 

     
 

 
 

 

 
  

    

      
 

V. OUTCOME 

ANDA: 091650 

Productivity: 
ID Letter Date Productivity Category Sub Category Productivity Subtotal 

9919 7/15/2009 Dissolution Data Dissolution Review 1 1 
Bean Total: 1 



-------------------- -------------------- -------------------- ------------------------------------------
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ANDA-91650 ORIG-1 DR REDDYS ATORVASTATIN CALCIUM 
LABORATORIES 
LTD 
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/s/ 

DEANAH L MITCHELL 
12/17/2009 

APRIL C BRADDY 
12/17/2009 

HOAINHON N CARAMENICO on behalf of DALE P CONNER 
12/18/2009 
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ROUTING SHEET 

APPROVAL  TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)   CGMP 

Division: III Team: 34 PM: Bob Gaines Electronic ANDA: 
Yes No 

ANDA #:091650 
Firm Name:Dr Reddy's Laboratories Limited 
ANDA Name:Atorvastatin Calcium Tablets, 10 mg (base), 20 mg (base), 40 mg (base) 
RLD Name:Lipitor by Pfizer 

Electronic AP Routing Summary Located: 

Z:\Chemistry Division III\Team 34\Electronic AP Summary\91650.ap.doc
 

AP/TA Letter Located: 
Z:\Chemistry Division III\Team 34\Final Version For DARRTS Folder\APPROVAL 
LETTERS\91650.apltr.DOC 

Project Manager Evaluation: Date: 5/23/12 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#: 21125  (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)   Addendum Needed: Yes No Comment: 
Date of Acceptable Bio 7/20/11  Bio reviews in DARRTS:  Yes No  (Volume location: ) 
Date of Acceptable Labeling 5/18/12 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: 5/23/12 REMS Required: Yes No REMS Acceptable: Yes  No

 Regulatory Support 

 Paragraph 4 Review (Dave Read, Susan Levine), Date emailed: 5/25/12

 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 

Reference ID: 3160186 
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OGD APPROVAL ROUTING SUMMARY
 

1. Regulatory Support Branch Evaluation 
Martin  Shimer           Date:  5/24/2012  
Chief, Reg. Support Branch Initials: MHS 

Contains GDEA certification: Yes No Determ. of Involvement? Yes No 
(required if sub after 6/1/92) Pediatric Exclusivity System 

RLD  =  NDA# 
Date Checked 
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:      
Is applicant eligible for 180 day 

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:ANDA submitted on 7/16/2009, BOS=Lipitor NDA 20702, PIII to '893, '995 and '667, PIV to '104, '156 and 
'971. ANDA ack for filing for the 10 mg, 20 mg and 40 mg strengths with a PIV certification on 7/16/2009(LO dated 
10/19/2009).  Patent Amendment rec'd on 4/27/2012-RR from Warner-Lamber in Morris Plains NJ signed and dated 
10/27/2009, RR from Pfizer in NY, NY signed and dated 10/27/2009,  CA 09 CV 0943 filed in the D of DE on 12/8/2009 
for infringement of the '156 patent, this CA was dismissed without prejudice on 8/26/2011-this dismissal immediately 
ended any 30 month stay of approval. 
The only remaining barrie to the approval of this ANDA is Ranbaxy's(ANDA 76477) eligibility for 180 day exclusivity. 
This exclusivity is set to expire on 5/28/2012 which is a Federal holiday.  Therefore, this ANDA will be eligible for Full 
Approval on Tuesday the 29th of May. 

2. Labeling Endorsement 

Reviewer, BT:       Labeling Team Leader, RW: 
Date5/23/12 Date5/23/12 
InitialsBT/RG for InitialsRW/RG for 

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


Comments: 


From: Wu, Ruby (Chi-Ann)   
Sent: Wednesday, May 23, 2012 2:08 PM 
To: Turner, Betty; Gaines, Robert 
Subject: RE: ANDA 91650 

I concur 

Bob, 


As Betty requested, please delete references to the 80 mg strength since it is filed under another ANDA. 


Thanks! 


Ruby

Reference ID: 3160186 
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From: Turner, Betty 
Sent: Wednesday, May 23, 2012 12:21 PM 
To: Gaines, Robert; Wu, Ruby (Chi-Ann) 
Subject: RE: ANDA 91650 

Hi Bob, 


Dr. Reddy's 80 mg strength is approved under ANDA 202357.
 

I have checked the OB, USP, REMS, Medwatch, Drugs@fda, and DARRTS and there are no new updates since the last labeling 

review was completed. 


Thanks, 


Betty
 

From: Gaines, Robert 
Sent: Wednesday, May 23, 2012 9:56 AM 
To: Turner, Betty; Wu, Ruby (Chi-Ann) 
Subject: ANDA 91650 

Hi Betty and Ruby. 


The subject Atorvastatin ANDA by DRL is ready for approval. Please provide labeling endorsement. 


Thanks 


Bob 


 << File: 91650 label rev.pdf >>  << File: 91650.apltr.DOC >>  


3. Paragraph IV Evaluation 
David  Read  
OGD Regulatory Counsel

Pre-MMA Language included  
Post-MMA Language Included 
Comments:AP Letter okay. 

PIV’s Only 
Date 25May2012 

         InitialsDTR  

4. Quality Division Director /Deputy Director Evaluation 
Chemistry Div. III (Sayeed) 

Comments:cmc satisfactory 

Date 7/12/12 
InitialsVAS 

5. First Generic Evaluation 
Frank  Holcombe  

 First Generics Only 
Date  

Assoc.  Dir.  For  Chemistry  
Comments: (First generic drug review) 

Initials 

OGD Office Management Evaluation 

6. Peter  Rickman 	  Date 7/17/2012 
Director,  DLPS 	  Initials wpr 

Para.IV Patent Cert: Yes  No 
Pending Legal Action: Yes  NoReference ID: 3160186 



 

 

       
 

 

 

 
                     

                
       

 
 

       
     

 
 
 

 
             

             

       
      

 
  
  
 
 

 
 

 
 

 
 
 

Petition: Yes  No 
Comments: BOS=Lipitor NDA 20702, The applicant provided PIII certs to '893, '995 and '667 patents which have all 

since expired. The applicant also provided PIV certs to '104, '156 and '971 patents, but was sued for infringement of the '156 
patent only. This CA was dismissed without prejudice on 8/26/2011. There are no exclusivity issues. Ranbaxy's (ANDA 76477) 
has 180 day exclusivity which expired on 5/28/2012. Chemistry acceptable 6/29/2012 and 7/12/2012. Bio acceptable 7/20/2011 
(fsating and fed studies 40 mg). Labeling acceptable 5/18/2012 per AP Summary, TL sign-off 5/23/2012. EER acceptable 
4/25/2012. This ANDA is eligible for Full Approval. 

AND/OR 

7. Robert  L.  West  
Deputy Director, OGD 

Para.IV Patent Cert: Yes  No 
Pending Legal Action: Yes  No 
Petition: Yes  No 
Press Release Acceptable 
Date PETS checked for first generic drug 

Date  
Initials 

Comments:      

8. OGD Director Evaluation 
Keith  Webber  
Deputy  Director,  OPS  

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

Comments:      

9. Project Manager 
Date 7/17/12 
Initials RG 

Check Communication and Routing Summary into DARRTS 

Reference ID: 3160186 
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ROBERT T GAINES 
07/17/2012 

Reference ID: 3160186 



 

 
 
 

  

  
 

 
 

Page 1 of 3 

Vera, Matthew 

From: Vera, Matthew 
Sent: Friday, June 22, 2012 2:49 PM 
To: Davis Bruno, Karen L; Antonipillai, Indra 
Cc: Nagavelli, Laxma; Gill, Devinder; Sayeed, Vilayat A 
Subject: ANDA 91650 – Revision of (b) (4) Impurity’ (b) (4)

Karen and Indra, 

In response to the Agency’s communications dated June 4 and 8, 2012 regarding 
(b) (4)  of atorvastatin calcium, Dr. Reddy’s Laboratories submitted an amendment dated 14-June-

(b) (4)

2012. The CMC review team has summarized below the key information of the submission and full 
details are available in the EDR submission for ANDA 91650. 

(b) (4)

Reference ID: 3157219 
6/25/2012 







---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

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

/s/ 

MATTHEW D VERA 
07/11/2012 

Reference ID: 3157219 



Reference ID: 3151122 





---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

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

/s/ 

MATTHEW D VERA 
06/26/2012 

LAXMA R NAGAVELLI 
06/26/2012 

Reference ID: 3151122 



Reference ID: 3140122 





---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

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

/s/ 

MATTHEW D VERA 
06/04/2012 

LAXMA R NAGAVELLI 
06/04/2012 
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ANDA 91650 Consult Request 


Background information for consideration for Pharm-Tox review team: 


Note: All the impurities listed in this application for DP release and stability are 
satisfactory meeting either RLD limits or limits qualified for other Atorvastatin 
applications, (b) (4)

(b) (4)

Reference ID: 3133989
 

Following this page, 5 Pages Withheld in Full as (b)(4)



   

 

 

 

(b) (4)

For additional details, please see previous consults 2010-0429, 2011-0542, and 2012-
0625. 


CMC Question: Is the proposed limit qualified 
based on firm’s response through amendments listed in items 1, 2, 3, and 4? 

(b) (4)

If additional clarification or information is needed, please contact Matthew Vera at 240-
276-8493 or matthew.vera@fda.hhs.gov. 


Reference ID: 3133989
 

mailto:matthew.vera@fda.hhs.gov
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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 

Reference ID: 3130763 

http://service.govdelivery.com/service/subscribe.html?code=USFDA
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For Wm Peter Rickman 

Reference ID: 3130763 



 
 

 
 

 
 

 
 

 
 

 

 
 

 
 
 

 

 

 

 
 

 

(b) (4)

Record of Telephone Conversation
 

The firm would like to coordinate a conference call with the development 
technical personnel at sites in India, during the week of 03/19/2012. 

Food and Drug Administration 
Division of Chemistry III 
7500 Standish Place 
MPN II Rockville, MD 20855 
Tel: 240-276-8430 

Date: 
03-15-2012 

ANDA Number: 
091650 

Product Name: 
Atorvastatin calcium 
tablets, 10 mg, 20 

mg and 40 mg 

Firm Name: 
Dr. Reddy Labs 

Firm Representative: 
Jaya Ayyagari 

Phone Number: 
908-2034977 
Fax Number: 

FDA Representative: 
Khalid M. Khan 
Laxma Nagavelli 

Signatures: 
KMK 

CC: ANDA 
V:\Chemistry Division III\Team 34\Final Version For DARRTS Folder\Telephone 
Deficiencies\091650-Verbal-03152012.doc 

Reference ID: 3102388 
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Reference ID: 3102388 
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TRANG Q TRAN 
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Reference ID: 3100919 



 
 

   
 

  
 

  
 

 
 

 

 

 
 

 
 

 
 

 
     

   
 

 
  

    
  

 
 

 
    

 
  

 
  

 
 

 
 

 
 

 

 
 

 
 

QUALITY DEFICIENCY - MINOR
 

ANDA 091650 

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

APPLICANT:  Dr. Reddy's Laboratories Limited TEL: 908-203-4977 

ATTN:  Jaya Ayyagari FAX: 908-203-4980 

FROM:  Leigh Ann Sears 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, and 40 mg.  

Reference is also made to your amendment dated May 13, 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. 

Reference ID: 3023410 

http://www.gpoaccess.gov/fr
http://www.fda.gov/cder/ogd


 

 

             
  

 

 

 

 

 

 

 

 

 

 

CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 

ANDA: 091650 APPLICANT: Dr. Reddy’s Laboratories Ltd.  

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

A. The deficiencies presented below represent MINOR deficiencies. 

1. 

2. 

3. 

4. 

5. 

6. 

7. 

8. 

9. 

(b) (4)

Reference ID: 3023410 



 

 

 

 

 

 

 

 

 
 

 
 

 

 

 

10 

11 

12 

13 

14 

15 

(b) (4)

. (b) (4)

B. Please acknowledge and respond to the following comments: 

1. Please provide all available long-term stability data with updated stability specifications. 

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: 3023410 
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LAXMA R NAGAVELLI 
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Signed for Vilayat A Sayeed, PhD 

Reference ID: 3023410 
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07/11/2011 

Reference ID: 2971995 



 
 

   
 

  
 

  
 

 
 

 
  

 

 
  

 
 

 

 
     

 

 
  

    
  

 
 

 
    

 
  

 
  

 
 

 
 

 
 

 

 
 

 
 

QUALITY DEFICIENCY - MINOR
 

ANDA 091650 

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

APPLICANT:  Dr. Reddy's Laboratories Limited TEL: (908) 203-4937 

ATTN: Kumara  Sekar FAX: (908) 203-4980 

FROM:  Leigh Ann Sears 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 and 40 mg.  

Reference is also made to your amendment dated August 27, 2010. 

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. 

Reference ID: 2938463 

http://www.gpoaccess.gov/fr
http://www.fda.gov/cder/ogd


 

 

             
  

 

 

 

 

 

 

 

 

 

 

 

CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 

ANDA: 091650 APPLICANT: Dr. Reddy’s Laboratories, Ltd.  


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


A. The deficiencies presented below represent MINOR deficiencies. 

1. The Drug Master File 21125 is currently inadequate.  	The DMF holder has been notified. 
Please do not respond to this letter until the DMF holder has responded to the deficiencies. 
Please also make any applicable changes to the drug substance specifications based on 
consultation with DMF holder and provide the revised specifications and certificate of 
analysis. 

2. 

3. 

4. 

5. 

6. 

7. 

8. 

9. 

1 

(b) (4)

Reference ID: 2938463 



 

 

 

 

 

 

 
 
 

 
 

 

 

11
 

12
 

13
 

14
 

B. Please acknowledge and respond to the following comments: 


(b) (4)

1. Please provide all available long-term stability data with updated stability specifications. 

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: 2938463 



---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

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 
04/26/2011 

LAXMA R NAGAVELLI 
04/28/2011 
Signed for Vilayat A Sayeed, PhD 

Reference ID: 2938463 





-------------------- -------------------- -------------------- ------------------------------------------

---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

Application Submission Submitter Name Product NameType/Number Type/Number 

ANDA-91650 ORIG-1 DR REDDYS ATORVASTATIN CALCIUM 
LABORATORIES 
LTD 

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 BRADFORD 
06/01/2010 

THERESA C LIU 
06/02/2010 



 
 

 
 

 

 
 

 
 

 
 

 

 

 

 
  

   
 

 
 

 
 

 
 

 
 

   
 

   

 
 

 
    

 
 

  
 

  
 

  

 
 

 

   
   

         
    

QUALITY DEFICIENCY - MINOR 

ANDA  091650 

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:  Dr. Reddy's Laboratories Limited TEL: (908) 203-4937 

ATTN:  Kumara  Sekar FAX: (908) 203-4980 

FROM:  Leigh Ann Bradford FDA CONTACT PHONE: (240) 276-8453 

Dear Sir: 

This facsimile is in reference to your abbreviated new drug application dated Junly 9, 2010, submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 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 
Document Control Room 

7620 Standish Place 
Rockville, Maryland 20857 

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

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. 

http://www.gpoaccess.gov/fr
http://www.fda.gov/cder/ogd




 

 

 

 
 

 
 

 
 

 
 

 

 

 

 

24. 

25. 

26. 

(b) (4)

B. Please acknowledge and respond to the following comments: 


1. 
(b) (4)

2. Please provide all available long-term stability data. 


3. 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. 


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 




-------------------- -------------------- -------------------- ------------------------------------------

---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

Application Submission Submitter Name Product NameType/Number Type/Number 

ANDA-91650 ORIG-1	 DR REDDYS ATORVASTATIN CALCIUM 
LABORATORIES 
LTD 

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 ISER 
06/02/2010 
signed for V. Sayeed 



 
 

 

 

 
  

 
 

 

 

 
 
 

 
 
 

 
 

 

 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Telephone Fax 

ANDA 91650 


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: Dr. Reddy’s Laboratories, Inc. TEL: 908-203-4937 
U.S. Agent for Dr. Reddy’s 
Laboratories, Inc. FAX: 908-203-4980 

ATTN: Kumara Sekar 


FROM: Ann Vu 


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, 

and 40 mg. 


Pages (including cover): _4__
 

SPECIAL INSTRUCTIONS: 


Labeling Comments 


mailto:Thuyanh.vu@fda.hhs.gov
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REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 


LABELING REVIEW BRANCH 


ANDA Number: 091650 Date of Submission: July 15, 2009 

Applicant's Name: Dr. Reddy’s Laboratories Limited 

Established Name: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg 

Labeling Deficiencies: 

1. CONTAINER (all strengths in bottles of 30s, 60s, 90s and 500s): 

Revise (b) (4) ” to “USUAL DOSAGE”. 

2. 
(b) (4)

3. CARTON 
(b) (4)

4. INSERT 

 11 DESCRIPTION 

The third paragraph of this subsection is significantly different than the RLD’s.  Please provide an 
explanation as to why the physical properties of your drug product differ significantly from the RLD’s.  

5. 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 

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 



-------------------- -------------------- -------------------- ------------------------------------------

---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

Application Submission Submitter Name Product NameType/Number Type/Number 

ANDA-91650 ORIG-1	 DR REDDYS ATORVASTATIN CALCIUM 
LABORATORIES 
LTD 

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

/s/ 

JOHN F GRACE 
01/25/2010 
for Wm Peter Rickman 



 
 

  
 

 
 

  
  

 
 

 

 

 

 

 
 

 
 

 
 

   
 

   

 
  
      

          
          
          
 

 

   
 

 

  
   

 
 

 

 
 

  
 

   
         

     
    

BIOEQUIVALENCE AMENDMENT
 

ANDA 091650 

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:  Dr. Reddy's Laboratories Limited TEL: (908) 203-4900 

ATTN:  Kumara  Sekar FAX: (908) 203-4937 

FROM:  Diana Solana-Sodeinde FDA CONTACT PHONE: (240) 276-8782 

: 

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 and 40 mg.  

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

You should submit a response to these deficiencies in accord with 21 CFR 314.96.  Your amendment should respond to 
all the deficiencies listed. Facsimiles or partial replies will not be considered for review. Your cover letter should 
clearly indicate: 

Bioequivalence  Response to Information Request Bioequivalence  Dissolution Acknowledgement 
Bioequivalence Long Term Stability Storage Data 

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 



 

  
 

 

 
 

 
 
 

 

 

 

(b) 
(4)

(b) 
(4)

ANDA: 091650 

APPLICANT: Dr. Reddy’s Laboratories Limited 

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

The Division of Bioequivalence (DBE) has completed its review of 

only the dissolution testing portion of your submission 

acknowledged on the cover sheet. The review of the fasting and 

fed studies along with the waiver requests will be conducted 

later. The following deficiencies have been identified: 


1. The dissolution testing data for your test product, 

Atorvastatin Calcium Tablets, are acceptable. However, the 

proposed specification of NLT 
 % (Q) in 30 minutes for 

your test product is not acceptable. Based on the 

dissolution testing data, the DBE recommends a more 

appropriate specification below. Please provide 

acknowledgement for your acceptance of the following FDA-

recommended dissolution method and specification for your 

test product: 


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 
Specification NLT %(Q) in 15 minutes 

2. Also, please provide Long Term Storage Stability data for 

Atorvastatin Calcium in frozen biological matrix to cover 

the maximum storage period of the study samples (i.e. from 

the day of the first sample collection to the day of the 

last sample analysis, which was at least 67 days for your 

bioequivalence studies). 


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
 



-------------------- -------------------- -------------------- ------------------------------------------

---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

Application Submission Submitter Name Product NameType/Number Type/Number 

ANDA-91650 ORIG-1 DR REDDYS ATORVASTATIN CALCIUM 
LABORATORIES 
LTD 

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

/s/ 

DALE P CONNER 
01/21/2010 



   

 

 
 

 

 

 

 
 

 
      

 
   

  
  

 
 

    
    

 
 

 

 
        

    

 
 

 
  

 
                                   

          
 

                   
             

                     
 

 
 
 

 

 
 

 
     

               

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 #: 91-650 FIRM NAME:  DR. REDDY'S LABORATORIES LIMITED 

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

 RELATED APPLICATION(S):  NA 

First Generic Product Received?  NO 

DRUG NAME:  ATORVASTATIN CALCIUM 
DOSAGE FORM:  TABLETS, 10 MG, 20 MG AND 40 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 or 
Sarah Nguyen 

Bio PM: Nam J. Chun (Esther)  
FYI: Lizzie Sanchez 

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-  3 YES On Cards: YES  
Therapeutic Code:  3021600 LIPID ALTERING AGENTS   

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

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

Reviewing 
CSO/CST      Ted Palat 

        Date    10/05/2009 

Recommendation:     

 FILE         REFUSE to RECEIVE 

Supervisory Concurrence/Date: Date: 

http://www.fda.gov/cder/ogd
http://www
http://www


 
 
 
 
 
 

 

 
 
 

                  
                                                                     

  
   

     

 

  
         

   

ADDITIONAL COMMENTS REGARDING THE ANDA:  908-203-4937  Kumara Sekar 

(b) (4)

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) YES 

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

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

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





    
 

 

 
 

       
    

 
 

 
 

References 1.4.1 
     Letters of Authorization 

1.	 DMF letters of authorization 
a. 	 Type II DMF authorization letter(s) or synthesis for Active Pharmaceutical 
       Ingredient YES, DMF 21125 

Type II DMF No. YES 
b.	 Type III DMF authorization letter(s) for container closure YES 

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

(b) (4)



  

 

 
  

  
     

        
       

     
 

        
 

 

 
 

                                                                                                                                                            
   
   

 

 

 

 

 
 

  
 

 

 
 

 

 
   

 

  
  

 

 
 

 
 

  

 

 
 

 1.12.11 Basis for Submission OK 
NDA# :   20-702     
Ref Listed Drug:  LIPITOR  
Firm: PFIZER 
ANDA suitability petition required?  NA 
If Yes, then is change subject to PREA (change in dosage form, route or active ingredient) 
see section 1.9.1 

MODULE 1 (Continued)
     ADMINISTRATIVE     

ACCEPTABLE 

1.12.12 Comparison between Generic Drug and RLD-505(j)(2)(A) 
1. Conditions of use SAME 
2. Active ingredients SAME 
3. Inactive ingredients  JUSTIFIED 
4. Route of administration SAME 
5. Dosage Form  SAME 
6. Strength  SAME 

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 AND 20 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)  1 copy, e-submission 
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.) 

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 



                               
  

  
  

                            
 

  
    

 
 

 

 

 

 
 

 
        

        
                   
                  
                   
                 
                 
                  

 

 
 

 

           
                                 

  
 

              
              
               

  
                

   
             
              

              

              
 

 
 

 

2.3 

2.7 

MODULE 2 
SUMMARIES ACCEPTABLE 

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  


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 YES 

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 

http://www






 

(b) (4)



 

 

 

               
 

  
  

 

 
 

   

  
 
 

 
 

  

  

 
 

 
 

 

(b) (4)

3.2.P.2 Pharmaceutical Development 
Pharmaceutical Development Report  YES 

3.2.P.3 Manufacture 
3.2.P.3.1 Manufacture(s) (Finished Dosage Manufacturer and Outside Contract Testing 
Laboratories) 
    1. Name and Full Address(es)of the Facility(ies)     

    2. CGMP Certification:  YES
    3. Function or Responsibility  YES 
    4. CFN or FEI numbers  YES 
3.2.P.3.2 Batch Formula YES 
3.2.P.3.3 Description of Manufacturing Process and Process Controls 
    1. Description of the Manufacturing Process YES 
    2. Master Production Batch Record(s) for largest intended production runs  
        (no more than  10x pilot batch) with equipment specified

    3. If sterile product: Aseptic fill  / Terminal sterilization YES 
    4. Reprocessing Statement  YES 
3.2.P.3.4 Controls of Critical Steps and Intermediates 
3.2.P.3.5 Process Validation and/or Evaluation 
    1. Microbiological sterilization validation YES 
    2. Filter validation (if aseptic fill)  YES 

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 





 

                                                                                                                                               

 

 
 

 
  

        

 
 

 

 

 

 
 

  
 

  
 

   
 

        

 
 

 

                                                                                     
 

 

 

 

 
 

  
  

      
       

  
  

                                                                                  
  

 

 
 

(b) (4)

MODULE 3 
3.2.R Regional Information 

ACCEPTABLE 
3.2.R 
(Drug 
Substance) 

3.2.R.1.S Executed Batch Records for drug substance (if available) NO 
3.2.R.2.S Comparability Protocols NO 
3.2.R.3.S Methods Validation Package  YES, see 3.2.S.4.3
       Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 

(Required for Non-USP drugs) 

3.2.R 
(Drug 
Product) 

3.2.R.1.P.1 
    Executed Batch Records
    Copy of Executed Batch Record with Equipment Specified, including Packaging Records 
    (Packaging and Labeling Procedures)
    Batch Reconciliation and Label Reconciliation  YES 

3.2.R.1.P.2 Information on Components  YES 
3.2.R.2.P Comparability Protocols NO 
3.2.R.3.P Methods Validation Package YES
        Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 

(Required for Non-USP drugs) 

MODULE 5 
     CLINICAL STUDY REPORTS ACCEPTABLE 

5.2 Tabular Listing of Clinical Studies 

5.3.1 
(complete 
study data) 

Bioavailability/Bioequivalence 
1. Formulation data same? 

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

       per 21 CFR 314.94 (a)(9)(iii)-(v)  NA 
2. Lot Numbers of Products used in BE Study(ies): ANDA: EC8306, 8307 and 8308  

      RLD: 14116V, 0431086, 0391096  
3. Study Type:  IN-VIVO PK STUDY(IES)     (Continue with the appropriate study type box below) 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

    Food and Drug Administration 
    Rockville, MD  20857 

ANDA 91-650 


Dr. Reddy's Laboratories, Inc. 

US Agent for Dr. Reddy's Laboratories Limited 

Attention: Kumara Sekar 

200 Somerset Corporate Blvd. 

7th Floor 

Bridgewater, NJ 08807 


Dear Sir: 


We acknowledge the receipt of your abbreviated new drug application 

submitted pursuant to Section 505(j) of the Federal Food, Drug and 

Cosmetic Act. 


NAME OF DRUG: Atorvastatin Calcium Tablets, 10 mg, 20 mg and 40 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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ANDA-91650 ORIG-1	 DR REDDYS ATORVASTATIN CALCIUM 
LABORATORIES 
LTD 

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

/s/ 

MARTIN H Shimer 
10/19/2009 
Signing for Wm Peter Rickman 
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	 Rockville, MD 20857 
	ANDA 091650 
	Dr. Reddy’s Laboratories Inc. 
	U.S. Agent for Dr. Reddy’s Laboratories Limited Attention: Kimberly Ernst 
	Director Regulatory Affairs 200 Somerset Corporate Blvd. 7th Floor Bridgewater, NJ 08807 
	Dear Madam: 
	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), and 40 mg (base).  
	Reference is also made to your amendments dated February 9, and August 26, 2010; May 13, and November 16, 2011; and February 8, March 5 and 26, April 11, May 17, 21, and 23, 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), and 40 mg (base) to be bioequivalent and, therefore, therapeutically equivalent to the reference listed drug (RLD), Lipito
	The RLD upon which you have based your ANDA, Pfizer’s Lipitor Tablets, is subject to periods of patent protection. The following patents and expiration dates (with pediatric exclusivity added) are currently listed in the agency’s publication titled  (the “Orange Book”): 
	Approved Drug Products with Therapeutic Equivalence Evaluations

	U.S. Patent Number
	U.S. Patent Number
	U.S. Patent Number
	  Expiration Date 

	5,686,104 (the '104 patent) 5,969,156 (the '156 patent) 6,126,971 (the '971 patent) 
	5,686,104 (the '104 patent) 5,969,156 (the '156 patent) 6,126,971 (the '971 patent) 
	May 11, 2015 January 8, 2017 July 19, 2013 


	Reference ID: 3160179 
	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), and 40 mg (base), under this ANDA. You notified the agency that Dr. Reddy’s Laboratories Limited (DRL) complied with the requirements of section 505(j)(2)(B) of the Act, and litigation for infringement of the '156 patent was brought against DRL w
	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 5051(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(s) 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. 
	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 , 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 industr
	http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
	http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm


	Reference ID: 3160179 
	. The SPL will be accessible via publicly available labeling repositories. 
	CM072392.pdf
	http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 


	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 
	Reference ID: 3160179 
	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 07/17/2012 Deputy Director, Office of Generic Drugs 
	for Gregory P. Geba, M.D., M.P.H. 
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	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	Figure
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 91650. 
	LABELING REVIEWS. 
	LABELING REVIEWS. 

	**** (This AP Summary supersedes the review dated 5/15/2012) *** 
	APPROVAL SUMMARY .REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW BRANCH. 
	ANDA Number: 091650 Date of Submission: May 13, 2011, March 5, 2012 and May 17, 2012 Applicant's Name: Dr. Reddy’s Laboratories Limited Established Name: Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg REMS required? 
	MedGuides and/or PPIs (505-1(e)) 
	Yes
	Figure

	 No .Communication plan (505-1(e)) .Yes
	Figure

	 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
	Yes
	 No 

	ANDA REMS acceptable?
	Figure
	Figure

	 Yes 
	No
	 n/a .APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): .Do you have 12 Final Printed Labels and Labeling? Electronic submission. .CONTAINER LABELS: (all strengths in bottles of 30s, 60s, 90s and 500s):  Final Printed Labels acceptable in..
	Figure

	5/13/2011 e-submission PROFESSIONAL PACKAGE INSERT LABELING: Final Printed Labeling acceptable in the 3/5/12 e-submission PATIENT INFORMATION SHEET:  Final Printed Labels acceptable in 3/5/12 e-submission Revisions needed post-approval: Yes  
	1.. 
	1.. 
	1.. 
	CONTAINER: 

	2. .
	2. .
	INSERT: FULL PRESCRIBING INFORMATION: CONTENTS* 


	Revise the “*Each tablet contains…” statement to read 
	i. .Revise subheadings 2.1 and 2.2 to read as follows: 
	Reference ID: 3132949 
	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) 
	ii. 
	ii. 
	ii. 
	Revise subheading “6.2 
	” to read “6.2 Postmarketing Experience” 

	iii. 
	iii. 
	Revise subheadings 14.2 and 14.3 to read as follows: 

	TR
	14.2 Hyperlipidemia (Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia (Fredrickson Types IIa and IIb)  14.3 Hypertriglyceridemia (Fredrickson Type IV) 

	iv. 
	iv. 
	Revise the subheading 7.1 to read “7.1 Strong Inhibitors of CYP 3A4” 


	v. Delete the following subtitles locate under subheading 7.1 
	In the cover letter dated May 17, 2012, the firm acknowledges the agency’s comments, and commits to revise the labeling as recommended by the agency and submit the revised labeling post approval.  The revisions requested as stated above, were communicated to the firm in the deficiency letter dated May 15, 2012, to Jaya Ayyagari of the firm at 908-203-4977. 
	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 2/28/12.  Was this approval based upon an OGD labeling guidance?  No 
	NOTE TO CHEMIST: 
	NOTE TO CHEMIST: 

	From: Rickman, William P Sent: Wednesday, May 16, 2012 2:20 PM To: Turner, Betty Subject: FW: Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 mg ANDA 091650 and Atorvastatin Calcium Tablets, 80 mg ANDA 202357 Labeling review status request 
	Betty I'm going to allow them to make this change post approval and at next printing. Peter 
	Reference ID: 3132949 
	From: Sayeed, Vilayat A Sent: Wednesday, May 16, 2012 2:09 PM To: Nagavelli, Laxma; Gaines, Robert Cc: Gill, Devinder Subject: RE: Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 mg ANDA 091650 and Atorvastatin Calcium Tablets, 80 mg ANDA 202357 Labeling review status request 
	Folks 
	As the sponsor is committing to revise the label in the next printing, I think we can let it go with a commitment as this has been done in the past.  We can discuss more when I am back in office tomorrow 
	Thanks 
	Vilayat 
	Vilayat A. Sayeed, Ph.D. Director, Division of Chemistry III FDA/CDER/OPS/OGD 7500 Standish Place MPN II Rockville, MD 20855 Office (240) 276-8486, fax (240) 276-8474 
	Vilayat.Sayeed@FDA.HHS.GOV 

	This communication is consistent with 21CFR10.85(k) and constitutes an informal communication that represents our best judgment at this time but does not constitute an advisory opinion, does not necessarily represent the formal position of the FDA, and does not bind or otherwise obligate or commit the agency to the views expressed. 
	From: Nagavelli, Laxma  Sent: Wednesday, May 16, 2012 1:49 PM To: Gaines, Robert Cc: Gill, Devinder; Sayeed, Vilayat A Subject: RE: Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 mg ANDA 091650 and Atorvastatin Calcium Tablets, 80 mg ANDA 202357 Labeling review status request 
	Bob, 
	Figure
	Thanks,. Laxma. 
	From: Turner, Betty  Sent: Wednesday, May 16, 2012 12:28 PM To: Gaines, Robert; Nagavelli, Laxma Subject: FW: Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 mg ANDA 091650 and Atorvastatin Calcium Tablets, 80 mg ANDA 202357 Labeling review status request Importance: High 
	Reference ID: 3132949 
	Hi Bob,. I wanted to let you know my communication with the firm regarding the container labels for ANDA 091650 and .
	202357 ATORVASTATIN CALCIUM.  I have been very firm with them that they should revise their labels prior to .approval, but they are still pushing for their labels to be approved as is.. Thanks,. Betty .
	From:Sent: Wednesday, May 16, 2012 11:35 AM To: Turner, Betty Cc:Subject: RE: Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 mg ANDA 091650 and Atorvastatin Calcium Tablets, 80 mg ANDA 202357 Labeling review status request Importance: High 
	 jayalakshmia@drreddys.com [mailto:jayalakshmia@drreddys.com]  
	 kernst@drreddys.com 

	Dear Ms Turner 
	The revision to the labels was made based on the specific request received from Chemistry  division in chemistry deficiency letter dated April 29,2011 and subsequently this revision was made and submitted in our response dated May 13,2011 for ANDA 091650. 
	Figure
	I lefty you a voice mail  as well. Please discuss and respond as soon possible. Thank you very much for you timely follow up on this matter.  
	Best Regards, 
	Jaya Ayyagari Senior Manager,Regulatory Affairs Dr Reddy's Laboratories Inc 200 Somerset Corporate Blvd, Floor 7 Bridgewater NJ 08807 Ph:  908-203-4977 
	cell Fax : 908-203-4980 
	jayalakshmia@drreddys.com 
	jayalakshmia@drreddys.com 

	Reference ID: 3132949 
	Figure
	Figure
	Figure
	Hope this helps. weiqin 
	From: 
	From: 
	From: 
	Vu, Thuyanh (Ann)   

	Sent: 
	Sent: 
	Thursday, August 19, 2010 1:59 PM 

	To: 
	To: 
	Jiang, Weiqin 

	Subject: 
	Subject: 
	FW: Dr. Reddy's atorvastatin 91-650 DESCRIPTION section is different than RLD's 


	Here's the original email.  Thanks! 
	From: Vu, Thuyanh (Ann)   Sent: Thursday, March 11, 2010 2:02 PM To: Jiang, Weiqin Cc: Vu, Thuyanh (Ann) Subject: Dr. Reddy's atorvastatin 91-650 DESCRIPTION section is different than RLD's 
	Weiquin,  .When you get to this application, could you answer these two questions?  .Dr. Reddy's labeling is different from the RLD's.  Please see below.  I asked Dr. Reddy's why it was so different and .
	in the labeling amendment dated 2/9/2010, the firm stated "  << OLE Object: Picture (Enhanced Metafile) >>  
	Is this acceptable?  Please see below for Dr. Reddy's labeling and the RLD, Lipitor.  
	Figure
	Thanks .Ann .
	Dr. Reddy's labeling from DESCRIPTION section: 
	Atorvastatin calcium is [R-(R*, R*)]-2-(4-fluorophenyl)-ß, δ-dihydroxy-5-(1-methylethyl)-3-phenyl-4-[(phenylamino) carbonyl]- 1Hpyrrole-1-heptanoic acid, calcium salt (2:1). The molecular formula of atorvastatin calcium is C66H68CaF2N4O10 and its molecular weight is 1155.36. Its structural formula is: 
	 << OLE Object: Picture (Enhanced Metafile) >>  
	Atorvastatin calcium is a white to off-white colored powder free from visible extraneous matter. Atorvastatin calcium is soluble in dimethyl sulphoxide. 
	Lipitor labeling: 
	Reference ID: 3132949 
	Atorvastatin calcium is [R-(R*, R*)]-2-(4-fluorophenyl)-ß, δ-dihydroxy-5-(1-methylethyl)-3-phenyl-4[(phenylamino)carbonyl]-1Hpyrrole-1-heptanoic acid, calcium salt (2:1) trihydrate. The empirical formula of atorvastatin calcium is (C33H34 FN2O5)2Ca•3H2O and its molecular weight is 1209.42. Its structural formula is:  
	 << OLE Object: Picture (Enhanced Metafile) >>  Atorvastatin calcium is a white to off-white crystalline powder that is insoluble in aqueous solutions of pH 4 and below. Atorvastatin calcium is very slightly soluble in distilled water, pH 7.4 phosphate buffer, and acetonitrile; slightly soluble in ethanol; and freely soluble in methanol  
	Please note that the previous review cycles were completed by labeling reviewer, Thuyanh Vu. Portions of this review were taken from the last reviews dated 8/3/2011 and 5/15/2012 in DARRTS. 
	FOR THE RECORD: 

	1. .MODEL LABELING: This review was based on the labeling of the RLD, Lipitor, 020702/S-060; approved February 28, 2012.  
	Supplement 056 was approved June 17, 2009, and provided for labeling in PLR format.  
	CONTAINER 
	CONTAINER 

	Figure
	CARTON. 
	CARTON. 

	Reference ID: 3132949 
	Figure
	BLISTER :. 
	BLISTER :. 

	Figure
	2. PATENTS/EXCLUSIVITIES: 
	BASIS OF APPROVAL:  
	Patent 
	Patent 
	Patent 
	Patent 
	Use 
	Description 
	How Filed 
	Labeling Impact 


	Reference ID: 3132949 
	No 
	No 
	No 
	Expiration 
	Code 

	4681893 
	4681893 
	Sep. 24, 2009 PED. Mar. 24, 2010 
	U161 
	method of treating hypercholesterolemia       METHOD OF INHIBITING CHOLESTEROL BIOSYNTHESIS IN A PATIENT 
	III 
	Same As 

	5273995 
	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 
	5686104 
	Nov 11, 20014 ped May 11, 2015 
	U213 
	METHOD OF INHIBITING CHOLESTEROL BIOSYNTHESIS AND TREATING HYPERCHOLESTEROLEMIA AND METHOD FOR TREATING HYPERLIPIDEMIA 
	IV 
	Same As 

	5969156 
	5969156 
	Jul 8, 2016 ped Jan 8, 2017 
	__ 
	IV 
	Same As 

	6126971 
	6126971 
	Jan 19, 2013 ped July 19, 2013 
	__ 
	IV 
	Same As 

	RE40667 
	RE40667 
	Jun 28, 2011 ped 
	U162 
	METHOD OF USE TO INHIBIT CHOLESTEROL SYNTHESIS IN A HUMAN SUFFERING FROM HYPERCHOLESTEROLEMIA 
	III 
	Same As 


	Table
	TR
	Exclusivity  Data For NDA 20702 

	Code/sup 
	Code/sup 
	Expiration 
	Description 
	Labeling impact 

	I-523 
	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 

	I-471/S-035 
	I-471/S-035 
	SEP 21,2008 
	INDICATED TO REDUCE THE RISK OF MYOCARDIAL INFARCTION AND STROKE IN PATIENTS WITH TYPE 2 DIABETES AND WITHOUT CLINICALLY EVIDENT CORONARY HEART DISEASE BUT WITH MULTIPLE RISK FACTORS FOR CORONARY HEART DISEASE 
	None 


	PATENT AMENDMENT: Update on Paragraph IV certification date 4/27/2012 
	Figure
	Reference ID: 3132949 
	Figure
	 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 
	Figure
	ANDA: 
	10 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one side and “121” on the other side.  
	Figure

	20 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one side and “122” on the other side.  
	Figure

	40 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one  side and “123” on the other side. 
	Figure

	5. CONTAINER/CLOSURE  [2.3.P.7- original submission] 
	Bottle packs 
	Bottle packs 

	30’s: HDPE container .60’s: HDPE container .90’s: HDPE container .
	10 mg: .

	500’s:  HDPE Container 
	: 30’s: HDPE container 60’s: HDPE container 90’s: HDPE container 500’s:  HDPE container ( 
	20 mg

	Figure
	30’s: HDPE container 60’s: HDPE container 90’s: HDPE container 500’s:  HDPE container 
	40 mg: 

	Figure
	Reference ID: 3132949 
	Figure
	6. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 
	USP: Drug Substance only.  (checked May 14, 2012) 
	Atorvastatin Calcium 
	ADDITIONAL REQUIREMENTS  
	• Packaging and Storage: Preserve in well-closed containers, and store at room temperature.  
	RLD:  store at CRT 20-25°C (68-77°F) [see USP].  .ANDA label: Store at 20° to 25°C (68° to 77°F); [See USP Controlled Room Temperature].  .
	Reference ID: 3132949 
	Figure
	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	BETTY B TURNER 05/18/2012 
	CHI-ANN Y WU 05/18/2012 For Wm. Peter Rickman 
	Reference ID: 3132949 
	Figure
	Figure
	Figure
	Figure
	Atorvastatin calcium is [R-(R*, R*)]-2-(4-fluorophenyl)-ß, δ-dihydroxy-5-(1-methylethyl)-3-phenyl-4[(phenylamino)carbonyl]-1Hpyrrole-1-heptanoic acid, calcium salt (2:1) trihydrate. The empirical formula of atorvastatin calcium is (C33H34 FN2O5)2Ca•3H2O and its molecular weight is 1209.42. Its structural formula is: 
	<< OLE Object: Picture (Enhanced Metafile) >> Atorvastatin calcium is a white to off-white crystalline powder that is insoluble in aqueous solutions of pH 4 and below. Atorvastatin calcium is very slightly soluble in distilled water, pH 7.4 phosphate buffer, and acetonitrile; slightly soluble in ethanol; and freely soluble in methanol 
	Please note that the previous review cycles were completed by labeling reviewer, Thuyanh Vu. Portions of this review were taken from the review dated 8/3/2011 in DARRTS. 
	FOR THE RECORD: 

	1. MODEL LABELING: This review was based on the labeling of the RLD, Lipitor, 020702/S-060; approved February 28, 2012. 
	Supplement 056 was approved June 17, 2009, and provided for labeling in PLR format. 
	CONTAINER 
	CONTAINER 

	Figure
	CARTON 
	CARTON 

	Reference ID: 3130756 
	Figure
	BLISTER : 
	BLISTER : 

	Figure
	2. PATENTS/EXCLUSIVITIES: 
	BASIS OF APPROVAL:  
	Patent 
	Patent 
	Patent 
	Patent 
	Use 
	Description 
	How Filed 
	Labeling Impact 


	Reference ID: 3130756 
	No 
	No 
	No 
	Expiration 
	Code 

	4681893 
	4681893 
	Sep. 24, 2009 PED. Mar. 24, 2010 
	U161 
	method of treating hypercholesterolemia          METHOD OF INHIBITING CHOLESTEROL BIOSYNTHESIS IN A PATIENT 
	III 
	Same As 

	5273995 
	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 
	5686104 
	Nov 11, 20014 ped May 11, 2015 
	U213 
	METHOD OF INHIBITING CHOLESTEROL BIOSYNTHESIS AND TREATING HYPERCHOLESTEROLEMIA AND METHOD FOR TREATING HYPERLIPIDEMIA 
	IV 
	Same As 

	5969156 
	5969156 
	Jul 8, 2016 ped Jan 8, 2017 
	__ 
	IV 
	Same As 

	6126971 
	6126971 
	Jan 19, 2013 ped July 19, 2013 
	__ 
	IV 
	Same As 

	RE40667 
	RE40667 
	Jun 28, 2011 ped 
	U162 
	METHOD OF USE TO INHIBIT CHOLESTEROL SYNTHESIS IN A HUMAN SUFFERING FROM HYPERCHOLESTEROLEMIA 
	III 
	Same As 


	Table
	TR
	Exclusivity  Data For NDA 20702 

	Code/sup 
	Code/sup 
	Expiration
	 Description 
	Labeling impact 

	I-523 
	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 

	I-471/S-035 
	I-471/S-035 
	SEP 21,2008 
	INDICATED TO REDUCE THE RISK OF MYOCARDIAL INFARCTION AND STROKE IN PATIENTS WITH TYPE 2 DIABETES AND WITHOUT CLINICALLY EVIDENT CORONARY HEART DISEASE BUT WITH MULTIPLE RISK FACTORS FOR CORONARY HEART DISEASE 
	None 


	PATENT AMENDMENT: Update on Paragraph IV certification date 4/27/2012 
	Reference ID: 3130756 
	Figure
	Figure
	Figure
	Figure
	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	BETTY B TURNER 05/15/2012 
	Reference ID: 3130756 
	**LABELING APPROVAL SUMMARY#2** .(Superceds LBL AP SUM #1 dated 9/9/2010) .REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW BRANCH .
	ANDA Number: 
	ANDA Number: 
	ANDA Number: 
	091650 
	     Date of Submission: 
	May 13, 2011 

	Applicant's Name: 
	Applicant's Name: 
	Dr. Reddy’s Laboratories Limited 

	Established Name: 
	Established Name: 
	Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg 


	BASIS OF APPROVAL: 
	REMS required? .Yes .
	No .
	REMS acceptable? .Yes .
	No .
	n/a .
	APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): Do you have 12 Final Printed Labels and Labeling? Yes Container Labels (all strengths in bottles of 30s, 60s,  90s and 500s): Final Printed Labels submitted on 
	5/13/2011 e-submission Carton Labels: Final Printed Labels submitted on 5/13/2011 e-submission 
	Figure
	Professional Package Insert Labeling: Final Printed Labeling acceptable in the 2/9/10 e-submission Patient Information Sheet: Final Printed Labels submitted on 2/9/2010 e-submission  Revisions needed before full approval: No 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? 
	Reference ID: 2982898 
	Figure
	Figure
	atorvastatin calcium is (C33H34 FN2O5)2Ca•3H2O and its molecular weight is 1209.42. Its structural formula is: 
	<< OLE Object: Picture (Enhanced Metafile) >> Atorvastatin calcium is a white to off-white crystalline powder that is insoluble in aqueous solutions of pH 4 and below. Atorvastatin calcium is very slightly soluble in distilled water, pH 7.4 phosphate buffer, and acetonitrile; slightly soluble in ethanol; and freely soluble in methanol  
	FOR THE RECORD: 
	FOR THE RECORD: 

	1. 
	1. 
	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.
	2.
	 PATENTS/EXCLUSIVITIES: 


	BASIS OF APPROVAL:  
	Patent No 
	Patent No 
	Patent No 
	Patent Expiration 
	Use Code 
	Description
	 How Filed 
	Labeling Impact 

	4681893 
	4681893 
	Sep. 24, 2009 PED. Mar. 24, 2010 
	U161 
	method of treating hypercholesterolemia          METHOD OF INHIBITING CHOLESTEROL BIOSYNTHESIS IN A PATIENT 
	III 
	Same As 

	5273995 
	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 
	5686104 
	Nov 11, 20014 ped May 11, 2015 
	U213 
	METHOD OF INHIBITING CHOLESTEROL BIOSYNTHESIS AND TREATING HYPERCHOLESTEROLEMIA AND METHOD FOR TREATING HYPERLIPIDEMIA 
	IV 
	Same As 

	5969156 
	5969156 
	Jul 8, 2016 ped Jan 8, 2017 
	__ 
	IV 
	Same As 

	6126971 
	6126971 
	Jan 19, 2013 ped July 19, 2013 
	__ 
	IV 
	Same As 

	RE40667 
	RE40667 
	Jun 28, 2011 ped 
	U162 
	METHOD OF USE TO INHIBIT CHOLESTEROL SYNTHESIS IN A HUMAN SUFFERING FROM HYPERCHOLESTEROLEMIA 
	III 
	Same As 


	Reference ID: 2982898 
	Figure
	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 to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one  
	side and “121” on the other side. 20 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one  side and “122” on the other side. 40 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one  side and “123” on the other side. 
	5. CONTAINER/CLOSURE [2.3.P.7- original submission] 
	Bottle packs 
	Bottle packs 

	30’s: HDPE container 60’s: HDPE container 90’s: HDPE container 
	10 mg: 

	500’s: HDPE Container 
	: 30’s: HDPE container 60’s: HDPE container 90’s: HDPE container 500’s: HDPE container 
	20 mg

	Figure
	30’s: HDPE container 60’s: HDPE container 90’s: HDPE container 500’s: HDPE container 
	40 mg: 

	Figure
	Reference ID: 2982898 
	Figure
	6. 
	6. 
	6. 
	6. 
	STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 

	USP: Not USP .RLD: store at CRT 20-25°C (68-77°F) [see USP]. .ANDA label: Store at 20° to 25°C (68° to 77°F); [See USP Controlled Room Temperature]. .

	7. 
	7. 
	7. 
	DISPENSING STATEMENTS COMPARISON 

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

	8. 
	8. 
	BIOAVAILABILITY/BIOEQUIVALENCE: BIO Dissolution is deficient as of 12/18/09.  

	9.
	9.
	 SCORING RLD: Not scored 


	Reference ID: 2982898 
	Figure
	Figure
	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 08/03/2011 
	JOHN F GRACE 08/03/2011 
	Reference ID: 2982898 
	**LABELING APPROVAL SUMMARY** .REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW BRANCH .
	ANDA Number: 
	ANDA Number: 
	ANDA Number: 
	091650 
	Date of Submission: 
	February 9, and August 26, 2010 

	Applicant's Name: 
	Applicant's Name: 
	Dr. Reddy’s Laboratories Limited 

	Established Name: 
	Established Name: 
	Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg 


	BASIS OF APPROVAL: 
	REMS required? .Yes .
	No .
	REMS acceptable? .Yes .
	No .
	n/a .
	APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): Do you have 12 Final Printed Labels and Labeling? Yes Container Labels (all strengths in bottles of 30s, 60s,  90s and 500s): Final Printed Labels submitted on 
	2/9/2010 e-submission Carton Labels: Final Printed Labels submitted on 2/9/2010 e-submission 
	Figure
	Professional Package Insert Labeling: Final Printed Labeling acceptable in the 2/9/10 e-submission Patient Information Sheet: Final Printed Labels submitted on 2/9/2010 e-submission  Revisions needed before full approval: Yes 
	Figure
	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. 
	Figure
	Figure
	Figure
	FOR THE RECORD: 
	FOR THE RECORD: 

	1. 
	1. 
	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.
	2.
	 PATENTS/EXCLUSIVITIES: 


	BASIS OF APPROVAL:  
	Patent No 
	Patent No 
	Patent No 
	Patent Expiration 
	Use Code 
	Description
	 How Filed 
	Labeling Impact 

	4681893 
	4681893 
	Sep. 24, 2009 PED. Mar. 24, 2010 
	U161 
	method of treating hypercholesterolemia          METHOD OF INHIBITING CHOLESTEROL BIOSYNTHESIS IN A PATIENT 
	III 
	Same As 

	5273995 
	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 
	5686104 
	Nov 11, 20014 ped May 11, 2015 
	U213 
	METHOD OF INHIBITING CHOLESTEROL BIOSYNTHESIS AND TREATING HYPERCHOLESTEROLEMIA AND METHOD FOR TREATING HYPERLIPIDEMIA 
	IV 
	Same As 

	5969156 
	5969156 
	Jul 8, 2016 ped Jan 8, 2017 
	__ 
	IV 
	Same As 

	6126971 
	6126971 
	Jan 19, 2013 ped July 19, 2013 
	__ 
	IV 
	Same As 

	RE40667 
	RE40667 
	Jun 28, 2011 ped 
	U162 
	METHOD OF USE TO INHIBIT CHOLESTEROL SYNTHESIS IN A HUMAN SUFFERING FROM HYPERCHOLESTEROLEMIA 
	III 
	Same As 


	Table
	TR
	Exclusivity  Data For NDA 20702 

	Code/sup 
	Code/sup 
	Expiration
	 Description 
	Labeling impact 

	I-523 
	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 


	Figure
	40 mg: white to off white, capsule shaped, biconvex, film coated tablets, debossed “RDY” on one  side and “123” on the other side. 
	5. CONTAINER/CLOSURE [2.3.P.7- original submission] 
	Bottle packs 
	Bottle packs 

	30’s: HDPE container 60’s: HDPE container 90’s: HDPE container 500’s: HDPE Container 
	10 mg: 

	Figure
	: 30’s: HDPE container 60’s: HDPE container 90’s: HDPE container 500’s: HDPE container 
	20 mg

	Figure
	30’s: HDPE container 60’s: HDPE container 90’s: HDPE container 500’s: HDPE container 
	40 mg: 

	Figure
	Figure
	Figure
	Application Submission 
	Submitter Name Product Name
	Type/Number Type/Number 
	ANDA-91650 ORIG-1 DR REDDYS ATORVASTATIN CALCIUM 
	LABORATORIES 
	LTD 
	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 09/08/2010 
	JOHN F GRACE 09/09/2010 
	Figure
	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 .Container Labels (all strengths in bottles of 90s and 500s) .
	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: 
	FOR THE RECORD: 

	1. 
	1. 
	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.
	2.
	 PATENTS/EXCLUSIVITIES: 


	BASIS OF APPROVAL:  
	Patent No 
	Patent No 
	Patent No 
	Patent Expiration 
	Use Code 
	Description
	 How Filed 
	Labeling Impact 


	4681893 
	4681893 
	4681893 
	Sep. 24, 2009 PED. Mar. 24, 2010 
	U161 
	method of treating hypercholesterolemia          METHOD OF INHIBITING CHOLESTEROL BIOSYNTHESIS IN A PATIENT 
	III 
	Same As 

	5273995 
	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 
	5686104 
	Nov 11, 20014 ped May 11, 2015 
	U213 
	METHOD OF INHIBITING CHOLESTEROL BIOSYNTHESIS AND TREATING HYPERCHOLESTEROLEMIA AND METHOD FOR TREATING HYPERLIPIDEMIA 
	IV 
	Same As 

	5969156 
	5969156 
	Jul 8, 2016 ped Jan 8, 2017 
	__ 
	IV 
	Same As 

	6126971 
	6126971 
	Jan 19, 2013 ped July 19, 2013 
	__ 
	IV 
	Same As 

	RE40667 
	RE40667 
	Jun 28, 2011 ped 
	U162 
	METHOD OF USE TO INHIBIT CHOLESTEROL SYNTHESIS IN A HUMAN SUFFERING FROM HYPERCHOLESTEROLEMIA 
	III 
	Same As 


	Table
	TR
	Exclusivity  Data For NDA 20702 

	Code/sup 
	Code/sup 
	Expiration
	 Description 
	Labeling impact 

	I-523 
	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 

	I-471/S-035 
	I-471/S-035 
	SEP 21,2008 
	INDICATED TO REDUCE THE RISK OF MYOCARDIAL INFARCTION AND STROKE IN PATIENTS WITH TYPE 2 DIABETES AND WITHOUT CLINICALLY EVIDENT CORONARY HEART DISEASE BUT WITH MULTIPLE RISK FACTORS FOR CORONARY HEART DISEASE 
	None 


	[Per Reg Support review] 
	3. INACTIVE INGREDIENTS 
	The description of the inactive ingredients in the insert labeling appears accurate according to the composition statement. 
	Figure
	Figure
	9.
	9.
	9.
	9.
	 SCORING 

	RLD: Not scored .ANDA: Not scored .

	10.
	10.
	 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: All strengths in bottles of 30s, 60s, 90s and 500s. 
	Figure

	11.SPL Since this drug product could not be fully approved until 2011, SPL is not neccessary at this moment. 
	Date of Review:January 19, 2010 Date of Submission: July 15, 2009 Primary Reviewer: Thuyanh Vu Team Leader: John Grace 
	Application Submission 
	Submitter Name Product Name
	Type/Number Type/Number 
	ANDA-91650 ORIG-1 DR REDDYS ATORVASTATIN CALCIUM 
	LABORATORIES 
	LTD 
	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 01/19/2010 
	JOHN F GRACE 01/25/2010 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 91650. 
	CHEMISTRY REVIEWS. 
	CHEMISTRY REVIEWS. 

	ANDA 091650 .
	Addendum #1 to Review #4 .
	Atorvastatin Calcium Tablets .10 mg, 20 mg, and 40 mg .
	Dr. Reddy’s Laboratories Limited .
	Matthew D. Vera, Ph.D. .Team 34 .Division of Chemistry III .Office of Generic Drugs .
	Reference ID: 3157195. 
	Background: 
	When review #4 was finalized on June 29, 2012, Type II DMFs 21125 and 25902 had been reviewed and found Adequate with additional information requested. 
	The DMF holder has provided responses which were reviewed and found adequate on 10-July2012. 
	-

	The purpose of this review addendum is to reflect the current status of DMF 21125 and 25902 as fully adequate. 
	An updated replacement table for Item #17 in Review #4  is shown below. 
	17. RELATED/SUPPORTING DOCUMENTS: A. DMFs: 
	DMF # TYPE HOLDER ITEM REFERENCED CODE1 STATUS2 DATE REVIEW COMPLET ED COMME NTS 21125 II Dr. Reddy’s Laboratories Ltd. Atorvastatin Calcium (no BHA Premix) 1 Adequate 10-July-2012 M. Vera 25902 II Dr. Reddy’s Laboratories Ltd. Atorvastatin Calcium with BHA 1 Adequate 10-July-2012 M. Vera III 4 N/A III 4 N/A III 4 N/A III 4 N/A III 4 N/A III 4 N/A III 4 N/A III 4 N/A III 4 N/A 
	2. 
	Reference ID: 3157195 
	III 4 N/A III 4 N/A III 4 N/A III 4 N/A III 4 N/A III 4 N/A III 4 N/A 
	Action codes for DMF Table: 1 – DMF Reviewed.   Other codes indicate why the DMF was not reviewed, as follows: 
	1 

	2 –Type 1 DMF 
	2 –Type 1 DMF 
	2 –Type 1 DMF 
	5 – Authority to reference not granted 

	3 – Reviewed previously and no revision since last review 
	3 – Reviewed previously and no revision since last review 
	6 – DMF not available 

	4 – Sufficient information in application 
	4 – Sufficient information in application 
	7 – Other (explain under "Comments") 


	Adequate, Inadequate, or N/A (Enough data in the application, therefore the DMF did not need to be reviewed) 
	2 

	B. Other Documents:  None 
	3. 
	Reference ID: 3157195 
	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	MATTHEW D VERA 07/11/2012 
	VILAYAT A SAYEED 07/12/2012 
	Reference ID: 3157195 
	ANDA 091650 .
	Atorvastatin Calcium Tablets .10 mg, 20 mg, and 40 mg .
	Dr. Reddy’s Laboratories Limited .
	Matthew D. Vera, Ph.D. .Division of Chemistry .Office of Generic Drugs .OPS/CDER/FDA .
	Reference ID: 3152556 
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	3EDTA was also used as the anticoagulant for harvesting of biological fluids during the study assay. 
	study. Tri-potassium ethylenediaminetetraacetic acid, K

	3.. 
	3.. 
	3.. 
	In an amendment dated 09 February 2010, the firm has submitted acceptable long-term storage stability (LTSS) data to cover a storage period of 48 days at -70°C. The firm previously provided LTSS data for 58 days at -20°C in its original submission. The study samples were stored for the fasting study from May 28, 2009 to July 03, 2009 (37 days). In this same submission, the firm has submitted acceptable LTSS data to cover a storage period of 75 days at -70°C. The samples were stored for the fed study from Ma
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	The pre-study bioanalytical method validation is adequate. 
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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 23/13, Repeat Analysis of Samples & Reintegration of Chromatograms, effective date: 30 April 2008 (for fasting study no. 01621/09-10), allows for the following bioanalytical repeats: (1) Unacceptable calibration curve, (2) Instrument malfunction, (3) QC acceptance criteria, (4) Extraction/processing error, (5) Internal standard area variation, (6) Acquisition error, 

	(7) 
	(7) 
	(7) 
	Samples lost during processing, (8) Poor chromatography, (9) Concentration of a subject sample is more than the highest CC point, (10) BLQ in the middle of the profile, 

	(11) 
	(11) 
	Pre-dose sample concentration, and (12) Anomalous value. 



	•. 
	•. 
	The standard operating procedure (SOP) number VIN-BRD-016, Repeat Analysis, effective date: 25 April 2008 (for fed study no. 09-VIN-057), allows for the following bioanalytical repeats: (1) Samples lost during processing, (2) Poor chromatography, (3) Significant response in the pre-dose subject sample, (4) Value above upper limit of calibration curve, (5) Improper sample processing, (6) Improper/inconsistent internal standard area, and (7) Analytical batch failure as per SOP VIN-BRD-013 (Analytical Batch Ac

	•. 
	•. 
	For all  related repeats mentioned above, the SOP does mention these reasons for bioanalytical repeat analysis. Subsequently, the reviewer has evaluated the criterion and agrees that it is objective.  The reviewer agrees that firm conducted its repeat analysis for the fasting study (01621/09-10) and fed study (09-VIN-057) in accordance with its SOPs. The reviewer also agrees with the firm’s reasons for reanalysis.  
	analytical


	•. 
	•. 
	•. 
	For the fasting study (01621/09-10), the firm reassayed a total of eight [5 atorvastatin, 2 orthohydroxy atorvastatin, and 1 parahydroxy atorvastatin (Per the table and report, the reanalyzed values were not used in analysis)] PK repeats from subjects under the reason code Anomalous Value.  The reassays are indentified as follows: 
	6


	 NOTE: There were only five (5) actual recalculated values used in the firm’s calculation after reanalysis. 
	 NOTE: There were only five (5) actual recalculated values used in the firm’s calculation after reanalysis. 
	6


	o. Atorvastatin 
	o. Atorvastatin 
	o. Atorvastatin 
	o. Atorvastatin 

	•
	•
	•
	•

	Subject 8, period I, 1.25 hours, reference product 

	•
	•
	•

	Subject 8, period I, 4.00 hours, reference product 

	•
	•
	•

	Subject 35, period II, 2.50 hours, reference product 

	•
	•
	•

	Subject 36, period I, 8.00 hours, reference product 

	•
	•
	•

	Subject 37, period I, 36.00 hours, reference product 



	o. Orthohydroxy Atorvastatin 
	o. Orthohydroxy Atorvastatin 




	Subject 8, period I, 1.25 hours, reference product 
	•
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	Subject 8, period I, 4.00 hours, reference product 
	•

	•. The reviewer has reanalyzed the data using the original concentration values for all samples which were reported as anomalous values (as outlined above).  Recalculation of the primary pharmacokinetic parameters using original data does not alter the outcome of the study. 
	As a result, the study repeat analysis is adequate. 
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	3.12 Deficiency Comments 
	None 
	3.13 Recommendations 
	1.. 
	1.. 
	1.. 
	The Division of Bioequivalence accepts the fasting BE study (01621/09-10) conducted by Dr. Reddy’s Laboratories on its Atorvastatin 40 mg Tablets (lot # EC8308) comparing it to Pfizer’s Lipitor (atorvastatin calcium) Tablets, EQ 40 mg Base (lot # 0982068). 
	®


	2.. 
	2.. 
	The Division of Bioequivalence accepts the fed BE study (09-VIN-057) conducted by Dr. Reddy’s Laboratories on its Atorvastatin 40 mg Tablets (lot # EC8308) comparing it to Pfizer’s Lipitor (atorvastatin calcium) Tablets, EQ 80 mg Base (lot # 0982068). 
	®


	3.
	3.
	3.
	 The firm’s in vitro dissolution testing is acceptable.  The dissolution testing should be conducted in 900 mL of  0.05 M Phosphate Buffer, pH 6.8 at 37ºC ± 0.5ºC using USP apparatus II (Paddle) at 75 rpm.  The test product should meet the following specification: 

	NLT (Q) of Atorvastatin dissolved in 15 minutes 
	Figure


	4. .
	4. .
	The waiver requests for in vivo BE study requirements for the firm’s lower strength of the test product, 10 mg and 20 mg, are granted. 

	5. .
	5. .
	The Division of Bioequivalence deems the test product, Atorvastatin 40 mg Tablets (lot # EC8308), manufactured by Dr. Reddy’s Laboratories, to be bioequivalent to the 
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	Comments on Pharmacokinetic and Statistical Analysis: 
	The pharmacokinetic and statistical analyses are adequate.  The reviewer used the SAS code, CALCKE, for statistical analysis and verification of the data.  This particular SAS code allows the reviewer to select the values which are used as the time points to EL (Note: AUCI and THALF are dependent variables), along with other PK parameters.  The following time points were selected to EL: 
	calculate the elimination rate constant, K
	calculate the K

	Ke first: T23 (16 hours) 
	Ke last: T26 (48 hours) 
	The firm has also analyzed the data of sixty-nine subjects.  The reviewer agrees with the firm’s assessment. 
	Subject 37 (period I, reference product) and subject 38 (period II, reference product) both show a measurable drug concentrations at zero (0) hours for the parent drug.  Since this MAX for this subject, no further analysis is needed. 
	drug concentration is less than 5% of the C
	10

	The 90% confidence intervals for log-transformed primary parameters of the active metabolites, orthohydroxy and parahydroxy atorvastatin, meet the acceptable BE limits of 80.00% - 125.00%. As a result, the orthohydroxy – and parahydroxy atorvastatin data is adequate and considered supporting documentation. 
	Summary and Conclusions, Single-Dose Fasting Bioequivalence Study: 
	0-t, AUC∞ and CMAX of Atorvastatin, are within the acceptable BE limits of 80.00% - 125.00%.  The study is adequate. 
	The 90% confidence intervals for log-transformed AUC

	 Guidance for Industry Bioavailability and Bioequivalence Studies for Orally Administered Drug Products — General Considerations: March 2003. 
	10
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	Figure 1. Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study 
	Atorvastatin 
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	variables), along with other PK parameters.  The following time points were selected to EL: 
	calculate the K

	Ke first: T23 (16 hours) 
	Ke last: T26 (48 hours) 
	The firm has also analyzed the data of seventy-one subjects.   
	The 90% confidence intervals for log-transformed primary parameters of the active metabolites, orthohydroxy and parahydroxy atorvastatin, meet the acceptable BE limits of 80.00% - 125.00%. As a result, the orthohydroxy – and parahydroxy atorvastatin data is adequate and considered supporting documentation. 
	Summary and Conclusions, Single-Dose Fasting Bioequivalence Study: 
	0-t, AUC∞ and CMAX of Atorvastatin, are within the acceptable BE limits of 80.00% - 125.00%.  The fed study is adequate. 
	The 90% confidence intervals for log-transformed AUC
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	Figure 2. Mean Plasma Concentrations, Single-Dose Fed Bioequivalence Study 
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	4.2.2 Polymorphic Consideration for Atorvastatin Calcium Tablet Drug Products 
	Due to the OGD’s recent concern of the effect of polymorphism on in vitro and in vivo performance of a drug product, polymorphic identification of an API compound with multiple polymorphs such as atorvastatin would contribute toward the process of determining an appropriate and discriminatory dissolution method for use in the quality program of the drug product.  Polymorphism has been linked to a product’s stability, impurity profile, and solubility of the active ingredient.  Following is a list of ANDAs of
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	ANDA-091226 MATRIX LABORATORIES LTD Hongling Zhang ANDA-078773 TEVA PHARMACEUTICALS USA Suman Dandamudi ANDA-077575 SANDOZ INC Li Gong ANDA-091624 KUDCO IRELAND LTD Johnetta Walters ANDA-090548 APOTEX INC Li Gong ANDA-076477 RANBAXY LABORATORIES LIMITED Surendra Shrivastava NDA 020702 (Lipitor) Pfizer 
	Page 60 of 141 
	Reference ID: 2974197 
	Figure
	Figure
	Figure 3. Dissolution Profiles 
	Figure
	Page 63 of 141 .
	Reference ID: 2974197. 
	Figure
	Page 64 of 141 
	Reference ID: 2974197 
	Figure
	Page 65 of 141 
	Reference ID: 2974197 
	4.4 
	Detailed Regulatory History (If Applicable) 
	Figure
	Page 66 of 141 .
	Reference ID: 2974197. 
	4.5 Consult Reviews 
	N/A 
	Page 67 of 141 .
	Reference ID: 2974197. 
	4.6 
	4.6 
	4.6 
	SAS Output 

	4.6.1 
	4.6.1 
	Fasting Study Data 

	TR
	FASTING CONCENTRATION DATASET 


	Figure
	Page 68 of 141 
	Page 68 of 141 


	Reference ID: 2974197 
	Figure
	4.8 Additional Attachments 
	N/A 
	Page 138 of 141. 
	Reference ID: 2974197. 
	BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT. 
	ANDA: 
	ANDA: 
	ANDA: 
	091650 

	APPLICANT: 
	APPLICANT: 
	Dr. Reddys Laboratories 

	DRUG PRODUCT: 
	DRUG PRODUCT: 
	Atorvastatin Calcium Tablets, 10 mg, 20 mg, 

	TR
	and 40 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, and 40 .mg. The dissolution method is as follows: .
	Medium: 
	Medium: 
	Medium: 
	0.05 M Phosphate Buffer, pH 6.8 

	Volume: 
	Volume: 
	900 mL 

	Temperature: 
	Temperature: 
	37ºC ± 0.5°C 

	USP Apparatus: 
	USP Apparatus: 
	Type II (Paddle) 

	Rotation (rpm): 
	Rotation (rpm): 
	75 rpm 


	The test product should meet the following specification: .
	NLT 
	(Q) of the labeled amount of Atorvastatin is .

	dissolved in 15 minutes .
	The DBE has noticed that you have used a non-standard high-.fat vegetarian breakfast in your fed study (Study No. 09VIN-057). Currently, there are no adequate data from which .to conclude that a high-fat vegetarian breakfast served .prior to dosing in bioequivalence fed studies will have the .same effect on drug absorption as the standard FDA high-fat .breakfast using meat as the main protein source. Therefore, .please note for future submissions, that the DBE does not .encourage the use of vegetarian brea
	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 .
	Page 139 of 141 
	Reference ID: 2974197 
	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 .
	Page 140 of 141 
	Reference ID: 2974197 
	4.9 
	Outcome Page 
	ANDA: 091650 
	Productivity: 
	ID 
	ID 
	ID 
	Letter Date 
	Productivity Category 
	Sub Category 
	Productivity 
	Subtotal 

	13856 
	13856 
	7/9/2009 
	Bioequivalence Study 
	Fasting Study 
	1 
	1 

	13856 
	13856 
	7/9/2009 
	Bioequivalence Study 
	Fed Study 
	1 
	1 

	13856 
	13856 
	7/9/2009 
	Other 
	Dissolution Waiver 
	1 
	1 

	13856 
	13856 
	7/9/2009 
	Other 
	Dissolution Waiver 
	1 
	1 

	13856 
	13856 
	7/9/2009 
	Other 
	DSI Inspection Report 
	1 
	1 

	13856 
	13856 
	7/9/2009 
	Other 
	DSI Inspection Report ( 
	1 
	1 

	13856 
	13856 
	2/9/2010 
	Other 
	Study Amendment Without Credit (WC) 
	0 
	0 

	TR
	Bean Total: 
	6 


	Page 141 of 141 
	Reference ID: 2974197 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	JOHNETTA F WALTERS 07/15/2011 
	BING V LI 07/18/2011 
	HOAINHON N CARAMENICO on behalf of DALE P CONNER 07/20/2011 
	Reference ID: 2974197 
	Figure
	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	NAM J CHUN 05/23/2011 
	Reference ID: 2950569 
	Figure
	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. The firm’s dissolution testing data with the FDA-recommended method are acceptable (at S1 level). The firm’s proposed specification of NLT (Q) in 30 minutes is not acceptable. Based on the dissolution data submitted, the DBE recommends the specification of NLT 
	Figure
	Figure

	(Q) in 15 minutes. The firm should acknowledge the FDA-recommended method and specification.  
	Also, the firm should submit Long Term Storage Stability data to cover a storage period of at least 67 days. 
	No Division of Scientific Investigations (DSI) inspections for the clinical site or analytical site are pending or necessary. 
	1
	2

	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 for NDA . The outcome   Based on the inspection, it was determined that the data was  Kassim, Sean Y/ /REV
	for NDA 
	Figure

	 Skelly, Michael F REV
	The outcome was Voluntary Action Indicated (VAI). Based on the inspection, it was determined that the data was acceptable for review. (DARRTS, Search: NDA
	Figure
	Figure
	Figure

	NONCLINICAL-03(General Review)). 
	Figure
	Figure
	Figure
	II. COMMENTS: 
	1.. 
	1.. 
	1.. 
	Currently, there is no USP method for Atorvastatin Calcium Tablets, but there is an FDA-recommended dissolution method.  The FDA-recommended dissolution method is available on the public dissolution database on the Office of Generic Drugs website, . The firm’s dissolution testing data with the FDA-recommended method is acceptable. 
	http://www.accessdata.fda.gov/scripts/cder/dissolution/index.cfm
	http://www.accessdata.fda.gov/scripts/cder/dissolution/index.cfm



	2.. The firm proposed a specification of NLT Based on the dissolution data submitted, the DBE recommends the specification of NLT 
	2.. The firm proposed a specification of NLT Based on the dissolution data submitted, the DBE recommends the specification of NLT 
	2.. The firm proposed a specification of NLT Based on the dissolution data submitted, the DBE recommends the specification of NLT 
	(Q) in 30 minutes is not acceptable. 
	Figure


	(Q) in 15 minutes. 

	3.. 
	3.. 
	The firm’s test product meets the FDA-recommended specification at the S1 level.   

	4.. 
	4.. 
	The firm provided Long Term Storage Stability data for 58 days at -20°C. The samples were stored for the fasting study from May 28, 2009 to July 03, 2009 (37 days) and for the fed study from March 21, 2009 to May 26, 2009 (67 days), therefore, the firm will be asked to provide Long Term Storage Stability data to cover a storage period of at least 67 days. 


	III. DEFICIENCY COMMENTS: 
	1.. 
	1.. 
	1.. 
	The firm’s proposed specification is not acceptable. The firm should acknowledge and accept the FDA-recommended dissolution method and specification for its test product, Atorvastatin Calcium Tablets. 

	2. 
	2. 
	The firm should provide Long Term Storage Stability data to cover a storage period of at least 67 days. 


	Medium 
	Medium 
	Medium 
	0.05 M Phosphate Buffer, pH 6.8 

	Apparatus 
	Apparatus 
	USP Type II (Paddle) 

	Speed of Rotation 
	Speed of Rotation 
	75 rpm 

	Temperature 
	Temperature 
	37º ± 0.5º C 

	Volume 
	Volume 
	900 mL 

	Specification 
	Specification 
	NLT (Q) in 15 minutes 


	IV. RECOMMENDATIONS 
	1.. 
	1.. 
	1.. 
	The in vitro dissolution testing conducted by Dr. Reddy’s Laboratories, Inc. on its test product, Atorvastatin Calcium Tablets, 10 mg (Lot # EC8306), 20 mg (Lot # EC8307) and 40 mg (Lot # EC8308) comparing it to Pfizer Pharmaceutical’s Lipitor(Atorvastatin Calcium) Tablets, 10 mg (Lot # 14116V), 20 mg (Lot # 0431086) and 40 mg (Lot # 0391096) is incomplete due to the deficiency comment # 1. 
	® 


	2.. 
	2.. 
	The firm should conduct dissolution testing using the following FDA-recommended dissolution method: 

	3.. 
	3.. 
	The firm should provide Long Term Storage Stability data to cover a storage period of at least 67 days. 


	Medium 
	Medium 
	Medium 
	0.05 M Phosphate Buffer, pH 6.8 

	Apparatus 
	Apparatus 
	USP Type II (Paddle) 

	Speed of Rotation 
	Speed of Rotation 
	75 rpm 

	Temperature 
	Temperature 
	37º ± 0.5º C 

	Volume 
	Volume 
	900 mL 

	Specification 
	Specification 
	NLT (Q) in 15 minutes 


	The firm should be informed of the above deficiency comments and recommendations. 
	BIOEQUIVALENCE DEFICIENCIES. 
	ANDA:. 091650 .
	APPLICANT:. Dr. Reddy’s Laboratories Limited .
	DRUG PRODUCT:. Atorvastatin Calcium Tablets, 10 mg, 20 mg and .40 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 .later. The following deficiencies have been identified: .
	1. The dissolution testing data for your test product, .Atorvastatin Calcium Tablets, are acceptable. However, the .proposed specification of NLT. 
	Figure

	(Q) in 30 minutes for .
	your test product is not acceptable. Based on the .dissolution testing data, the DBE recommends a more .appropriate specification below. Please provide .acknowledgement for your acceptance of the following FDA-.recommended dissolution method and specification for your .test product: .
	Medium 
	Medium 
	Medium 
	0.05 M Phosphate Buffer, pH 6.8 

	Apparatus 
	Apparatus 
	USP Type II (Paddle) 

	Speed of Rotation 
	Speed of Rotation 
	75 rpm 

	Temperature 
	Temperature 
	37º ± 0.5º C 

	Volume 
	Volume 
	900 mL 

	Specification 
	Specification 
	NLT Q) in 15 minutes 


	2. Please provide Long Term Storage Stability data for .Atorvastatin Calcium in frozen biological matrix to cover .the maximum storage period of the study samples (i.e., from .the day of the first sample collection to the day of the .last sample analysis, which was at least 67 days for your .bioequivalence studies). .
	Sincerely yours, .
	{See appended electronic signature page} .
	Dale P. Conner, Pharm.D. .Director, Division of Bioequivalence I .Office of Generic Drugs .Center for Drug Evaluation and Research .
	V. OUTCOME ANDA: 091650 
	Productivity: 
	ID 
	ID 
	ID 
	Letter Date 
	Productivity Category 
	Sub Category 
	Productivity 
	Subtotal 

	9919 
	9919 
	7/15/2009 
	Dissolution Data 
	Dissolution Review 
	1 
	1 

	TR
	Bean Total: 
	1 


	Application Submission 
	Submitter Name Product Name
	Type/Number Type/Number 
	ANDA-91650 ORIG-1 DR REDDYS ATORVASTATIN CALCIUM 
	LABORATORIES 
	LTD 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	DEANAH L MITCHELL 12/17/2009 
	APRIL C BRADDY 12/17/2009 
	HOAINHON N CARAMENICO on behalf of DALE P CONNER 12/18/2009 
	CENTER FOR DRUG EVALUATION AND RESEARCH. 
	APPLICATION NUMBER:. 
	ANDA 91650. 
	ADMINISTRATIVE and CORRESPONDENCE. DOCUMENTS. 
	ADMINISTRATIVE and CORRESPONDENCE. DOCUMENTS. 

	ROUTING SHEET .
	Figure
	APPROVAL 
	 TENTATIVE APPROVAL    
	Figure

	 SUPPLEMENTAL APPROVAL (NEW STRENGTH)   
	Figure

	CGMP 
	Figure

	Division: III Team: 34 PM: Bob Gaines 
	Electronic ANDA: 
	Yes 
	No 
	Figure

	Figure
	ANDA #:091650 Firm Name:Dr Reddy's Laboratories Limited ANDA Name:Atorvastatin Calcium Tablets, 10 mg (base), 20 mg (base), 40 mg (base) RLD Name:Lipitor by Pfizer 
	Electronic AP Routing Summary Located: .
	Z:\Chemistry Division III\Team 34\Electronic AP Summary\91650.ap.doc. 

	AP/TA Letter Located: 
	Z:\Chemistry Division III\Team 34\Final Version For DARRTS Folder\APPROVAL LETTERS\91650.apltr.DOC 

	Project Manager Evaluation: Date: 5/23/12 Initials: RG Previously reviewed and tentatively approved --- Date Previously reviewed and CGMP Complete Response issued -- Date  n/a 
	n/a 

	Figure
	Original Rec′d date 7/16/09 
	Original Rec′d date 7/16/09 
	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 
	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#: 21125 (provide MF Jackets) 
	First Generic    Yes No DMF#: 21125 (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  
	 Suitability Petition/Pediatric Waiver  
	Pediatric Waiver Request:  Accepted  Rejected Pending 


	EER Status: 
	 Pending 
	Figure

	 Acceptable  
	Figure

	 OAI EES Date Acceptable:
	Figure
	 4/25/12 

	Warning Letter Issued; Date:  Has there been an amendment providing for a Major change in formulation since filling? Yes 
	Figure

	No 
	Comment: Date of Acceptable Quality (Chemistry)   Addendum Needed: Yes 
	Figure

	No 
	Figure

	Comment: Date of Acceptable Bio  Bio s in DARRTS:  Yes 
	Figure
	7/20/11
	review

	No 
	Figure

	 (Volume location: ) Date of Acceptable Labeling Attached labeling to Letter: Yes 
	Figure
	5/18/12 

	No 
	Figure

	 Comment:  Date of Acceptable Sterility Assurance (Micro) 
	Figure
	n/a 

	Methods Val. Samples Pending: Yes 
	No 
	Figure

	; Commitment Rcvd. from Firm:  Yes 
	Figure

	No Post Marketing Agreement (PMA): Yes 
	Figure

	Figure
	No 
	Figure

	(If yes, email PM Coordinator) Comment: Modified-release dosage form: Yes 
	Figure

	No 
	Figure

	(If yes, enter dissolution information in Letter) 
	Figure

	Routing:
	Routing:

	 Labeling Endorsement, Date emailed: REMS Required: Yes 
	Figure
	5/23/12 

	No 
	Figure

	REMS Acceptable: Yes
	Figure

	 No Regulatory Support  Paragraph 4 Review (Dave Read, Susan Levine), Date emailed:  Division 1 Generic Review  Bob West / Peter Rickman 
	Figure
	5/25/12
	st

	Keith Webber 
	Figure
	Filed AP Routing Summary in DARRTs Notified Firm and Faxed Copy of Approval Letter Sent Email to "CDER-OGDAPPROVALS″ distribution list 
	Reference ID: 3160186 
	OGD APPROVAL ROUTING SUMMARY. 
	OGD APPROVAL ROUTING SUMMARY. 

	1. Regulatory Support Branch Evaluation Martin Shimer          Date: 5/24/2012 Chief, Reg. Support Branch Initials: MHS 
	Contains GDEA certification: Yes No Determ. of Involvement? Yes No (required if sub after 6/1/92) Pediatric Exclusivity System RLD = NDA# Date Checked 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:      Is applicant eligible for 180 day Generic Drugs Exclusivity for each strength:  Yes No Date o
	2. Labeling Endorsement 
	Reviewer, BT:       Labeling Team Leader, RW: DateDateInitialsInitials
	5/23/12 
	5/23/12 
	BT/RG for 
	RW/RG for 

	REMS required? REMS acceptable? 
	Figure
	Figure
	Figure
	Figure
	Figure

	Yes 
	Yes 
	Yes 
	Yes 
	No 

	Yes 

	No 

	n/a .Comments: .
	From: Wu, Ruby (Chi-Ann)   Sent: Wednesday, May 23, 2012 2:08 PM To: Turner, Betty; Gaines, Robert Subject: RE: ANDA 91650 
	I concur 
	Bob, .As Betty requested, please delete references to the 80 mg strength since it is filed under another ANDA. .Thanks! .Ruby.
	Reference ID: 3160186 
	From: Turner, Betty Sent: Wednesday, May 23, 2012 12:21 PM To: Gaines, Robert; Wu, Ruby (Chi-Ann) Subject: RE: ANDA 91650 
	Hi Bob, .Dr. Reddy's 80 mg strength is approved under ANDA 202357.. I have checked the OB, USP, REMS, Medwatch, Drugs@fda, and DARRTS and there are no new updates since the last labeling .
	review was completed. .Thanks, .Betty. 
	From: Gaines, Robert Sent: Wednesday, May 23, 2012 9:56 AM To: Turner, Betty; Wu, Ruby (Chi-Ann) Subject: ANDA 91650 
	Hi Betty and Ruby. .The subject Atorvastatin ANDA by DRL is ready for approval. Please provide labeling endorsement. .Thanks .Bob .
	 << File: 91650 label rev.pdf >>  << File: 91650.apltr.DOC >>  .
	3. Paragraph IV Evaluation David Read OGD Regulatory CounselPre-MMA Language included  Post-MMA Language Included Comments:AP Letter okay. 
	3. Paragraph IV Evaluation David Read OGD Regulatory CounselPre-MMA Language included  Post-MMA Language Included Comments:AP Letter okay. 
	3. Paragraph IV Evaluation David Read OGD Regulatory CounselPre-MMA Language included  Post-MMA Language Included Comments:AP Letter okay. 
	PIV’s Only 
	Date 25May2012          InitialsDTR 

	4. Quality Division Director /Deputy Director Evaluation Chemistry Div. III (Sayeed) Comments:cmc satisfactory 
	4. Quality Division Director /Deputy Director Evaluation Chemistry Div. III (Sayeed) Comments:cmc satisfactory 
	Date 7/12/12 InitialsVAS 

	5. First Generic Evaluation Frank Holcombe 
	5. First Generic Evaluation Frank Holcombe 
	 First Generics Only 
	Date 

	Assoc. Dir. For Chemistry Comments: (First generic drug review) 
	Assoc. Dir. For Chemistry Comments: (First generic drug review) 
	Initials 


	OGD Office Management Evaluation 
	6. Peter Rickman. Date
	6. Peter Rickman. Date
	 7/17/2012 


	Director, DLPS. InitialsPara.IV Patent Cert: Yes 
	 wpr 

	 No Pending Legal Action: Yes 
	 No
	Reference ID: 3160186 
	Petition: Yes
	Petition: Yes
	 No 

	Comments: BOS=Lipitor NDA 20702, The applicant provided PIII certs to '893, '995 and '667 patents which have all since expired. The applicant also provided PIV certs to '104, '156 and '971 patents, but was sued for infringement of the '156 patent only. This CA was dismissed without prejudice on 8/26/2011. There are no exclusivity issues. Ranbaxy's (ANDA 76477) has 180 day exclusivity which expired on 5/28/2012. Chemistry acceptable 6/29/2012 and 7/12/2012. Bio acceptable 7/20/2011 (fsating and fed studies 4
	4/25/2012. This ANDA is eligible for Full Approval. 
	4/25/2012. This ANDA is eligible for Full Approval. 
	4/25/2012. This ANDA is eligible for Full Approval. 

	AND/OR 
	AND/OR 

	7. Robert L. West Deputy Director, OGD Para.IV Patent Cert: Yes No Pending Legal Action: Yes No Petition: Yes No Press Release Acceptable Date PETS checked for first generic drug 
	7. Robert L. West Deputy Director, OGD Para.IV Patent Cert: Yes No Pending Legal Action: Yes No Petition: Yes No Press Release Acceptable Date PETS checked for first generic drug 
	Date Initials 

	Comments:      
	Comments:      

	8. OGD Director Evaluation Keith Webber Deputy Director, OPS Comments:      First Generic Approval PD or Clinical for BE Special Scientific or Reg.Issue Press Release Acceptable 
	8. OGD Director Evaluation Keith Webber Deputy Director, OPS Comments:      First Generic Approval PD or Clinical for BE Special Scientific or Reg.Issue Press Release Acceptable 

	Comments:      
	Comments:      

	9. Project Manager Date 7/17/12 Initials RG 
	9. Project Manager Date 7/17/12 Initials RG 

	Check Communication and Routing Summary into DARRTS 
	Check Communication and Routing Summary into DARRTS 


	Reference ID: 3160186 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	ROBERT T GAINES 07/17/2012 
	Reference ID: 3160186 
	Page 1 of 3 
	Vera, Matthew 
	From: Vera, Matthew Sent: Friday, June 22, 2012 2:49 PM To: Davis Bruno, Karen L; Antonipillai, Indra Cc: Nagavelli, Laxma; Gill, Devinder; Sayeed, Vilayat A 
	Subject: ANDA 91650 – Revision of 
	Impurity’ 
	Figure

	Figure
	Karen and Indra, 
	In response to the Agency’s communications dated June 4 and 8, 2012 regarding 
	In response to the Agency’s communications dated June 4 and 8, 2012 regarding 

	 of atorvastatin calcium, Dr. Reddy’s Laboratories submitted an amendment dated 14-June2012. The CMC review team has summarized below the key information of the submission and full details are available in the EDR submission for ANDA 91650. 
	-
	Figure

	Figure
	Reference ID: 3157219 
	6/25/2012 
	Figure
	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	MATTHEW D VERA 07/11/2012 
	Reference ID: 3157219 
	Reference ID: 3157219 
	Reference ID: 3151122 

	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	MATTHEW D VERA 06/26/2012 
	LAXMA R NAGAVELLI 06/26/2012 
	Reference ID: 3151122 
	Reference ID: 3151122 
	Reference ID: 3140122 

	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	MATTHEW D VERA 06/04/2012 
	LAXMA R NAGAVELLI 06/04/2012 
	Reference ID: 3140122 
	Figure
	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	MATTHEW D VERA 06/08/2012 
	LAXMA R NAGAVELLI 06/08/2012 
	Reference ID: 3143042 
	Figure
	ANDA 91650 Consult Request .: .
	Background information for consideration for Pharm-Tox review team

	Note: All the impurities listed in this application for DP release and stability are satisfactory meeting either RLD limits or limits qualified for other Atorvastatin applications, 
	Reference ID: 3133989. 
	Figure
	Figure
	For additional details, please see previous consults 2010-0429, 2011-0542, and 20120625. .
	-

	CMC Question: Is the proposed limit 
	qualified based on firm’s response through amendments listed in items 1, 2, 3, and 4? 
	Figure

	If additional clarification or information is needed, please contact Matthew Vera at 240276-8493 or . .
	-
	matthew.vera@fda.hhs.gov

	Reference ID: 3133989. 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	MATTHEW D VERA 05/21/2012 
	LAXMA R NAGAVELLI 05/21/2012 
	TRANG Q TRAN 05/21/2012 
	Reference ID: 3133989 
	Reference ID: 3133989 
	Reference ID: 3133499 

	Figure
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	MATTHEW D VERA 05/19/2012 
	LAXMA R NAGAVELLI 05/19/2012 
	Reference ID: 3133499 
	Figure
	Figure
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	http://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
	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 
	Reference ID: 3130763 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	BETTY B TURNER 05/15/2012 For Wm Peter Rickman 
	Reference ID: 3130763 
	Record of Telephone Conversation. 
	Record of Telephone Conversation. 

	The firm would like to coordinate a conference call with the development technical personnel at sites in India, during the week of 03/19/2012. Food and Drug Administration Division of Chemistry III 7500 Standish Place MPN II Rockville, MD 20855 Tel: 240-276-8430 
	The firm would like to coordinate a conference call with the development technical personnel at sites in India, during the week of 03/19/2012. Food and Drug Administration Division of Chemistry III 7500 Standish Place MPN II Rockville, MD 20855 Tel: 240-276-8430 
	The firm would like to coordinate a conference call with the development technical personnel at sites in India, during the week of 03/19/2012. Food and Drug Administration Division of Chemistry III 7500 Standish Place MPN II Rockville, MD 20855 Tel: 240-276-8430 
	Date: 03-15-2012 

	ANDA Number: 091650 
	ANDA Number: 091650 

	Product Name: Atorvastatin calcium tablets, 10 mg, 20 mg and 40 mg 
	Product Name: Atorvastatin calcium tablets, 10 mg, 20 mg and 40 mg 

	Firm Name: Dr. Reddy Labs 
	Firm Name: Dr. Reddy Labs 

	Firm Representative: Jaya Ayyagari 
	Firm Representative: Jaya Ayyagari 

	Phone Number: 908-2034977 Fax Number: 
	Phone Number: 908-2034977 Fax Number: 

	FDA Representative: Khalid M. Khan Laxma Nagavelli 
	FDA Representative: Khalid M. Khan Laxma Nagavelli 

	Signatures: KMK 
	Signatures: KMK 


	CC: ANDA V:\Chemistry Division III\Team 34\Final Version For DARRTS Folder\Telephone Deficiencies\091650-Verbal-03152012.doc 
	Reference ID: 3102388 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	KHALID M KHAN 04/02/2012 091650-Verbal Communication 
	LAXMA R NAGAVELLI 04/02/2012 
	Reference ID: 3102388 
	Figure
	Figure
	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 03/13/2012 
	TRANG Q TRAN 03/13/2012 
	Reference ID: 3100919 
	QUALITY DEFICIENCY - MINOR. 
	ANDA 091650 
	OFFICE OF GENERIC DRUGS, CDER, FDA Document Control Room, Metro Park North VII 7620 Standish Place Rockville, Maryland 20855 
	Figure
	APPLICANT: Dr. Reddy's Laboratories Limited 
	APPLICANT: Dr. Reddy's Laboratories Limited 
	APPLICANT: Dr. Reddy's Laboratories Limited 
	TEL: 908-203-4977 

	ATTN:  Jaya Ayyagari 
	ATTN:  Jaya Ayyagari 
	FAX: 908-203-4980 

	FROM:  Leigh Ann Sears 
	FROM:  Leigh Ann Sears 
	FDA CONTACT PHONE: (240) 276-8453 

	Dear Madam: 
	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, and 40 mg.  
	Reference is also made to your amendment dated May 13, 2011. 
	The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies which are presented on the attached  pages.   This facsimile is to be regarded as an official FDA communication and unless requested, a hard copy will not be mailed. 
	3

	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  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 
	all deficiencies

	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: 
	SPECIAL INSTRUCTIONS: 

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

	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):  or Federal Register: 
	http://www.fda.gov/cder/ogd
	http://www.fda.gov/cder/ogd

	/ 
	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: 3023410 
	CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT ANDA: 091650 APPLICANT: Dr. Reddy’s Laboratories Ltd.  DRUG PRODUCT: Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 mg 
	A. The deficiencies presented below represent MINOR deficiencies. 
	1. 2. 3. 4. 5. 6. 7. 8. 9. 
	Reference ID: 3023410 
	10 11 12 13 14 15 
	. 
	B. Please acknowledge and respond to the following comments: 
	1. Please provide all available long-term stability data with updated stability specifications. 
	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: 3023410 
	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 10/06/2011 
	LAXMA R NAGAVELLI 10/06/2011 Signed for Vilayat A Sayeed, PhD 
	Reference ID: 3023410 
	Figure
	Figure
	Figure
	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 07/11/2011 
	TRANG Q TRAN 07/11/2011 
	Reference ID: 2971995 
	QUALITY DEFICIENCY - MINOR. 
	ANDA 091650 
	OFFICE OF GENERIC DRUGS, CDER, FDA Document Control Room, Metro Park North VII 7620 Standish Place Rockville, Maryland 20855 
	Figure
	APPLICANT: Dr. Reddy's Laboratories Limited 
	APPLICANT: Dr. Reddy's Laboratories Limited 
	APPLICANT: Dr. Reddy's Laboratories Limited 
	TEL: (908) 203-4937 

	ATTN: Kumara  Sekar 
	ATTN: Kumara  Sekar 
	FAX: (908) 203-4980 

	FROM:  Leigh Ann Sears 
	FROM:  Leigh Ann Sears 
	FDA CONTACT PHONE: (240) 276-8453 

	Dear Sir: 
	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 and 40 mg.  
	Reference is also made to your amendment dated August 27, 2010. 
	The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies which are presented on the attached  pages.   This facsimile is to be regarded as an official FDA communication and unless requested, a hard copy will not be mailed. 
	3

	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  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 
	all deficiencies

	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: 
	SPECIAL INSTRUCTIONS: 

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

	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):  or Federal Register: 
	http://www.fda.gov/cder/ogd
	http://www.fda.gov/cder/ogd

	/ 
	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: 2938463 
	CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
	ANDA: 091650 APPLICANT: Dr. Reddy’s Laboratories, Ltd.  .DRUG PRODUCT: Atorvastatin Calcium Tablets, 10 mg, 20 mg and 40 mg .
	A. The deficiencies presented below represent MINOR deficiencies. 
	1. The Drug Master File 21125 is currently inadequate.  .The DMF holder has been notified. Please do not respond to this letter until the DMF holder has responded to the deficiencies. Please also make any applicable changes to the drug substance specifications based on consultation with DMF holder and provide the revised specifications and certificate of analysis. 
	2. 3. 4. 5. 6. 7. 8. 9. 1 
	Reference ID: 2938463 
	11. 
	12. 
	13. 
	14. B. Please acknowledge and respond to the following comments: .
	Figure
	1. Please provide all available long-term stability data with updated stability specifications. 
	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: 2938463 
	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 04/26/2011 
	LAXMA R NAGAVELLI 04/28/2011 Signed for Vilayat A Sayeed, PhD 
	Reference ID: 2938463 
	Figure
	Application Submission 
	Submitter Name Product Name
	Type/Number Type/Number 
	ANDA-91650 ORIG-1 DR REDDYS ATORVASTATIN CALCIUM 
	LABORATORIES 
	LTD 
	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 BRADFORD 06/01/2010 
	THERESA C LIU 06/02/2010 
	QUALITY DEFICIENCY - MINOR 
	ANDA  091650 
	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) 
	Figure
	APPLICANT:  Dr. Reddy's Laboratories Limited 
	APPLICANT:  Dr. Reddy's Laboratories Limited 
	APPLICANT:  Dr. Reddy's Laboratories Limited 
	TEL: (908) 203-4937 

	ATTN:  Kumara  Sekar 
	ATTN:  Kumara  Sekar 
	FAX: (908) 203-4980 

	FROM:  Leigh Ann Bradford 
	FROM:  Leigh Ann Bradford 
	FDA CONTACT PHONE: (240) 276-8453 

	Dear Sir: 
	Dear Sir: 


	This facsimile is in reference to your abbreviated new drug application dated Junly 9, 2010, submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Atorvastatin Calcium Tablets, 10 mg, 20 mg, and 40 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   pages.   This facsimile is to be regarded as an official FDA communication and unless requested, a hard copy will not be mailed.  
	6

	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  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
	all deficiencies

	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: 
	SPECIAL INSTRUCTIONS: 

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

	Office of Generic Drugs Document Control Room 7620 Standish Place Rockville, Maryland 20857 
	After the effective date, , ANDAs will only be accepted at the new mailing address listed above.  submit your ANDA Regulatory documents to this address prior to .  For further information, please refer to the following websites prior to submitting your ANDA Regulatory documents: Office of Generic Drugs (OGD):  or Federal 
	01-Aug-2010
	DO NOT
	01-Aug2010
	-

	http://www.fda.gov/cder/ogd
	http://www.fda.gov/cder/ogd


	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. 
	Figure
	24. 25. 26. 
	B. Please acknowledge and respond to the following comments: .
	1. 
	2. 
	2. 
	2. 
	Please provide all available long-term stability data. .

	3. 
	3. 
	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. .


	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 .
	Application Submission 
	Submitter Name Product Name
	Type/Number Type/Number 
	ANDA-91650 ORIG-1. DR REDDYS ATORVASTATIN CALCIUM LABORATORIES LTD 
	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 ISER 06/02/2010 signed for V. Sayeed 
	Figure
	Telephone Fax .
	ANDA 91650 .
	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: 
	TO: 
	TO: 
	Dr. Reddy’s Laboratories, Inc. 
	TEL: 908-203-4937 

	TR
	U.S. Agent for Dr. Reddy’s 

	TR
	Laboratories, Inc. 
	FAX: 
	908-203-4980 


	ATTN: Kumara Sekar .FROM: Ann Vu .
	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, .and 40 mg. .
	Pages (including cover): 
	_4__. 

	SPECIAL INSTRUCTIONS: .
	Labeling Comments .
	REVIEW OF PROFESSIONAL LABELING .DIVISION OF LABELING AND PROGRAM SUPPORT .LABELING REVIEW BRANCH .
	ANDA Number: 
	ANDA Number: 
	ANDA Number: 
	091650 
	Date of Submission: 
	July 15, 2009 

	Applicant's Name: 
	Applicant's Name: 
	Dr. Reddy’s Laboratories Limited 

	Established Name: 
	Established Name: 
	Atorvastatin Calcium Tablets, 10 mg, 20 mg, 40 mg 


	Labeling Deficiencies: 
	1. CONTAINER (all strengths in bottles of 30s, 60s, 90s and 500s): 
	Revise 
	” to “USUAL DOSAGE”. 
	2. 
	3.
	3.
	3.
	 CARTON 

	4.
	4.
	4.
	 INSERT  11 DESCRIPTION The third paragraph of this subsection is significantly different than the RLD’s.  Please provide an 

	explanation as to why the physical properties of your drug product differ significantly from the RLD’s.  

	5. 
	5. 
	PATIENT INFORMATION SHEET Please state the number of sheets you intend on providing in order for each patient to receive one. 


	Figure
	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 
	Application Submission 
	Submitter Name Product Name
	Type/Number Type/Number 
	ANDA-91650 ORIG-1. DR REDDYS ATORVASTATIN CALCIUM LABORATORIES LTD 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	JOHN F GRACE 01/25/2010 for Wm Peter Rickman 
	BIOEQUIVALENCE AMENDMENT. 
	ANDA 091650 
	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) 
	Figure
	APPLICANT:  Dr. Reddy's Laboratories Limited 
	APPLICANT:  Dr. Reddy's Laboratories Limited 
	APPLICANT:  Dr. Reddy's Laboratories Limited 
	TEL: (908) 203-4900 

	ATTN:  Kumara  Sekar 
	ATTN:  Kumara  Sekar 
	FAX: (908) 203-4937 

	FROM:  Diana Solana-Sodeinde 
	FROM:  Diana Solana-Sodeinde 
	FDA CONTACT PHONE: (240) 276-8782 

	: 
	: 


	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 and 40 mg.  
	The Division of Bioequivalence has completed its review of the submission referenced above and has identified deficiencies which are presented on the attached  page.  This facsimile is to be regarded as an official FDA communication and unless requested, a hard-copy will not be mailed. 
	1

	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 Bioequivalence  Dissolution Acknowledgement Bioequivalence Long Term Stability Storage Data 
	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: 
	SPECIAL INSTRUCTIONS: 

	Please submit your response in electronic format.  This will improve document availability to review staff. 
	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: 
	ANDA: 
	ANDA: 
	091650 

	APPLICANT: 
	APPLICANT: 
	Dr. Reddy’s Laboratories Limited 

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

	PRODUCT: 
	PRODUCT: 


	The Division of Bioequivalence (DBE) has completed its review of .only the dissolution testing portion of your submission .acknowledged on the cover sheet. The review of the fasting and .fed studies along with the waiver requests will be conducted .later. The following deficiencies have been identified: .
	1. The dissolution testing data for your test product, .Atorvastatin Calcium Tablets, are acceptable. However, the .proposed specification of NLT .
	% (Q) in 30 minutes for .your test product is not acceptable. Based on the .dissolution testing data, the DBE recommends a more .appropriate specification below. Please provide .acknowledgement for your acceptance of the following FDA-.recommended dissolution method and specification for your .test product: .
	Medium 
	Medium 
	Medium 
	0.05 M Phosphate Buffer, pH 6.8 

	Apparatus 
	Apparatus 
	USP Type II (Paddle) 

	Speed of Rotation 
	Speed of Rotation 
	75 rpm 

	Temperature 
	Temperature 
	37º ± 0.5º C 

	Volume 
	Volume 
	900 mL 

	Specification 
	Specification 
	NLT %(Q) in 15 minutes 


	2. Also, please provide Long Term Storage Stability data for .Atorvastatin Calcium in frozen biological matrix to cover .the maximum storage period of the study samples (i.e. from .the day of the first sample collection to the day of the .last sample analysis, which was at least 67 days for your .bioequivalence studies). .
	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. 
	Application Submission 
	Submitter Name Product Name
	Type/Number Type/Number 
	ANDA-91650 ORIG-1 DR REDDYS ATORVASTATIN CALCIUM 
	LABORATORIES 
	LTD 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	DALE P CONNER 01/21/2010 
	ANDA CHECKLIST FOR CTD or eCTD FORMAT .
	FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION FOR. 
	FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION FOR. 

	FILING. 
	FILING. 

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


	http://www fda.gov/cder/regulatory/ersr/5640CTOC-v1.2.pdf 
	http://www fda.gov/cder/regulatory/ersr/5640CTOC-v1.2.pdf 
	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 #: 91-650 FIRM NAME: DR. REDDY'S LABORATORIES LIMITED 
	PIV: YES Electronic or Paper Submission: ELECTRONIC (ECTD FORMAT)
	 RELATED APPLICATION(S): NA 
	First Generic Product Received?  NO 
	DRUG NAME: ATORVASTATIN CALCIUM 
	DOSAGE FORM: TABLETS, 10 MG, 20 MG AND 40 MG 
	Review Team: (Bolded/Italicized Lines indicate Assignment or DARRTS designation) 
	Quality Team:  DC3 Team 12 
	Quality Team:  DC3 Team 12 
	Quality Team:  DC3 Team 12 
	Bio Team  8:  Bing Li 

	ANDA/Quality RPM: Jeanne Skanchy or Sarah Nguyen 
	ANDA/Quality RPM: Jeanne Skanchy or Sarah Nguyen 
	Bio PM: Nam J. Chun (Esther)  FYI: Lizzie Sanchez 

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

	Labeling Reviewer: Thuyanh (Ann) Vu 
	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 
	           Letter Date: JULY 15, 2009 Received Date: JULY 16, 2009 
	           Letter Date: JULY 15, 2009 Received Date: JULY 16, 2009 

	   Comments:  EC-  3 YES On Cards: YES Therapeutic Code:  3021600 LIPID ALTERING AGENTS   
	   Comments:  EC-  3 YES On Cards: YES Therapeutic Code:  3021600 LIPID ALTERING AGENTS   

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

	PART 3 Combination Product Category   N Not a Part3 Combo Product   (Must be completed for ALL Original Applications)           Refer to the Part 3 Combination Algorithm 
	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      Ted Palat         Date    10/05/2009 
	Reviewing CSO/CST      Ted Palat         Date    10/05/2009 
	Reviewing CSO/CST      Ted Palat         Date    10/05/2009 
	Recommendation:      FILE         
	REFUSE to RECEIVE 

	Supervisory Concurrence/Date: 
	Supervisory Concurrence/Date: 
	Date: 


	ADDITIONAL COMMENTS REGARDING THE ANDA:  908-203-4937  Kumara Sekar 
	Figure
	MODULE 1      ADMINISTRATIVE
	 ACCEPTABLE 
	1.1 
	1.1 
	1.1 
	1.1.2 Signed and Completed Application Form (356h)  (original signature)     (Check Rx/OTC Status) RX YES  
	TD
	Figure


	1.2 
	1.2 
	Cover Letter Dated: JULY 15, 2009  
	TD
	Figure


	1.2.1 
	1.2.1 
	Form FDA 3674  (PDF) YES 
	TD
	Figure



	 * 
	 * 
	 * 
	Table of Contents (paper submission only) YES 
	TD
	Figure


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


	1.3.3 
	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 
	TD
	Figure


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



	Figure
	Figure
	References 
	1.4.1 
	     Letters of Authorization 
	1.. DMF letters of authorization 
	a. .
	a. .
	a. .
	Type II DMF authorization letter(s) or synthesis for Active Pharmaceutical        Ingredient YES, DMF 21125 Type II DMF No. YES 

	b.. 
	b.. 
	Type III DMF authorization letter(s) for container closure YES 


	2.. US Agent Letter of Authorization (U.S. Agent [if needed, countersignature  on 356h]) YES 
	Figure
	 1.12.11 
	 1.12.11 
	 1.12.11 
	Basis for Submission OK NDA# :   20-702     Ref Listed Drug:  LIPITOR Firm: PFIZER ANDA suitability petition required?  NA If Yes, then is change subject to PREA (change in dosage form, route or active ingredient) see section 1.9.1 
	TH
	Figure



	MODULE 1 (Continued)     ADMINISTRATIVE     
	ACCEPTABLE 
	Table
	1.12.12 
	1.12.12 
	Comparison between Generic Drug and RLD-505(j)(2)(A) 1. Conditions of use SAME 2. Active ingredients SAME 3. Inactive ingredients  JUSTIFIED 4. Route of administration SAME 5. Dosage Form  SAME 6. Strength  SAME 
	TD
	Figure


	1.12.14 
	1.12.14 
	Environmental Impact Analysis Statement YES 
	TD
	Figure


	1.12.15 
	1.12.15 
	Request for Waiver  Request for Waiver of In-Vivo BA/BE Study(ies): YES ON 10 MG AND 20 MG 
	TD
	Figure


	1.14.1 
	1.14.1 
	Draft Labeling (Mult Copies N/A for E-Submissions) 1.14.1.1  4 copies of draft (each strength and container)  1 copy, e-submission 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.) 
	TD
	Figure


	1.14.3 
	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 
	TD
	Figure



	MODULE 2 SUMMARIES ACCEPTABLE 
	Figure
	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/ 
	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  .
	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 YES .
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	DEPARTMENT OF HEALTH & HUMAN SERVICES
	    Food and Drug Administration     Rockville, MD 20857 
	ANDA 91-650 .
	Dr. Reddy's Laboratories, Inc. .US Agent for Dr. Reddy's Laboratories Limited .Attention: Kumara Sekar .200 Somerset Corporate Blvd. .7th Floor .Bridgewater, NJ 08807 .
	Dear Sir: .
	We acknowledge the receipt of your abbreviated new drug application .submitted pursuant to Section 505(j) of the Federal Food, Drug and .Cosmetic Act. .
	NAME OF DRUG: Atorvastatin Calcium Tablets, 10 mg, 20 mg and 40 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) 
	1) 
	1) 
	Each owner of the patent or the representative designated by the owner to receive the notice; 

	2) 
	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: .
	Project Manager .240-276-8467 .
	Jeanne Skanchy .

	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 .
	Application Submission 
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	Type/Number Type/Number 
	ANDA-91650 ORIG-1. DR REDDYS ATORVASTATIN CALCIUM LABORATORIES LTD 
	This is a representation of an electronic record that was signed electronically and this page is the manifestation of the electronic signature. 
	/s/ 
	MARTIN H Shimer 10/19/2009 Signing for Wm Peter Rickman 
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